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ABSTRACT

A mathematical model to study the effect of seasonal weather variation on the dynamics of
plague disease is developed and analyzed. Apart from being historical, plague disease caused
by a gram negative bacteria called Yersinia pestis is still considered as a major threat around the
world. In this work we investigate three main forms of plague disease which are bubonic, sep-
ticemic and pneumonic plague. It gives answers to various questions that relate to the complex
dynamics of plague disease and the effect of seasonal weather variation in its transmission and
spread. In particular we give answers to mainly four questions pertaining to the formulation
and analyses of the mathematical models of bubonic Plague, formulation and analysis of the
mathematical models of pneumonic plague, formulation and analysis of the combined mathe-
matical model for the dynamics of plague disease that includes all three forms of plague disease
and all major ways/modes of plague disease transmission. Lastly we formulate and analyze the
plague disease model incorporating parameters that are affected by seasonal weather variation
and study its effects on the dynamics of plague disease.

Using ordinary differential equations, we formulate a model for the dynamics of plague disease
in four settings namely: Human beings, Rodents, Fleas and Pathogens in the environment. We
compute the basic reproduction numbers and apply them to establish the conditions for local
and global stability of both disease free and endemic equilibrium points. We further assess
the effect of seasonal weather variation, in which we modify the transmission rates and take
them as sinusoidal functions. Using fundamental existence-uniqueness theorem, we were able
to prove the existence of positive periodic solutions. We then establish the conditions for local
and global stability of both Positive Periodic Solution (PPS) and Disease Free Solution (DFS).

The results show that the transmission and dynamics of bubonic plague are dictated by: the
rate at which eas get infected; the infectious periods of eas, rodents and human beings;
the probability that rodents and human beings survive the infected class; and the adequacy
of contact rates and the rate at which human beings and rodents become exposed to bubonic
plague disease. We also found that the environment condition, the abundance of pathogens in
the environment and the increase of the number of individuals with pneumonic plague greatly
in uence the increase of pneumonic plague disease infectives. In the combined model, we
found that the variation in number of plague disease cases mainly depend on: the transmission
rate of infection from one individual to another; the incubation period of an individual and the
time that an individual remains infectious. The analysis further reveals that the effects posed
by seasonal weather variation depends on the extent to which the weather variation favours the
transmission of plague disease (amplitude of seasonality) and the duration that it remains in
favour of the increase or decrease of the rate of disease transmission and spread. Therefore the
control strategies should target these factors and parameters (the transmission rate of infection



from one individual to another, the incubation period of an individual and the time that an
individual remains infectious) that according to our results stated above have shown to have a
signi cant effect on the dynamics of plague disease.

We thus recommend to the government, national security system and other health stake holders
that in order to have an effective way of controlling the disease we must ensure that there is
provision of education on plague disease infection, transmission and spread to raise peoples
awareness, continuous monitoring of factors that may lead to plague outbreak, easy access of
plague disease treatment for all and the strong collaboration with neighboring countries on
health related issues.
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CHAPTER ONE

Introduction

1.1 Background

In recent years, the issue of emerging and re-emerging infectious diseases has progressively
become of great concern in public health (Watch, 2014, accessed March 14, 2016). These days
Infectious diseases threaten us with the fear of death which as a result dictate social behaviors
and policy decisions at individual, national and international levels (Aginam, 2005). Most of the
infectious diseases like plague, HIV, Ebola haemorrhagic fever, Marburg fever and others are
evolving at an extraordinary rate, often with the ability to cross geographical borders rapidly
and spread (Liu et al., 2014). This makes infectious diseases a global concern as they pose
universal vulnerability, which call for a global solidarity to plan for the way forward to a better
future.

The exceedingly itinerant, mutually dependent and interconnectedness that characterize the
world today, pave a way to numerous opportunities for the rapid spread of infectious diseases.
The spread of infectious diseases nowadays is much faster compared to other times in history
(Tatem et al., 2006). Due to human mobility today, it is said that if there is an outbreak or epi-
demic in any one part of the world, it is only a few hours away from becoming a pending threat
somewhere else (Newman, 2002). In addition, the zoonotic nature of most of the pathogens and
ability of viruses, bacteria and parasites to change over time makes the infectious diseases very
dif cult to combat. That is why, despite the magni cent growth of antibiotics and vaccines,
infectious diseases are still reported as the second leading cause of death worldwide next to
cardiovascular diseases (Fauci et al., 2005; Bennett et al., 2014).

Plague is a zoonotic infection and serious bacterial disease that can be deadly. The disease
is caused by bacteria called Yersinia pestis a pleomorphic, gram-negative non-spore-forming
coccobacillus that is more accurately classi ed as a subspecies of Y pseudotuberculosis, named
after the French-Swiss bacteriologist Alexandre Yersin. These bacteria are found in animals
throughout the world. They mainly infect rats and other rodents which are the prime reservoirs
for the bacteria. Due to the unrivaled scale of death and devastation it brought, plague disease
remains to be notorious and a threat to human societies throughout history (Jackson, 1916;
Devaux, 2013).



1.1.1 Historical background of Plague disease

Plague disease has an extraordinary place in history. It led to mammoth effects on the develop-
ment of modern civilization. Due to the fact that the causes of plague disease were unknown
it presented a disaster for people in different parts of the world which contributed to enormous
fear in areas where it appeared (Benedictow, 2004; CDC, accessed January 10, 2016). There
have been three great world pandemics of plague disease that caused devastating mortality of
people and animals across the globe.

The rst undeniable great pandemic of plague disease is the Great Plague of Justinian that
occurred around AD 532 in Egypt and spread through the Middle East and the Mediterranean
basin and then spread farther to Turkey, Constantinople, Greece, Italy, and the territories of
France and Germany (Zietz and Dunkelberg, 2004). It is estimated that between 50% and 60%
of the total population in North Africa, Europe, and central and southern Asia was lost (Perry
and Fetherston, 1997)

After the rst great pandemic, many other smaller outbreaks followed for the following two
centuries; thus linking the rst and second great pandemics of plague (Prasad, 2009). The
second plague disease pandemic, also known as the Black Death or Great Pestilence, occurred
in 1334 in different cities of China and India (Ziegler, 2013). The disease was spread to different
places by the infected rodents and human, and from country to country by ships. It killed nearly
20 to 30 million people in Europe which was equivalent to more than one third of the European
population at that time (Slack, 1989).

The third and last great plague pandemic occurred in Canton and Hong Kong in 1894. Just
after the occurrence of the third pandemic, different countries started to investigate the origin
of the disease and how to get rid of it. Among them was Japan and France that dispatched
a commission including the bacteriologist Shibasaburo Kitasato and Alexandre Yersin respec-
tively (Riedel, 2005). They ultimately identi ed a new bacterium from tissues found from dead
rodents and human beings. Although it is possible that Kitasato was the rst to describe the new
organism, Yersin’s description and explanations seemed to be more accurate, with all striking
characteristics of the disease emphasized (Treille and Yersin, 1894). This is the reason why
in 1970, the bacteria causing plague disease was named Yersinia pestis as a recognition of his
signi cant contribution (Perry and Fetherston, 1997).

Since its discovery in the 16 century AD in Egypt and then other parts of the world e.g. Syria,
North Africa, and much of Europe, Plague still exists in different parts of the world. It is widely
distributed in the tropics and subtropics and in warmer areas of temperate countries. However,



most of the plague cases today occur in Africa as most of her people do not have access to
antibiotics. The reported plague cases in sub-Saharan Africa and Madagascar, account for over
95% of all reported cases (Stenseth et al., 2008). For instance in 2003 there were about 2,100
human cases and 180 deaths mostly in Africa. Also in 2006 at least 50 people died due to
plague disease in the Democratic Republic of the Congo in Central Africa (Meerburg et al.,
2009). Until June 2007, plague was one of the three epidemic diseases speci cally reportable
to the World Health Organization (the other two being cholera and yellow fever) (Dennis and
Staples, 2009; Society, accessed May 02, 2016).

In East Africa, the rst outbreak is said to have occurred in Mombasa, Kenya in 1697 from
Oman (Neerinckx et al., 2010; Ziwa et al., 2013). However, the earliest plague infection in
East Africa was recorded in Uganda in 1877. The outbreak was reported by missionaries who
also noted that the disease was already locally known by the Buganda people as kawumpuli
(Orochi Orach, 2002; Eisen et al., 2010). In Tanzania, Plague disease is informally believed to
have been introduced from Middle East or India by various traders and slaves from Egypt and
Saudi Arabia (Laudisoit et al., 2007). However, historical data shows that there is a possibility
that plague already existed in the Kagera area long before the 1887 outbreak. The local peo-
ple were already aware of the disease and referred to it as a sporadic disease, locally known
as rubunga (Kilonzo et al., 2005). Figure 1 depicts the plague introduction and spread in
Tanzania:
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Figure 1: Plague introduction and spread in Tanzania (Ziwa et al., 2014)



1.2 Epidemiology of plague disease

Plague bacteria in most cases are transmitted through the bite of an infected ea. When plague
affect non-human animals (epizootics), speci cally rodents in a particular area, causes massive
loss of rodents. This cause hungry eas to nd other sources of blood. When human beings
and other animals visit places where rodents have recently died from plague are at risk of being
plague infectives as a result of ea bites (Benedictow, 2004). Mice, rats, rabbits, squirrels,
chipmunks, prairie dogs and other domestic animals may also bring plague-infected eas into
the home. The study by Scott and Duncan (2001) postulates that transmission of the plague to
people can also occur from eating infected animals such as squirrels and other infected domestic
animals. Once an individual has the plague bacteria in his/her lungs, depending on the sanitary
conditions, the bacteria can be spread via aerosol droplets. Other ways are by direct contact
and contacting the contaminated undercooked food or materials. Below is the summary of the
different modes of transmission of plague diseases:

(i) Direct physical contact: Touching an infected person, including sexual contact;
(if) Vector borne transmission: Carried by insects; the Flea in particular;

(iii) Airborne transmission: droplet contact via coughing or sneezing on another person,
if the microorganism can remain in the air for long periods;

(iv) Indirect contact: by eating infected animals, touching contaminated soil or a contami-
nated surface, fecal-oral transmission usually from contaminated food or water sources.

1.2.1 Forms of Plague disease

Plague disease may occur in different forms; however there are three main forms of plague
disease. These forms differ in their symptoms, way they are transmitted, parts of the body that
they affect and severity of the infection (Crook and Tempest, 1992; Burkle et al., 1973). These
forms are as given below:

(i) Bubonic Plague
The most common form of plague is bubonic plague. It is usually contracted when an
infected ea bites a susceptible individual (human beings, rodents or other domestic ani-
mals). In rare cases, one can get the bacteria causing bubonic plague disease from material
that has come into contact with an infected individual. Bubonic plague infect lymphatic
system (immune system), causing in ammation of lymphoid organs such as the spleen
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and the thymus. If not treated bubonic plague, can move into the bloodstream and cause
septicemic plague, or to the lungs, causing pneumonic plague.

Bubonic Plague Symptoms: Symptoms of bubonic plague generally appear within two
to seven days and include: Fever and chills, headache, muscle pain, general weakness and
seizures. One may also experience painful swollen lymph glands called buboes, which
appear in the groin, armpits, neck, or site of the insect bite or scratch. The buboes are
what give bubonic plague its name.

(i) Pneumonic Plague
It is the serious form of the plague disease which occur when the bacteria multiply in the
lungs. It can be transmitted through airborne transmission in which, a susceptible indi-
viduals with lungs breath in the air containing bacteria. When a person with pneumonic
plague coughs, the bacteria from their lungs are expelled into the air. Depending on the
weather condition these released bacteria may stay infectious in the air for a very long
time.

Pneumonic Plague Symptoms: Pneumonic plague symptoms may appear as quickly as
one day after exposure to the bacteria and include: dif culty with breathing, chest pain,
cough, fever, headache, overall weakness and bloody sputum (saliva and mucus or pus
from the lungs).

(iii) Septicemic Plague
This form of the plague disease occurs when the bacteria multiply in the bloodstream. It
can be transmitted through physical contact that involves touching the infected individual
including sexual contact, bite by the infected ea, eating the infected animals, touch-
ing contaminated soil or a contaminated surface and fecal-oral transmission. Untreated
septicemic plague may graduate to pneumonic plague.

Septicemic Plague Symptoms: Symptoms usually start within two to seven days after
exposure. Septicemic plague can lead to death before symptoms even appear. Symptoms
includes: abdominal pain, diarrhea, nausea and vomiting, fever and chills, weakness,
bleeding (blood may not be able to clot) and shock.

Without medical intervention, about 50 percent of people who have bubonic and septicemic
plague and almost 100 percent of people with pneumonic plague die. Treatment reduces the
death rate to 50 percent for both varieties (Antolin et al., 2002). Plague can lead to gangrene if
blood vessels in an individual’s ngers and toes disrupt blood ow and cause death to tissue. In
rare cases, plague can cause an in ammation of membranes that surround an individual’s spinal
cord and brain known as meningitis.



Plague outbreaks are most common in rural areas and in areas characterized by overcrowding,
poor sanitation and a large rat population. In human beings the risk of developing plague de-
pends on one’s lifestyle and the surrounding environment (Inglesby et al., 2000). For example,
the nature of occupation one has may increase the risk of getting plague disease. Veterinarians
and their assistants have a higher risk, as most of their time they work close to animals which
may have been infected with plague bacteria. Hobbies like camping, hunting or hiking in areas
where there are animals that are infected can increase one’s risk of being bitten by an infected

ea or contacting with the contaminated materials or environment (Poland and Dennis, 1998).
Other factors that may also increase risk of plague disease infection transmission are pet own-
ership, direct contact with animal-reservoir especially during the hunting season and living in
one house with an infected individual (Cleri et al., 1997).

Despite being a historical disease, plague disease continues to be a threat and is endemic in
many natural foci around the world. Using the data from WHO there are approximately 1000
- 3000 cases per year of the plague disease, distributed mostly between Africa, South America
and Asia. Recent outbreaks have justi ed that plague disease may reoccur in areas that have
long remained silent (Andrianaivoarimanana et al., 2013). This behavior makes plague a global
and all time threat that should be prioritized and given a special attention by all health stake
holders around the world.

1.3 Plague disease as bio-weapon

Throughout history, plague disease has been one of the most shocking epidemic diseases to
mankind (Morens et al., 2008). The vast transmission capability, the capacity for mass pro-
duction, aerosol dissemination, high fatality rate and the potential for rapid secondary spread,
makes plague disease as very devastating infectious disease and gives it a great potential of
being used as a bio-weapon (Meyer et al., 2014; Balali-Mood et al., 2013). In 20th century,
countries including the United States, Japan and Rusia (the former Soviet Union,) industrial-
ized ways for using plague bacteria as a weapon (Borio, 2005). This has raised concern and
it is now considered as a very important national security threat as it can be used by terror-
ists (Nikoleli et al., 2016). As a bio-weapon, plague disease may be applied through different
warfare strategies that includes catapulting corpses over walls, dropping infected eas from
airplanes and aerosolizing the bacteria (Riedel, 2004).

The threat posed by plague disease as bio-weapon depends on the number of biological agent
released for an attack and the environmental conditions. Yersinia pestis has an extraordinary
ability to overcome the defense mechanisms of mammalian hosts and to devastate them with



enormous growth (Cornelis, 2000). When plague disease is used as a weapon, the infection
would differ signi cantly from the one that occurs naturally. For example when the bacteria are
to be released as an aerosol will result to pneumonic plague and the symptoms may be serious
as those of the severe respiratory infections (Pechous et al., 2016).

1.4 Plague disease and Weather Variation

The combined effects of rapid demographic change, environmental, social, technological and
others that we experience today, dictates our ways-of-living. This also consequently affect the
dynamics, occurrence and the re-occurrence of infectious diseases which challenge the tradi-
tional plans and strategies to control infectious diseases (Patz et al., 2000). \Weather varia-
tion affect most of the important determinants of plague disease transmission (Xu et al., 2011;
Parham et al., 2011; Altizer et al., 2013). These include rodent’s, pathogen’s and ea’s sur-
vival, reproduction and death rates, the ea’s biting rate, the pathogen’s incubation rate within

ea and human being, rodent and ea immigration rates (Gubler et al., 2001). Others are: Flea,
pathogens and hosts (human beings, rodents and other domestic animals) each survive and
reproduce within a range of optimal weather conditions. We consider temperature, humidity,
rainfall and precipitation as the most important weather elements that affects the transmission of
plague disease. The effect posed by these elements of weather affect to a great extent the plague
disease cycle and as a result affect the transmission and spread of plague disease (Relman et al.,
2008).

1.5 Motivation of the Study

Different studies have been carried out with the aim of understanding the plague disease in
terms of the factors that led to the occurrence of the disease and its dynamics. The aim is to
develop proper ways of controlling and overcoming the epidemic when it occurs. However,
most of these studies considered vector borne transmission as the only way of transmission of
plague and did not consider other major modes of transmission through direct physical contact,
airborne transmission and indirect contact.

There are few studies that considered other agents apart from the vector ea in plague transmis-
sion but most of them did not consider the enzootic cycles in non-human hosts, and for those
that did they assumed non-human hosts as being incapable of transmitting plague disease. Most
studies consider non-human hosts as a reservoir of the Yersinia pestis that will be taken to hu-
man beings through a vector ea. Moreover, although most of the parameters that dictate the



transmission and spread of plague disease are affected by seasonal weather variation, available
studies have not exhaustively analyzed mathematically the effect of seasonal weather variation
in the dynamics of plague disease. It is then extremely important to study dynamics of plague
disease that includes the parameters that are affected by of seasonal weather variation.

Even though the number of human infected by plague disease is not high, it would be a blunder
to ignore the menace posed to humanity, because of the disease inherent communicability, rapid
spread, rapid clinical course, and high mortality if left untreated (Mack et al., 2008). It is then
wise to have a comprehensive study in terms of occurrence, transmission and spread for the
design of proper control strategies, effective plans to reduce its impact and ultimately eradicate
the disease. Regardless of the available studies and ndings on plague disease the disease still
exist and kills millions of people and animal around the world. This justi es that there is a
strong need of a study that will address the disease by covering some of the missing aspects.

1.6 Statement of the problem

Available studies lack one or more of the following: most of them considered vector borne
transmission as the only way of transmission of plague, did not consider non-human hosts as
potential agents of plague transmission, the role of environment in the transmission and spread
of plague disease. In this study, we explore the mathematical modeling of the dynamics of the
plague infections. We consider human host, non-human host and environment as plague disease
transmission agents. We consider possible ways/modes of transmission of plague disease which
are mainly direct physical contact, vector borne transmission, airborne transmission and indirect
contact with respect to the features of the form of plague disease one has. We also extend our
study to cover the effect of the parameters that may be affected by seasonal weather variation
on the dynamics of the plague disease. We then develop a generic plague model (the model that
combine all three forms of plague disease) that considers all factors that enable plague disease
transmission including that of seasonal weather variation in order to extensively understand
the dynamic of plague disease. We analyze the model to explain the conditions for existence,
persistent and extinction of the disease, the stability and existence of positive periodic solution,
disease-free equilibrium and the system’s behavior through numerical simulation.

1.7 Research Objective

In order to answer the stated problem we set the general objective, speci ¢ objectives and re-
search questions as given below:



1.7.1 General Objective

The main objective of this study was to develop a fully bodied mathematical models to study
the dynamics of plague disease, and asses the effect of seasonal weather variations on its trans-
mission.

1.7.2 Speci c Objectives

The speci ¢ objectives of this study were:

(i) To formulate and analyze basic mathematical models for bubonic plague dynamics and
explore its behavior using numerical simulations

(if) To formulate and analyze basic mathematical models for pneumonic plague dynamics
and explore its behavior using numerical simulations.

(iii) To formulate and analyze the basic combined deterministic mathematical model for the
dynamics of plague disease that will include all three forms of plague disease and all
major ways/modes of plague disease transmission

(iv) To formulate and analyze the plague disease model incorporating with parameters that
are affected by seasonal weather variation.

1.7.3 Research Questions

The study was guided by the following research questions:

(i) What are the modes of interspecies transmission of bubonic, pneumonic and Septicemic
plague disease?

(i) How can the mathematical model for dynamic of bubonic plague disease be formulated?

(ili) How can the mathematical model for dynamic of bubonic plague and pneumonic plague
disease be formulated?

(iv) How can the combined deterministic mathematical model for the dynamics of plague
disease that will include all three forms of plague disease and all major ways/modes of
plague disease transmission be formulated?



(v) What seasonal factors affect the dynamics and transmission and of plague disease?

(vi) How can the mathematical model that includes the effect of seasonal variation in the
dynamics of plague disease be formulated?

(vii) Are the equilibrium points of the formulated models locally and globally asymptotically
stable?

(viii) Under what conditions does the endemic equilibrium (EE) exist?

(ix) Under what conditions does the positive periodic solution exist?

1.8 Structure of the Dissertation

The dissertation involves several phases of analysis which are organized in chapters as follows:

Chapter 2: In this chapter, we study the features and characteristics of bubonic plague in order
to determine its major ways of transmission and spread. We then use the results to formulate
the bubonic plague disease model that exhaust possible ways of transmission. We then analyze
the dynamics of the model and determine its behavior through numerical simulation.

Chapter 3: This chapter presents the stability analysis of the model formulated in Chapter Two.
We determine the conditions under which the disease free and endemic equilibrium points are
locally and globally asymptotically stable.

Chapter 4: We study the features and characteristics of pneumonic plague to understand all
possible ways in which it can be transmitted. Then, based on the characteristics of pneumonic
plague and the link it has with bubonic plague, we formulate the pneumonic plague disease
model that also includes currently known factors that link it with bubonic plague. We then
analyze the model, determine its behavior using numerical simulations and study the conditions
for stability of its equilibrium points.

Chapter 5: In this chapter, we rst explore the features and characteristics of septicemic plague
speci cally its ways of transmission and spread. We then include these feature in the model
formulated in Chapter Four to get a plague disease model. This model includes all three forms
of plague disease namely Bubonic plague, septicemic plague and pneumonic plague. We then
analyze the model and determine the conditions for its stability, the main factors that control its
dynamics and behavior .

Chapter 6: In this chapter, we formulate the plague disease model that incorporates the param-
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eters that are affected by seasonal weather variation. We analyze the model to determine feasi-
ble region, we then de ne and compute the time-average basic reproduction number. Through
numerical simulations we show that the average number of secondary cases of plague disease
depend on progression rates from one primary form to a secondary form of plague infection,

ea’s infection rate and the vector ea abundance. Based on the illustration, we suggest different
ways to control transmission and spread of plague disease.

Chapter 7: In this chapter, we analyze the global dynamics of plague disease model with
seasonal transmission rate. We use the basic reproduction number to establish the conditions
for global stability of disease free equilibrium solution. We then use fundamental existence-
uniqueness theorem to prove the existence of positive periodic solutions. We further establish
the conditions for global stability of periodic solutions of the model and nally using numerical
simulations we validate the analytical solutions.

Chapter 8: This chapter gives the general summary, conclusion and recommendations of the
whole study. Using the parameters that de ne the basic reproduction number, we also point out
control strategies that may be used to control plague disease and suggest the possible ways in
which this study can be extended.
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CHAPTER TWO

Modeling the Dynamics of Bubonic Plague with Yersinia Pestis in the Environment *

Abstract: Bubonic plague is an infectious disease that is caused by the bacteria Yersinia pestis
when it affects a part of circulatory system namely lymphatic system. It is mainly transferred
between populations through ea bites. In this chapter, we develop a deterministic model that
includes four compartments namely Human beings, Rodents, Fleas and pathogens in the en-
vironment to study the dynamics and spread of bubonic plague. The model is analyzed to
determine the role and magnitude of the in uence of each the four sub-populations in the trans-
mission and spread of the disease. We use the next generation method to nd the disease thresh-
old Ry. A sensitivity analysis is carried out to determine the most, medium and least sensitive
model parameters that negatively or positively affect the basic reproduction number. The result
reveals that the probability at which ea become infected ( ) has the biggest in uence on the
basic reproduction number Ry. Other signi cant parameters are adequate contact rates ( ¢n),
( nf), ( £r), ( £r)and ( r¢); probability that human and rodent become exposed to the disease
( 1) and( 1) respectively; progression rates ( ;) and ( ;); and the pathogens in the environment
under condition that the their survival is favored by the environment. The numerical simulations
results are in agreement with the analytical solutions. Based on our results, we recommend that
control strategies should target parameters that have shown to have a signi cant contribution to
the increase of the basic reproduction number R,.

Keywords: Bubonic Plague; Pathogens in the environment; Stability and Sensitivity analysis.

2.1 Introduction

2.1.1 Background

Tanzania is one of the countries that has been and still is heavly affected by plague disease for
over 127 years. In most parts of Tanzania, the disease is still endemic and some tangible efforts
need to be made to be able to eradicate this historical threat (Kilonzo et al., 1992; Ziwa et al.,
2014). In this chapter, we study the dynamics of bubonic plague Bubonic plague diseases which
occurs when the bacteria (Yersinia pestis) infects the lymphatic system (immune system), caus-
ing in ammation of lymphoid organs such as the spleen and the thymus (Crook and Tempest,
1992; Stenseth et al., 2008).

1This chapter is based on the research paper: Ngeleja, R. C., Luboobi, L. S., & Nkansah-Gyekye, Y. (2016).
Modelling the dynamics of bubonic plague with Yersinia pestis in the environment. Communications in Mathe-

matical Biology and Neuroscience, 2016, Article-ID 10.
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Bubonic plague is the most common form of plague disease. It is a severe infectious feverish
disease characterized by chills, prostration, delirium, and formation of buboes. It is transmitted
to humans mainly by the bite of a ea that has bitten an infected rodent or human being and
very rarely when infected rodent bite a susceptible human being (Parmenter et al., 1999).

In a few other cases, one can get the bacteria from the environment by touching and/or eating in-
fected material and contaminated undercooked food or animals that have come into contact with
an infected individual (Scott and Duncan, 2001). If not treated, the bacteria causing bubonic
plague, may move into the blood and cause septicemic plague, or to the lungs, causing pneu-
monic plague (Emmeluth and Alcamo, 2009; Benedict, 1996).

Symptoms of bubonic plague generally appear within two to seven days after exposure and
include: Fever and chills, headache, muscle pain, general weakness and seizures. Infected
individuals may also experience painful swollen lymph glands called buboes, these typically
appear in the groin, armpits, neck, or site of the insect bite or scratch. The buboes are what give
bubonic plague its name (Wing eld and Palmer, 2009).

2.1.2 Transmission and infection

When the Yersinia pestis are in the ea’s stomach, they multiply themselves making millions
of copies, which in due course block the ea’s digestive system. This makes it incapable of
swallowing the blood it feeds on and as a result it gradually causes the hungry ea to become a
ravenous biter. Due to this, the ea will attempt to feed on any warm-blooded animal that it can
possibly reach and it switches hosts frequently as it searches for a blood meal. Every time it
bites, it swallows some blood, but since the ea’s stomach is so full of Yersinia pestis, it vomits
up the blood along with some Yersinia cells and as a result the cells get inserted right into the
new host (Moore, 2007).

During plague epizootics, many rodents die, causing hungry eas to seek other sources of blood.
Thus, people and other animals like Mice, rats, rabbits, squirrels, chipmunks, and prairie dogs
that visit places where rodents have recently died from plague are at risk of being infected from

ea bites (Eisen and Gage, 2009; Drancourt et al., 2006; Perry and Fetherston, 1997; Echenberg,
2007). Bubonic plague can lead to gangrene if blood vessels in an individual’s ngers and toes
disrupt blood ow and cause death to the tissue. In rare cases, any form of plague disease may
cause meningitis, which is an in ammation of membranes that surround the individual’s spinal
cord and brain (Antolin et al., 2002).

Although plague disease (bubonic plague) is historical disease, it is still endemic in different
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communities around the world. This persistence feature of plague disease makes it different
from many historical diseases and thus arouse the need for different studies of the same. Seb-
bane et al. (2005) developed a model of bubonic plague using the inbred Brown Norway strain
of Rattus norvegicus to characterize the development and dynamics of infection and the host
immune response after intradermal inoculation of Yersinia pestis. The model was also used to
characterize the temporal development of histopathology and cellular immune response in the
spleen and lymph nodes, and thus evaluate hypothesized mechanisms of Y. pestis pathogenesis
and immune evasion during infection. The study made a milestone for studies that relate to mi-
crobial pathogenesis, host response, and the ef cacy of new medical countermeasures against
plague.

Keeling and Gilligan (2000b) also developed a stochastic, spatial metapopulation model to study
the dynamic of plague disease by proposing that bubonic plague is driven by the disease dy-
namics in the rat population. The study further postulates that bubonic plague can continue in
relatively small rodent populations from which rare human being epidemics arise, this is why
historically the plague persisted despite long disease-free periods and why the disease reappears
in cities even those with tight quarantine control. The study based its ndings in the rodent pop-
ulation and speci cally the metapopulation behavior of rodent population.

Keeling and Gilligan (2000a) developed a model for bubonic plague that includes the disease
dynamics in rat, ea and human populations. The spread of infections depends on the force of
infection to humans, variation in the ea searching ef ciency and the movement rates of rats
and ea. The study also discussed the stochastic behaviour of the corresponding metapopulation
model. They intended to study the dynamics of rats and the force of infection at the local spatial
scale and identify the criteria for the spread to human populations in terms of the rat density.
The study found that, Short-lived local epidemics in rats govern the transmission and spread
and the endemic behavior in a few rat sub-populations allows the disease to persist for many
years.

In this research work we study the dynamics of bubonic plague and the effect of survival of
bacteria in the environment, the study uses deterministic mathematical modeling approach, in
which the bubonic plague disease model is formulated and analyzed with the ultimate goal
of understanding the dynamics of bubonic plague disease and its force of infection to human
beings, rodents and eas.
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2.2 Material and Methods

The basic SEIR (Susceptible-Exposed-Infectious-Recovered) model is used with modi cation
depending on the characteristics of the considered population and transmission network of
bubonic plague disease. The model has four general groups; the human population, ea pop-
ulation, rodent population and pathogens in the environment. In all four groups, the model
assume that all individuals from each population are born susceptible, there is no recovery for
non-human host and the recovered individuals are conferred temporary immunity and return to
be susceptible.

2.2.1 Description of the dynamics of bubonic plague in interactive population

We consider four populations namely Human beings, Fleas, Rodents and the pathogens in the
environment. Within human beings the population is divided into four sub-groups: the group of
people who have not contracted the disease but may get it if they get in contact with the infec-
tious agent (susceptible) Sy, people who have the disease but have not shown any symptom and
are incapable of transmitting the disease(Exposed) denoted by Ey, people who are infected and
are capable of transmitting the disease (Infective) denoted by I, and people who are removed
from population 1 through recovery denoted Ry . Fleas are divided into two sub-groups: those
who have not contracted the disease but may get it if they get in contact with infectious rodents
or human beings (susceptible) Sg and those who are infected and are capable of transmitting the
disease (Infective) denoted by 1. The rodent population is also divided into three sub-groups:
those who have not contracted the disease but may get it if they get in contact with infectious
agent (susceptible) Sgr, those who have the disease but have not shown any symptom and are
incapable of transmitting the disease (Exposed) denoted by Er and those who are infected and
are capable of transmitting the disease (Infective) denoted by Ir.

The infection begins when ea in sub-group Sg gets Yersinia pestis bacteria by either biting the
infected rodent who are the primary reservoir of the bacteria at a rate ¢ or biting the infected
human being at the rate ¢ with the proportional of and (1 ) respectively. The susceptible

ea then become infected I, and may cause the disease through biting the susceptible human
being Sy and the susceptible rodent Sk at the rate ¢, and ¢, respectively. The probability of
human beings and rodents to become latent to the disease thus progresses to be exposed human
En and exposed rodent Er are 1 and ; respectively. After two to seven days, the sub-groups
En and Er become infected and capable of transmitting the disease and thus progress to sub-
group Iy and I atthe rate , and , respectively.
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A fraction of infected human beings Iy may recover and attain temporary immunity at a rate 3
and thus progress to a sub-group Ry which thereafter return to a sub-group Sy at the rate $.
Those who do not recover die either for natural death at the rate ; and due to the disease at the
rate 1. After the infection, all the infected rodents I die out due to disease at the rate 3 and
naturally at a rate 3. The pathogen within the environment will upon interaction with S and
Sg cause infections at the rate ¥, and I, respectively. However, they are recruited through birth
at the rate 4 and they suffer natural mortality at a rate 4. The human population in sub-groups
Sh and E , ea population in sub-group Sg and rodent population in sub-groups Sg and Er
all suffer natural mortality atarate ;; ,and 3 respectively.

The compartments Iy; I¢ and I suffer both natural death at the rate ;; , and 3 and disease
induced mortality at rates 1; , and 3 respectively. The Human beings, rodents and eas are
recruited through immigration at the rates ;, »sand 3 respectively.

2.2.2 Variables and Parameters

The variables and parameters used in the model are summarized in Tables 1 and 2 respectively.

Table 1: Variables and their description for bubonic plague.

Variable Description

SH Susceptible individuals
En Exposed individuals
Iy Infected individuals
Ry Recovered individuals
Sk Susceptible rodents
Er Exposed rodents

Ir Infected rodents

Sk Susceptible eas

Ie Infected eas

Pathogens in the environment
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Table 2: Parameters and their description for bubonic plague.

Parameters

Description

rf

fh

fr

1

1

hf

Adequate contact rate: rodentto ea
Adequate contact rate: ea to human
Adequate contact rate: ea to rodent
Probability that human progress from Sy to E4
Probability that rodent progress from Sg to Er
Adequate contact rate: humanto ea
Recruitment rate of pathogens

Progression rate of exposed human to infected
Progression rate of exposed rodent to infected
Human recovery rate

Progression rate of recovered human to susceptible
Natural death rate for Human

Disease induced death rate for Human

Disease induced death rate for rodent

Natural death rate for rodent

Adequate contact rate: Pathogens to human
Adequate contact rate: Pathogens to rodent
Natural death rate for Pathogens

Natural death rate for ea

Disease induced death rate for ea
Immigration rate of human

Immigration rate of Susceptible ea
Immigration rate of rodent

The probability at which eas become infected

Using the description of the dynamics of bubonic plague and the assumptions, we construct the

compartmental diagram that capture the interaction between the human beings, rodents, eas

and pathogens in the environment that dictate the dynamics of bubonic plague disease as given

in Fig 2.
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Figure 2: Compartmental model for bubonic plague

2.2.3 Model Equations for bubonic Plague

From the compartmental diagram in Fig 2 we derive the following equations;
Human beings

ds |
d_tH = 1+ $RH 1( th_FZ + !lA)SH 1SH; (13)
dE |
dtH = l( th_Fz + !1A)SH ZEH 1EH; (1b)
dl
d_tH= 2EH sl (1+ Dy (1c)
dR
dt“ = sy SRy 1Ru: (1d)
Rodents
ds |
d_tR = 3 er—F2 + LASR 3SR (22)
dE |
d_tR = er—Fz + 1,A)Sk >ERr 3ERr (2b)
dl
d_'? = 2Er (st 3)lr (2¢)
Flea
ds | |
= o Corgt@ ) rDSe oS (32)
d||: _ IH IR
e ( th—l"‘(l ) rfN_s)SF (2+ 2Ile (3b)
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Pathogens in the environment

dA

G 4 YASH LAS: LA (4)

2.3 Basic properties of the model

2.3.1 Positivity of the solution and Invariant regions

Solving the equations of the system in their patches for testing the positivity, we found that by
letting the initial values of the system (1,2,3 and 4) be: (Sn(0), Sr(0),S¢(0), A(0)) > 0 and
(En(0),14(0),RH(0),Er(0); 1r(0); 1 (0)) 0 then the solution set S (t), Sr(t), Sk (t), A(t),
En (1), I4(1), Ry (), Er(Y), Ir(t) and I (t) are non-negative 8t 0.

Since the system is modeling populations, we assume that all state variables and parameters of
the model are non-negative 8t 0. The bubonic plague disease model has four compartments
which are analyzed separately. The model system is analyzed in suitable feasible region where
all state variables are positive. This region is obtained by considering the following theorem:

Theorem 2.1

All forward solutions in R° of the system are feasible 8t 0 if they enter the invariant region
for = R F A

where

H=Gn Enili;RH) 2R Sy +Eq+ 1y +Ry Ng
R=(Sr;Er;Ir) 2R} :Sg+Er+Ir N3
F=(rIr) 2R :SE+1g N,

A=A2RL

and is the positive invariant region of the whole system.

Proof. For human population
We need to prove that the solutions of the system (1) are feasible 8t > 0 as they enter the
invariant region .

We now let 1 = (Sh;En; ln; Ru) 2 R* be the solution space of the system (1) with non-
negative initial conditions.

The total human population is
N, =S4 +E4{ + 14 +Ry
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Then

dN; _ dSnh . dEn . (o] I . dRy (5)
dt dt dt dt dt

Adding up the system (1a) - (1d) we get,

dN, dNy

W: 1 1N1 1ln D at 1 1N

Now integrating this and applying the initial condition t = 0; N;(t = 0) = Njp we nd that;
Ni —+(Nwp —)e * (6)
1 1

Figure 3a illustrates that, considering expression (6) when N.q > = the population decreases
asymptotically to = and when Ny < - the population increases asymptotically to -

Now applying Birkhof and Rota’s theorem on differential inequality for equation (6),ast ¥ 1,
in the case when Npo > —i or when Nig < —i we obtain0 N —i Hence all the feasible
solutions of the system enter the region

W= (SwiEniluiRe)iN; Max Nyg;—
1

For rodent population

We need to prove that the solutions of the system (2) are feasible 8t > 0 as they enter invariant
region g.

We now let g = (Sg;Eg;Ir) 2 R® be any solution of the system with non-negative initial
conditions.

Using the procedures stated in subsection (2:3:1) we nd that

Ns —+(Ng —)e 2t (7)
3 3

Figure 3b shows that, for expression (7), when N3 > -2 the population decreases asymptot-
ically to -2 and when N3o < -2 the rodent population increases asymptotically to —2. Now
applying Birkhof and Rota’s theorem on differential inequality for equation (7),ast ¥ 1, in
the case when N3y > —2 or when N3y < —;‘ we obtain 0 N3 —;" Hence all the feasible
solutions of the system enter the region

R= (Sr;Er;lr):Ns Max Ng;—
3

. For ea population

We need to prove that the solutions of the system (3) are feasible 8t > 0 as they enter invariant
region .

We now let ¢ = (Sg;lg) 2 R? be any solution of the system with non-negative initial
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Figure 3: Feasible region for Human and Rodent systems

conditions.
We also employ the procedures stated in subsection (2:3:1) and nd that

N, —Z+(Nyp e (8)
2 2

Figure 4a shows that, for expression (8) when Nyo > -2 the population decreases asymptoti-
cally to -2 and when Ny < -2 the ea population increases asymptotically to 2.
Now applying Birkhof and Rota’s theorem on differential inequality for equation (8),ast ¥ 1
in the case when Ny > % or when Nyy < % we obtain0 N, % Hence all the feasible
solution of the system enter the region

F= (Seile):Ny Max Ny —2

2

For pathogens in the environment
We need to prove that the solutions of the system (4) are feasible 8t > 0 as they enter invariant

region a.

We now let A = A 2 R be any solution of the system with non-negative initial conditions.
Now integrating this and applying the initial condition t = 0; A(t = 0) = Ap; we nd that;

A(t) f+w)fm“: 9)

Figure 4b shows that, for expression (9), when Aq > —* the pathogens decrease asymptotically
to -2 and when N3y < 4 pathogens increase asymptotically to -2, Now applying Birkhof and
Rota’s theorem on differential inequality for equation (9), ast ¥ 1 in the case when Ag > %
or when Nz < —4 we obtain0 A —4. Hence the feasible solution of the system enter the
region

A= A:A Max Ao;—4
4
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Figure 4: Feasible region for Flea and Pathogens in the Environment systems
2.3.2 Positivity of the solution

For the bubonic plague disease model system (1) - (4) to be epidemiologically meaningful and
well posed, we need to prove that all state variables are non-negative 8t 0. We now solve the
equations of the system in their patches for testing the positivity.

Theorem 2.2

Let the initial values of the system (1,2,3 and 4) be: (Sx(0), Sr(0), Sk(0), Ag) > 0 and
(EnH(0), 14(0), RH(0), ER(0), IR(0), I(0)) 0. Then the solution set Sy (t), Sr(t), Sk (b),
A1), Ex (D), 14 (1), Ry (1), Er(L), Ir(t) and Ig (1) are positive 8t 0.

Proof. We use the equations of the system (1)-(4) in their subgroups for testing the positivity

For human population
Using the rst equation in human system we have

R¢ | |
o 1C e+ A+ 14 o 5 oinee ( 1 th_F + LA+ )>0

2

S Shoe
From the second equation we have
En  Enoe (27 98>0 since ( .+ 1)>0.
Third equation of system (1) we have
In  laoe (37 1" 9'>0 since ( zly+ 1+ 1)>0.

And the last equation in system (1) we have
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Ry Rpee &* 9t>0 since ($+ ,)>0.

For rodent population
Using equation one from system (2) we have

Sk Sre€ S eiGrtA 0 since ( 1( frII\I—F + LA+ 3)>0.
2
From the second equation of the system (2) we have
Er Eree (2" ¥'>0 since( ,+ 3)=>0.
And the from the third equation of system (2) we have
I Iree (3 9'>0 since ( 3+ 3)>0.

For ea population
Now from the rst equation of system (3) we have

Re [ IR _ I I
Sk Spee o¢ CPRIFA D DY Y S0 gince (et (L) D)+ 2) >0
N N3
Taking the second equation we have

Ie lgge (27 2'>0 since ( .+ ,)>0.

For pathogens in the environment
The sub-group has only one equation so using equation (4) we have

Rt
A Age o(1SHHiSr* a)d > 0 gince (1,Sy + 1,54 + 4) > 0.

2.4 Model analysis

In this section, we assess existence of equilibrium states, reproduction number and stability of
the equilibrium states.
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2.4.1 Disease Free Equilibrium

The model has disease free equilibrium which is obtained by setting Iy = E4 = Ry = 0,
Ir = EgR = 0,Ig = 0and A = 0 for human , Rodent, Flea and pathogen system respectively.
We then substitute the above into the new system obtained by setting the derivatives of (1) - (4)
equal to zero such that:

Human
|
1+$BRy o th—F +5L,A)Sy 1Sy =0 (10a)
2
|
1( th—F +15A)SH En 1En=0 (10b)
2
2Bn slw (1+ D=0 (10c)
sl $BRy 1RH =0 (10d)
Rodent
|
3 er—F + 1L,A)Sg 3Sg=0 (11a)
2
|
1( er—F + L,A)SR  ErR 3Er=0 (11b)
2
2ER ( 3+ S)IR =0 (llC)
Flea
| |
s ( th—j +(1 ) rfN—Z)SF 2S¢ =0 (122)
14 Ir
( me-*+*@ ) ¢ )SE (2+ 2)IE=0 (12b)
N, N3
Pathogens
4 !1ASH !zASR 4A =0 (13)
Then we have the disease free-equilibrium point givenas E}, = -£;0;0;0 ,ER = -2;0;0 ,
EQ = %; 0 and E = 0 for human, Rodent, Flea and pathogen respectively.

Then the disease free equilibrium of the entire system
EO(SY; EY 19 RY; 8% ES; 18;82;12: A% =  —1:0;0;0; —2;0;0; —=;0;0 :

1 3 2

2.4.2 Basic Reproduction Number R, for bubonic plague

Basic reproduction number is the expected number of secondary cases produced by a single
infectious individual during the entire infectious period of that particular individual in a com-
pletely susceptible population. The epidemiological criterion of Ry is that if Ry < 1, then
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the single infected individual in entirely susceptible population infects less than one individ-
ual. Hence the disease may be eradicated from the population and the disease-free equilibrium
point is asymptotically stable.That is the disease cannot invade the population. If Ry > 1 it
means that a single infected individual in entirely susceptible population infects more than one
individuals. Hence the disease may persist in the population, and the disease free equilibrium
point is unstable. In this case the disease can invade the population and persist for a long time If
RO = 1 it means that a single infected individual in entirely susceptible population infects one
new individuals. Hence the disease will stay alive in the population without an epidemic (Allen
et al., 2008).

We use next generation method as described by Van den Driessche and Watmough (2002) to

nd the basic reproductive number. Consider a heterogeneous population whose individuals
are distinguishable by stage of the disease, and hence identi able and put into epidemiological
compartments Sy; En; In; Ry; Sr; Er; Ir; Sk; I and A. By rst re-arranging the system to
have the infection classes come rst, we sort the compartments so that the rst m compartments
correspond to infected individuals.

We now let Fj(x) be the rate of appearance of new infections in compartment i, V;*(x) be the
rate of transfer of individuals into compartment i by all other means except the epidemic and
V; (X) be the rate of transfer of individuals out of compartment i.

The disease transmission model consists of the system of equations x(; =Fi(x) Vi(x)

where Vi) =V, (X)  ViT(X).

Since we already have the disease free equilibrium xo, we then compute matrices F and V
which are m  m matrices de ned by:

_ OF; R A
F = @—Xj(Xo) Vo= @_Xj(XO)
withl 1;J m.

Since F is non-negative and V is a non-singular matrix thenV ! is non-negative and also FV 1
is non-negative. Matrix FV 1, isde ned as the next generation matrix (Diekmann et al., 1990).
Therefore the basic reproductive number is de ned as:

Ro= (FV 1)
where (FV 1) is the maximum modulus of the eigenvalues of the non-negative matrix FV 1.

We rst re-arrange the system to have the infection classes come rst:
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dt
dSe

dt
dSg

dt

|
1( th—F + L A)SH  En 1B

2En sl (1+ D)la;

|
1( er—F + 1,A) Sk 2Er  3Er
2

Er (3t 3)lr
I Ir
M Rys
( th1 ( )rst) F
s V1ASH 1,ASRr 2A
|
1+ BRy 1( th—F + 1,A)Sy 1Sk,
2
sln $BRy 1RH:
I
3 1 N, + 1,A)Sk  3Sgr

| |
2 (th—“l+(1 )rfN—?SF »SE

(2+ 2)Ie

(14a)
(14b)
(14c)
(14d)
(14e)
(14f)
(149)
(14h)
(14i)

(14)

Now from the system (14) the infectious classes are (14a) to (14f) with compartment

En; In; Er; Ir and A, this will now yield

And

(@)
1( fh— + '1A)SH

1
_ 1( fr— + 'zA)SR
( n L+ (1 rf Ng)SF

(@) 1
2Ep + 1E
Ih+( 1+ 1)'
sEr + 2ER
( 3+ dlr  2E
+ o)l
A 4

1,ASy + !ZASR 4

We compute Jacobian matrices of F and V at Xg
For F we will have;
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i B B R o
FA I A (O [ ) 0 0 0 0 Lt
Teo S odm o gE B o0 0 o g
OFi _Bae, o, @ex ok o BAG_HO 0 0 0 el
B CEATE BLOJE i o GETHO o o o i
F A T AR X A ) 0 —porse o @ ) reSe 0
3
BEd ofi Gro or or e, 0 0 0O 0
@ER @y @ER Ir @le @A
Now at X we will have
(@) 1
0 0 0 0 L1z 1 L
0 0 0 0 0 0
= BO 0 0 0 Sl et OF
0 0 0 0 0 ¢
0 2521l hf 2s 3213 ) rf 0
0 0 0 0 0
and for V. we will have;
(@) 1
@vs @vi @V @Vi @Vi @Va
@En @ln @Er @Ir Q@I @A
@vo  @Vo @V2 @V2 @Ve @V2
@En @ln @Er Q@lr QI @A
av, Qvs OVs OV3 @Vs BVs @Vs
— ! X): @En @ln @Er 0@lr 0QIF @A
ax; * 0 @Va @Va @Va @Va @Va @Va
1 0En 0ln GEr 01 01F @A
@vVs @Vs @Vs @Vs @Vs @Vs
@En @ln @Er Q@Ir Q@I @A
@Ve @Ve @Ve @Ve @Ve @Ve
@En @ln @Er Q@lr QI @A
(@)
o+ 4 0 0 0 0 0
2 3t 1+ 1 0 0 0
0 0 3+ 0 0
V =
0 0 3+ 3 0 0
0 0 0 + 5 0
0 0 0 0 1,Sy+ 1L,Sg + 4
For simplicity we now let;
Z; 2+ 1
Z; = g3+ 1+,
Zz3= 3+
Zy= 3+ 3
Zs= L+ 5
Zs = 1.0 4 123 4 4
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And thus matrix V become

@) 1

zz O 0 O

2 22 0 0
0 0 1z 0 0

V =

0 0 2 24 0 O
0 O 0 zs O
0O 0 O 0 0 z

We now compute V. *and FV ! using maple we will have;

O 1
L 0 0 000
= 4 0 0 00
1

0 0 : ? 0 0 (19)

0 0 ;2 £ 00

0 0 0o Lo

5
0 0 0o 0 L
6
We again have;
(@) 1
112 fh
O 0 0 0 1 2525 11;61
0 0 0 0
Fv 1= 0 0 0 0 133 2225fr 13362
0 0 0 0
2s 1 hf 2 2s 1 hf 2s 3(1 ) rf 2 2s 31 ) rf
2 172271 2 1722 2 37473 2 3Z4

0 0 0 0

(20)

From (20) the basic reproduction number Ry is computed by nding the spectral radius
(FV 1) of the next generation matrix in which the dominant eigenvalue of matrix (20) will be
the required Rq . Now using maple software we get the following eigenvalues:
1= 2= 3= 4=0and
P

2423 2525271 (2127 2s(1 ) rf 21 frt  nf 2 1 fhZaZ3 25)
2423 25252373

5:

2423 25252221 (2122 2s(1 ) rf 21 fr+  hf 2 1 fhZ4Z3 25)
2423 252572373
From the above eigenvalues we take the basic reproduction number as:

6:

2423 252523271 (2122 2s(1 ) rf 21 frt  hf 2 1 fhZaZ3 25)

Ro =
2423 25252373
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Simplifying and substituting the expressions for z;; z,; z3; z4 and zs we will get:
s

R0=

21 rf (1 )+ 2 1 hf fh
(2+2) (3+ 2)(3+3) (2% )(s+ 1+ 1)

This dimensionless quantity measures the average number of secondary infection produced
when a typical infectious individual enters an entirely susceptible population. Since our model
has multiple transmission routes which are from ea to rodent, ea to human, pathogens in
the environment to rodent and human, rodent to ea and human to ea transmissions, then
the basic reproductive number obtained via next-generation method does not give the number
of host infected by a single individual (as there are more than one agents for transmission),
rather it gives the geometric mean of the number of infections per generation (Li and Blakeley,

2011). It depends on the probability at which eas gets infected , ea’s infectious period

1 1
2+ 2’ 3+ 3’

the proportion that ea gets the disease from the rodent or human whichare (1 ) (f0r nr

probability that rodent survive the infected class el rodent’s infectious period
respectively, human’s infectious period ﬁ probability that human survive the infectious
class =2, the adequate contact rate eato human ¢y, the adequate contact rate ea to rodent

¢r and the probability at which human and rodent become exposed to the the disease which

are . and ; respectively.

2.5 Sensitivity analysis, Simulation and Discussion

Sensitivity analysis is used to determine the strength of the dependence of model predictions
on parameter values. In this section, we use sensitivity analysis to determine the impact of
the parameters on Ry. In order to determine an effective way that can reduce mortality and
morbidity due to bubonic plague disease in human beings and rodents (domestic animals). It is
important to deeply understand the comparative importance of factors that are responsible for
the transmission and prevalence of the disease (Cohen and Murray, 2004).

2.5.1 Numerical Simulation

Parameter values

Table 3 shows the values of the parameters of bubonic plague disease model. The parameters
are taken from previous studies that relate to this study, existing information from literature and
through estimation using sensitivity analysis and simulations.
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Table 3: Parameter values for Bubonic plague disease model

Parameter Value Reference/Source

f 0.6 Estimated

n 0.09 Benkirane et al. (2009)

fr 4.7 Li (1993)

1 0.9 Estimated

1 0.9 Estimated

hf 0.28 Benkirane et al. (2009)

4 0.89 Estimated

2 0.04 Keeling and Gilligan (2000a)

2 0.05 Keeling and Gilligan (2000a)

3 0.1 Keeling and Gilligan (2000a)
$ 0.1 Keeling and Gilligan (2000a)

1 0.04 Keeling and Gilligan (2000a)

1 0.04 Keeling and Gilligan (2000a)
3 0.05 Keeling and Gilligan (2000b)

3 0.2 Galtier and Mouchiroud (1998)
LB 0.01 Keeling and Gilligan (2000a)
I 0.073 Benkirane et al. (2009)

4 0.1 Estimated

2 0.07 Benkirane et al. (2009)

2 0.03 Benkirane et al. (2009)

1 0.09 Estimated

25 0.008 Keeling and Gilligan (2000b)

3 0.03 Keeling and Gilligan (2000a)

0.99 Estimated

Figure 5, Fig. 6, Fig. 7 and Fig. 8 show the dynamics of the compartments in human being,
rodent, ea and Pathogens populations respectively. In human population, it can be seen that
there is an increase in susceptible and infected human beings for a short period of time, then it
decreases to the endemic equilibrium point. However due to natural recovery, the population of
susceptible human beings is higher than the infectious human beings. The exposed human be-
ings and recovered human beings experience the exponential decay to the endemic equilibrium
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point due to due to progression from Ey to Iy and from Ry to Sy respectively

In rodent population, we note that there is a fast increase of infected rodent, it then undergoes
exponential decay together with susceptible and Exposed rodent to the endemic point. In ea
population there is increase of infected ea for the short time before it decays together with
susceptible ea class to the endemic point. The Pathogens in the environment experience a
rapid decay to the endemic point.

The features displayed by all groups are realistic and biologically relevant as there is no any
intervention to combat the disease, the little recovery rate that is seen in human group is to
those who are lucky enough to get treatment. Thus it is fact that the compartment in all groups
will eventually decrease to the endemic points.
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Figure 5: The dynamics of Susceptible, Exposed, Infected and Recovered human from sub-model (1)
with baseline parameter values given in Table 3. These parameters correspond to RO = 3:2.

2.5.2 Sensitivity analysis of R, for bubonic plague disease
The sensitivity analysis of R, for plague disease helps to determine the impact of various pa-

rameters on Rq and thus the parameters’ effect on the prevalence and transmission of bubonic
plague disease (Chitnis et al., 2008). In this section, we analyze the bubonic plague model by
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Figure 6: The dynamics of Susceptible, Exposed and Infected rodent from sub-model (2) with baseline
parameter values given in Table 3. These parameters correspond to Ry = 3:2.
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Figure 7: The dynamics of Susceptible and Infected ea from sub-model (3) with baseline parameter
values given in Table 3. These parameters correspond to Ry = 3:2.
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Figure 8: The dynamics of pathogens from sub-model (4) with baseline parameter values given in
Table 3. These parameters correspond to Ry = 3:2.

evaluating the sensitivity indices of the basic reproductive number, Ry, to model parameters us-
ing the baseline values given in Table 3. The basic reproduction number Ry of bubonic plague
depends on seventeen parameters, applying the method used by Chitnis et al. (2008) we de-
rive an analytical expression for its sensitivity to each parameter using the normalized forward
sensitivity indices of Ry with respect to parameters n; involved in Rq as given below:

RO:@ ni

Ten Ry

For example, the sensitivity indices of Ry with respectto and , are given respectively by:

RO:@ _=} and RO:_@RO 2=__
@ Ro 2 2 02 Ro 2(2+ 2)
Now using the same procedure we can nd the indices for R0, Ro =~ Ro = Ro = Ro  Ro
fh hf fr rf 1 2
Ro, Ro Ro Ro Ro Ro Rogng Rogstapulated in Table 4;
1 3 1 2 1 2 3

From Table 4 we observe that the most in uential parameter is the probability that susceptible

ea become infected ( ), the indices of adequate contact rate from infectious ea to suscepti-
ble human being ( ), adequate contact rate infectious human being to susceptible ea ( n¢),
probability that human progress from susceptible to exposed ( 1), adequate contact rate in-
fectious ea to susceptible rodent ( f,), adequate contact rate infectious rodent to susceptible
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Table 4: Sensitivity indices evaluated at baseline parameter values for plague disease.

Parameter Sensitivity Index Parameter Sensitivity Index
o +0.4986 3 -0.0100
fh +0.0014 3 -0.3144
fr +0.4986 2 -0.8846
1 +0.0014 2 -0.1154
1 +0.4986 2 +0.0006
hf +0.0014 2 +0.4155
3 -0.0005 1 -0.0004
1 -0.0011 +0.5
+0.1232

ea ( rf), progression rate of exposed human being to infected human being ( ), probability
that rodent progress from susceptible to exposed ( ;) and progression rate of exposed rodent
to infected rodent ( ,) are positive. The positive sign of the indices of the mentioned param-
eters imply that increasing (decreasing) one of these parameters while keeping others constant
increases (decreases) the value of the basic reproduction number. For example the sensitivity
indices of Ry with respectto  given by

implies that the increase of the probability that ea become infectious by 10%, increases the
value of basic reproduction number by 5% and hence increases the chance of persistence of the
disease; the vice versa is also true. Additionally, the indices of human recovery rate ( 3), disease
induced death rate for human being ( 1), disease induced death rate for ea( ,), disease induced
death rate for rodent ( 3), natural death rate for human being ( ;), natural death rate for ea( »)
and natural death rate for rodent ( 3) are negative. This implies that increasing (decreasing) one
of these parameters while keeping the other constant decreases (increases) the value of basic
reproduction number Ry and hence decreases (increases) the chance of persistence of bubonic
plague.

Figure 9 illustrates the effect of the most in uential positive index (the probability that ea
become infected ( )) and the most in uential negative index ( ea’s natural death rate ( ,)) on
the basic reproduction number. In Fig. 9a we note that the increase of the probability at which

eas become infectious result in the rapid increase of the basic reproduction number. Figure 9b
shows a quite signi cant exponential decrease of the basic reproduction number as we increase

ea’s natural death rate ( ;). The behavior that is seen in Fig. 9b echoes that depict in Fig. 9a
and shows that since eas are the major player in the transmission and spread of plague disease.
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Figure 9: The effect of progression rate of exposed ea to infected and ea’s natural death rate on the
basic reproduction number

Hence the increase of ea’s death rate will reduce the ea’s population and thus automatically
reduce the transmission rate of the bacteria causing bubonic plague disease in human beings,
rodents and to the environment.

McNeill (2010) postulates that as the number of infected ea increases the disease transmission
into the rodent and human populations increase as well, this is due to the signi cant role played
by infected ea in the transmission of bubonic plague disease as demonstrated in Fig. 10. The
parameters that increases the basic reproduction number proportionally increase the endemicity
of the disease (Hartemink et al., 2008).

In the basic reproduction number, the contribution of the pathogens in the environment is neg-
ligible, this is caused by the nature of bubonic plague (when the Yersinia pestis affect the lym-
phatic system) the transmission from the environment to human being and rodent population
is very rare due to the effect of weather conditions (temperature, precipitation and humidity).
For instance the studies by Shrewsbury (2005) and Armon and Cheruti (2012) postulate that
Yersinia pestis survives at the temperature between 4 C to 8 C. Under normal circumstances,
taking Tanzania as an example, it is not common to nd an area with such temperature. The
absence of weather conditions that favors survival and growth of pathogens, leads to enormous
loss of pathogens from the environment which as a result leads to its poor contribution to the
transmission and spread of Bubonic Plague. However, if we assume the availability of the fa-
vorable condition for pathogen’s growth and survival. The result will be the enormous increase
in the population of pathogens in the environment. This will as a result increases the possibility
of the disease transmission from the pathogens in the environment to the human beings and
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Figure 10: Variation of Infected Human and Rodent with Infected Flea population

rodents.

Figure 11a and Fig. 11b illustrate the effect of increasing number of pathogens in the environ-
ment on the infected human and rodent population respectively. The gures depict an increase in
the number of infected human beings and rodents with the increase in the number of pathogens
in the environment to their maximum which is the point where all human and rodent become
infectious. The populations then decline due to natural and disease induced death.

Transmission of the disease occurs after adequate contact between the infected ea with either
the human being or the rodent and the vise versa. As seen in Table 4 adequate contact rates
is very signi cant in the transmission and spread of bubonic plague disease. Figure 12a, Fig.
12b, Fig. 13a and Fig. 13b respectively show the effect of contact rate between human to ea,
rodent to ea, and ea to human and rodent. We note that in all cases the increase of contact
rate between the infected and the susceptible results in the number infected.

Therefore any mechanism/strategy of controlling bubonic plague disease must put into con-
sideration the parameters that have shown a great in uence in the transmission and spread of
bubonic plague disease. Most of the parameters may be reduced by reducing the number of
infected eas and rodent population and disinfecting the contaminated environment by using
various ways that will kill the pathogens. The analysis shows that the best control measure of
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Figure 11: Variation of Infected Human and Rodent with the increase in the number of Pathogens in
the Environment

(a) Human to Flea (b) Rodent to Flea

Figure 12: The effect of contact rate on the infected ea population

(a) Flea to Human (b) Flea to Rodent

Figure 13: The effect of contact rate on the infected Human and Rodent population
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the bubonic plague disease outbreak will be the one that will reduce the probability at which

ea become infected( ). This will as a result reduce the number of infected eas which are
the major players in the transmission and spread of bubonic plague disease in human and ro-
dent population. Although susceptible human beings and rodents may get the disease through
the adequate interaction with the infected environment, to large extent infected ea carries the
signi cant contribution in the transmission and spread of bubonic plague disease.

Also, there are parameters whose increase reduces the initial diseases transmission. These are
natural and disease induced death rate for human, ea and rodent and human recovery rate. The
increase of disease induced death rates in human, rodent and ea will reduce the population
of infectious classes as a result hinders the occurrence of new infection and thus reduce initial
bubonic plague transmission. The natural death rates for human, rodent and ea reduces the
general population but most importantly it reduces the infectious and exposed classes which in
turn reduce the transmission force of the disease. The human recovery rate reduces the number
of infected human population and as a result it reduces the transmission force of the disease.

To effectively guide public policy and public health decision making, the mentioned factors that
affect the parameter values must be highly considered. Using the values of the parameters used
in this study the value of Ry exceeds one, this tells us that the disease will persist within the
community and thus various control measures should be taken to control and/or eliminate the
disease.

2.6 Discussion and Conclusion

The SEIR model with modi cation was developed and analyzed to study the dynamics of
bubonic plague disease, the model includes four populations which are human beings, rodents
who are also the primary reservoir of Yesinia pestis, ea and pathogens within the environment.
The analytical results show that bubonic plague transmission to both human and rodent popu-
lation depends largely on the infected ea population. Moreover infected rodents and human
beings are the major transmission agents of bubonic plague to ea population.

The basic reproduction number Rq is computed and discussed. Using the sensitivity analysis,
we obtain the parameter which are most, medium and least sensitive to the initial transmission
of bubonic plague. The rate at which the infected ea are recruited and the adequate contact
rates between susceptible and infected individuals have shown to have a signi cant positive
contribution in the transmission and spread of bubonic plague disease as seen in Fig 9a and
Fig 13. Other parameters like Fleas, Rodent and Human natural and disease induced death rate
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contribute negatively on the bubonic plague transmission as in Fig 9b. These parameters are
vital in determining where and how to implement the control strategies for the eradication of
the disease.

The numerical solutions show that without the intervention, the populations ultimately go/ap-
proach to endemic points. This study recommends that for the sustainable control of bubonic
plague any intervention strategy should put into consideration the parameter that have shown
to be very in uential (negatively and positively) to the basic reproduction number in order to
reduce the endemicity of the disease or if possible eradicate the disease whenever an outbreak
occur.
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CHAPTER THREE

Stability Analysis of Bubonic Plague Model with the Causing Pathogen Yersinia pestis in
the Environment 2

Abstract: Bubonic plague is a serious bacterial disease, mainly transmitted to human beings
and rodents through ea bite. However the disease may also be transmitted upon the interaction
with the infected materials or surfaces in the environment. In this study, a deterministic model
for bubonic plague disease with yersinia pestis in the environment is developed and analyzed.
Conditions for existence and stability of the equilibrium points are established. Using the Jaco-
bian method, disease free equilibrium (DFE) point, E° was proved to be locally asymptotically
stable. The Metzler matrix method was used to prove that the DFE is globally asymptotically
stable when Ry < 1. By applying Lyapunov stability theory and LaSalle’s invariant principle,
we prove that the endemic equilibrium point of system is globally asymptotically stable when
Ro > 1. Numerical simulations are done to verify the analytical predictions. The results show
that bubonic plague can effectively be controlled or even be eradicated if efforts are made to
ensure that there is effective and timely control strategies.

Keywords: Disease free equilibrium; Endemic Equilibrium; Stability analysis; Bubonic
Plague; Pathogens in the environment.

3.1 Introduction

Bubonic plague is a bacterial infection caused by Yersinia pestis when the bacteria infects lym-
phatic system (Gonzalez and Miller, 2016). It is characterised by geographical foci and extraor-
dinarily adaptation capability which gives it ability to re-emerge even after decades of silence.
Thus even though the disease is historic, it still infects and kills thousands of people around the
world (Guinet et al., 2015).

The disease mainly affects wild rodents, it can also be transmitted to human and other domestic
animals through ea bites. Bubonic plague causes fever and very throbbing swelling of the
lymph glands also called buboes, which is the reason why the disease is called bubonic plague.

When the ea is infested with pathogens causing bubonic plague, the bacteria multiply in the
proventriculus (foregut) of the ea (Eisen et al., 2015). The bacteria has the tendency of block-

2This chapter is based on the research paper: Ngeleja, R. C., Luboobi, L., & Nkansah-Gyekye, Y. (2016). Sta-
bility Analysis of Bubonic Plague Model with the Causing Pathogen Yersinia pestis in the Environment. Advances
in Infectious Diseases, 6(03), 120.
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ing the ea’s bloodsucking apparatus which consequently lead to the inability of ea to pump
blood into the midgut for digestion. This makes the ea to become ravenous and as a result it
bites the host repetitively while vomiting the bacteria causing disease into the host. When a host
dies, eas moves off the body to seek another live warm-blooded host (Ayyadurai et al., 2008).

Although it is not yet clearly known how, Yersinia pestis may survive in the soil and remain
viable and fully virulent for 40 weeks in the environment and can cause the infection upon
the adequate interaction with the susceptible individual. This is believed to be the reason for
possible mechanism of interepizootic persistence, epizootic spread, and as a factor de ning
plague foci (Eisen et al., 2008).

In this chapter, we discuss the stability analysis of the bubonic plague epidemic model in hu-
man, rodent and ea population. The model includes the transmission from the environment to
the susceptible human or rodent. We also discuss the disease-free equilibrium point, endemic
equilibrium point of the model and analyze the local and global stability of these steady states.
We nally use numerical simulations to support our analytical results.

3.2 Model Formulation

This chapter presents the stability analysis of the bubonic plague epidemic model developed
by Ngeleja et al. (2016). The model includes four interacting populations which are: human
population, Flea population, Rodent population and pathogens in the environment is developed.
We use Sy, E, I and Ry to represent Susceptible human beings, Exposed human beings, In-
fected human beings and Recovered human beings respectively; Sg, Er and Ir for Susceptible
rodents, Exposed rodents and Infected rodents respectively. The Susceptible and the Infectious

ea are denoted by Sk and I respectively. The pathogens in the environment are denoted by
A. The total population for human being, rodent and ea population are given by

Ny =Sy +En + 1n + Ry (1a)
N, =S + I¢ (1b)
N3 =Sr +Er + Ir (1c)

The parameters used in the model are described in Table 5
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Table 5: Parameters and their description for bubonic plague

Parameter

Description

rf

fh

fr

1

1

hf

Adequate contact rate: infected rodentto ea
Adequate contact rate: infected eato human
Adequate contact rate: infected ea to rodent

The probability that human progress from susceptible to exposed
Probability that rodent progress from susceptible to exposed
Adequate contact rate: infected humanto ea
Recruitment rate of pathogens

Progression rate of exposed human to infected
Progression rate of exposed rodent to infected
Human recovery rate

Progression rate of recovered human to susceptible
Natural death rate for Human

Disease induced death rate for Human

Disease induced death rate for rodent

Natural death rate for rodent

Adequate contact rate: Pathogens to human
Adequate contact rate: Pathogens to rodent
Natural death rate for Pathogens

Natural death rate for ea

Disease induced death rate for ea

Immigration rate of human

Immigration rate of Susceptible ea

Immigration rate of rodent

The probability at which eas become infected

3.2.1 Model Equations for bubonic Plague

Since we allow the population in and out of the compartments(i.e., the population is not xed),
the rate at which new infections occur in a population will depend on the fraction of the popula-
tion that is infected (disease prevalence) (i.e., frequency-dependent formulation). The infection

rate in human beings depends on the probability that a contact between infectious ea and sus-
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ceptible human and between infectious environment and susceptible human leads to infection.
For the rodent, infection depends on the probability that a contact between infectious ea and
susceptible rodent and between infectious environment and susceptible rodent leads to infection.
For the ea, infection depends on the probability that a contact between infectious human and
susceptible ea and between infectious rodent and susceptible ea leads to infection. Therefore
the infection rates of susceptible humans, rodent population and ea population are as given in
(2a), (2b) and (2c) respectively.

|
th—F2 + LA (2a)
I
N LA (2b)
| |
th—”l +(1 ) rfN—; (2c)

Pathogens in the environment are recruited at a constant rate 4 and they are removed through
natural death 4 or removed when they come into contact with susceptible human and rodent at
the rates 1, and 1, respectively.

Using the de nition of variables and parameters stated in Table 5, we derive the model for the
dynamics of bubonic plague disease in human, rodent, ea and pathogens in the environment
as given in (3), (4), (5) and (6) respectively.

Human
ds I
—H = 1+ BRy 1( fh_F + 1,A)SH 1SH; (33)
dt N,
dE |
dtH = th_Fz + 1,A)SH 2En 1En; (3b)
dl
d_tH: 2EH sl (14 )lw; (3¢)
dR
dtH = 31y $Ry 1Ry (3d)
Rodent
ds I
d_tR = 3 1( er—Fz + !ZA)SR 3SR (4&)
dE |
d_tR = fr|\|_F2 +LASR  Er sEr (4b)
dl
Gt = Er (a* 2k (4c)
Flea
ds | |
d_tF= s ( th—H"'(l ) rfN_Rg)SF 2SF (5a)
dl | |
el th—Hl+(1 ) rfN—i)SF (2+ 2l (5b)
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Pathogens

dA
E: 4 V11ASH 1,ASR 4A (6)

3.3 Steady State and Local Stability of the Critical Points

In this section, we assess the existence of equilibrium states and stability of the equilibrium
states of the system (3) - (6).

3.3.1 Disease Free Equilibrium

The model has a disease free equilibrium which is obtained by setting Iy = E4 = Ry = 0,
Ir = Er =0, Ig =0and A = 0 and the derivatives equal to zero into the system (3) - (6).

Then we have the disease free-equilibrium point given as E,, = —1;0;0;0 , ES =
1
20,0 , ER = —2:0 and EQ = 0 for Human, Rodent, Flea and Pathogen respec-
3 2
tively.

Then the disease free equilibrium of the entire system is

EO(SY;EY 19 RY; 8% ES; 18;82;12: A% = —1:0;0;0; —2;0;0; —2;0;0
1 3 2

3.3.2 Local Stability of the Disease-free Equilibrium Point

In this section, we examine the local stability analysis of the disease free equilibrium point
of the bubonic plague disease system (3) - (6). We analyze the local stability of the disease
free equilibrium point using the Jacobian method in which all equations in system (3) - (6) are
considered and analyzed at the disease free equilibrium E°. In this method, we compute and
examine the eigenvalues of Jacobian matrix of the system (3) - (6) to prove that the DFE is
locally and asymptotically stable. We are required to show that all real parts of the eigenvalues
at E° are negative. Now, in order to attest that the eigenvalues are negative, we need to prove
the general condition that the determinant and the trace of the Jacobian matrix are positive and
negative respectively (Martcheva, 2015).

Now the Jacobian matrix of the system (3) - (6) at E° is given by:
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(@) g
;0 0 $ 0 0 0 0 ks 111'1
0 k, 0 O 0 0 0 0 kg 1 i!l
0 2 ke O 0 0 0 0 0 0
0 0 3 ke O 0 0 0 0 0
JEY=BO0O 0 0 0 3 0 0 0 kg —2%2 )
0 0O 0 O 0 ko O 0 k, - 2!2
0 0 0 0 0 5 kiy O 0 0
0 0 ky O 0 0 ks, > 0 0
0 0 k1 0 0 0 ks, 0 Ks 0
0 0 0 0 0 0 0 0 0 Ks
where
kl — h: 225 1 kz — @ )3rf2 2s 3 k3 — 1 1 225fh
ks="22" ke=li+l+ 4 Ke= 3+ 1+ 1
k= 2+ 1 ke = 2+ > ke=%+ ;

Kio= 2+ 3 Kku= 3+ 3
We now use trace and determinant method to check the stability of the disease free equilibrium
point E° in which we need to prove that the trace and the determinant of matrix (7) are negative
and positive respectively.
Then using mathematica software we prove that trace of the matrix (7) is given by

Trace= 1 ( 2+ 1) ke (B+ 1) 3 (2% 3) (3+3) 2 (2% 2) ks

where
ks=1,+1,+ 4, ke= 3+ 1+
It is clear that the trace of the matrix (7) in negative. Then using the same software (mathemat-

ica) we are able to prove that the determinant of the matrix (7) is positive provided:
s

21 rf (1 )+ 2 1 hf fh
(2+2) (s3+ 2)(3+3) (2 )(s3+ 1+ 1)

where s

<1

21 rf (1 )+ 2 1 hf fh
(2+2) (3+ 2)(3+3) (2% )3+ 1+ 1)

is the basic reproduction number, Ro.

(8)

R, measures the average number of secondary infection produced by a typical infectious indi-
vidual in an entirely susceptible population. In our case, due to the presence of multiple trans-
mission cycles the basic reproductive number does not give the number of cases infected by a
single individual rather it gives the geometric mean of the number of infections per generation
(Li and Blakeley, 2011).

Referring to (8), the geometric mean of the number of infections per generation depends on:

1
3+ 3’

rodent’s infective period

the probability that ea gets the disease from the rodent or
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human which are (1 ) ¢ OF ¢ respectively. The human infectious period 1

1+ 1+ 3’

probability that human survive the infected class —2—, the probability at which eas gets

1+ 2!

infected , ea’s infective period ﬁ probability that rodent survive the infected class =,
the adequate contact rate ea to human ¢, the adequate contact rate ea to rodent ¢, and
the probability at which human and rodent become exposed to the disease which are ;and

respectively.

Thus disease free equilibrium point E° is therefore locally asymptotically stable and leads to
the following theorem:

Theorem 3.3
The Disease Free Equilibrium E° of bubonic plague is locally asymptotically stable if R < 1
and unstable if Ry > 1.

3.3.3 Global Stability of the Disease-free Equilibrium Point

In this section, we analyze the global stability of the disease free equilibrium point using Met-
zler matrix method as stated by Castillo-Chavez et al. (2002). To do this, we rst sub-divide
the general system (3) - (6) of bubonic plague disease into transmitting and non-transmitting
components.

Now let Y, be the vector for non-transmitting compartment, Y’; be the vector for transmitting
compartment and Y'g, . be the vector of disease free point. Then

8
dyY
dtn =A1(Yn Yegun) +AY

% 9)
dy;

Tar A

We then have

@) 1
Sn
Ri E
Y Ye, n =
n Eo;n ESR _z
SF 2s

Now to prove the global stability of the DFE we need to show that Matrix A; has real negative
eigenvalues and As is a Metzler matrix in which all off diagonal element must be non-negative.
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Referring to (9), we write the general model as below

1+ $BRy 1KSH 1SH;

O 1
(@) 1 0] 1
Sw Iy
3l R Ry: R E
g H PRy 1RH §=A1§ H E"'Az R
1M Sgr 3SR Sk Ir

3
3
s YSE  2Sf Se = I
A
and (@] 1 O 1
1k5|—| 2En 1En; En
(1+ )ln; Iy
MS »E E E
1MSgr rR 3Er = A, BER
+ 3)lr Ir
YSF ( 2+ o)l Ie
s+ UBASHy DL,ASR  4A A
For

k= + 1A M=+ 0LA) Y =( it + @ ) )

Now using the transmitting and non-transmitting element on the general system we will have

the matrices below: (o) 1
1 $ 0
0 + 0 0
0 0 s 0
0 0 0 2
0 1
0 0 0 0 112 fh 1 111
1 2s 1
_BO 3 0 0 0 0
Ao = go 0 0 0 L22fr 1 3”% )
3 2s 3
0 251 nf 2s 3(1 ) rf 0 0

(2+ 1) O O O 1 1 2 fh 1

A
’ (3+ 3)

(A ) rf 25 3
—5— (2% )

0 0 2

[l
o o o o
w O O
-
~
N
o o
w
A —
o
"
w |w =
o o
NN N
[ ]
-
-~
P
O Oulw Okl
-
2000000000 0NN
~~
-
N
N

o
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where 1 =( 3+ 1+ 1), 2= 1Sy + LSr+ sand 3= —">2=

Now when we consider matrix A;, the computation shows that the eigenvalues are real and
negative, which now con rms that the system
dYn
dt
is globally and asymptotically stable at Y'g,. And for matrix A; we nd that all its off-diagonal

elements are non-negative and thus Az is a Metzler stable matrix.Therefore Disease Free Equi-

=A1(Yn Yegin) +AY,

librium point for the general bubonic plague system is globally asymptotically stable and as a
result we have the following theorem:

Theorem 3.4
The disease-free equilibrium point is globally asymptotically stable in Eq if Ry < 1 and unstable
if Rp > 1.

3.3.4 Existence of Endemic Equilibrium

Here, we consider the situation in which the disease persists in a population. We investigate
conditions for existence of the endemic equilibrium point of the system (3)-(6). The endemic
equilibrium point E (S; Eyy; 1y Ry Sr: Egrs Ir: Sgi 1 A ) is obtained by solving the equa-
tions obtained by setting the derivatives of (3)-(6) equal to zero as in (13)-(16) which exist for

Ro > 1.
Human
|
1+$BRy o th—F2 +1LA)SH  1Su=0 (13a)
|

1( th—F2 +LA)Sy  En 1ER =0 (13b)
2En sl (1+ D)Ily = (13c)
sl Ry 1RH =0 (13d)

Rodent

|
3 er—F2 + L,LA)Sg  3Sg=0 (14a)
|
1( er—F2 + LA)Sr Er 3ErR=0 (14b)
2Er ( 3+ 3)Ir=0 (14c)
Flea
| |
s ( th—“l +(1 ) rfN—Z)SF oSk =0 (15a)
14 Ir
( th—"‘(l ) rfN_)SF (2+ 2JIg=0 (15b)
1 3
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Pathogens
4 !1ASH !zASR 4A =0 (16)

Since it is dif cult to obtain explicitly the endemic equilibrium points of the model, we will
prove its existence using the approach described in the studies by Tumwiine et al. (2007) and
Massawe et al. (2015). For the endemic equilibrium to exist it must satisfy the condition E &
OQorlu &EQorEgR &EQorlg &EQorlg 60orA&OthatisSy >00orEy >0o0rly >0or
SR >00rlg >00rEgr >00rSg >0o0r I > 0or A > 0 mustbe satis ed. Now adding
system (13)-(16) we have

1+ 2+ 3+ 4 1S+ Eq+ 1 +Ru) oSk +1E)

s(SR+Er+1Ir) 1ln olF sl 11ASH  1,ASR sA=0

(17)

SUbStitUting Ny =Sy +Ex+14 +Ry, N =Sg + I and N3 = Sg + Eg + Ig in (17) we
have

1+ 25+ 3 N1 2Nz 3Ng 1lg 2l 3lg+ 4 L1ASH ILASg A =0 (18)

But from equation (16), we have 4 1;ASy I1,ASy JA=0
It follows that

iN1+ oNo+ N3+ Iy + 2l + 3lg= 1+ 2+ 3

Since 1+ ,+ 3>0, >0, ,>0, 3>0, 1>0, ,>0and 3> 0we can discern
that 1N; >0, 2N, >0, 3N3>0, ;I4>0, ,Ig >0and 3lg > 0implying that S; > 0,
Enw>0,1H>0,Sg >0, >0,Sg >0,Eg >0and Igr > 0.

Hence endemic equilibrium point of the bubonic plague disease model in human, rodent, ea
and pathogens in the environment exists.

Since the endemic equilibrium points exist, we now determine the conditions under which they
are stable or unstable. We prove whether the solution starting suf ciently close to the equilib-
rium remains close to the equilibrium and approaches the equilibriumast ¥ 1, or if there are
solutions starting arbitrary close to the equilibrium which do not approach it respectively.

3.3.5 Global stability of Endemic equilibrium point

Using the idea from the study by Van den Driessche and Watmough (2002), we assert that
the local stability of the Disease Free Equilibrium advocates for local stability of the Endemic
Equilibrium for the reverse condition. We then work to nd the global stability of Endemic
equilibrium using a Korobeinikov approach as stipulated in Van den Driessche and Watmough
(2002), Korobeinikov (2004) and Korobeinikov (2007) by forming a suitable Lyapunov function
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for our general model as given below:
We construct the Lyapunov function as given in the form:

><
V= ayi Ylny)

where a; is de ned as a properly selected positive constant, y; de nes the population of the ith
compartment, and y; is the equilibrium point.
We will have the following Lyapunov function,

V= WSy SuInSu)+Wo(Ey EyInEp)+Ws(ly  14Inly)
+Wa(Ry Ry INRy)+Ws(Sk  SgInSr) + We(Er  Eg INER)
+Wr(Ig  IgInIR) +Ws(Se  Se INSg) +We(Ie I Inlg)
+Wio(A A InA)

The constants W; are non-negative in  such that W; > 0 for i = 1;2;3:::10. The Lyapunov
function V together with its constants Wq; W5; :::; Wy chosen in such a way that V is continu-
ous and differentiable in a space.

We then compute the time derivative of V from which we get:

V= wa s rwa Bt W %

dt
W1 RE)BE + W1 EB)BR 4 w1 £B)%ER
+Wo(1 .—R)‘“R+w8(1 Sy Wol L)

+W10(1 A dd;ﬁ

Now using the general system (3)-(6) we will have

dv
—= W1 2—:)[ 1+ BRy 1( fh,l\,—F2 + 1,A)Sy 1SH]

dt
+Wo(1 E—E)[ 1( e + 1A)SH 2En 1En]
+Ws(1 :ﬁ)[ 2BEn slw (1 2)Id]
Wyl §9[ slw SRu  1Ru]
+Ws(1 Z—E)[ 1( fri + 12A)Sk 3R]
+We(1 E—ﬁ)[ 1( fris + 12A)Sk 2Er sER]
+Wr(1 :—2)[ 2Er (3 + 3)IR]
+Ws(l ) 26 ( net+ (@) orm)SE 2Sel
HWo(1 )N ( neft+ (@ ) f2)Se ( 2+ 2)le]
+Wio(l 5 4 NASH  1,ASR  4A]

At endemic equilibrium point we have
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Human

|
1= BRy+ 1 th—F ,A)S, + 1Sy, (19a)
2
1 I
(2% )= £ 1( th—F"' LA )Sy; (19b)
H 2
1
2 = E_( sl +( 1+ Dly) (19¢)
H
1
3= |—($ + 1Ry (19d)
H
Rodent
|
3= 1( er—F LA )Sg + 3Sg (20a)
2
(o4 3)=— e 1LA)s (20b)
= _— 0
2+ 3 E. 1 N, 2 R
1
2:E—(3+ 3) Ig (20c)
R
Flea
| |
s = ( th—'_l @a ) rfN—Z)SF+ 2Se (21a)
1 I, I
+ ,)=— A _—_
(2+ 2) I ( nf N, @ ) N, )Se (21b)
Pathogens
4:!1A SH+!2A SR+ 4A (22)

We use equations (19),(20),(21) and (22) into time derivative of V , after simpli cation we get:

W= Wil )P Wo(1 gE)2 Wil )
R S E
Wa(l  gH)* Ws(1 g2 We(l gB)

Wo(l §8)7 We(l &E)* We(l )

Wio(1  5-)* + F(Sh;En; I Ru; Sk Eri Ir; Sk IE; A)
where the function F (S ; En; In; Ru; Sr; Er; Ir; SE; I; A) is non positive, Now following
the procedures by McCluskey (2006) and Korobeinikov and Wake (2002). We have
F(SH;En; In;RH; Sk Er; IR S IF;A) - Oforall Sy En; Iy Ru; Sk Er; IR SE; IES A,
Then 9t 0 for all Sy En;ly; Ry Sk Er; Ir;Sk; I A and it is zero when Sy =
SiEn = Egilh = 143 Ry = Ry;SrR = Sk ErR = ERj IR = IR SE = Sis e = 1A=
A Hence the largest compact invariant set in Sy; En; I Ru; Sr; Er; Ir; Sk; I A such that
dd—‘{ = 0 is the singleton E which is Endemic Equilibrium point of the model system (3) - (6).
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LaSalles’s invariant principle by La Salle (1976) then implies that E is globally asymptotically
stable in the interior of the region of Sy; En; In; Ru; Sr; Er; Ir; SE; I; A and thus leads to
the Theorem 3.5

Theorem 3.5
If Ro > 1 then the bubonic plague disease model system (3) - (6) has a unique endemic equilib-
rium point E which is globally asymptotically stable in Syy; En; 14 Ry Sr; Er; Ir; Sk g A

3.4 Numerical Simulations

Numerical simulations are carried out in order to study and understand the dynamics of bubonic
plague disease and demonstrate analytical results. In particular, we illustrate through numerical
simulations the stability of the endemic equilibrium states in human, rodent, ea and pathogens
in the environment.

3.4.1 Parameter values
The values of the parameters used in bubonic plague disease model are shown in Table 6. The
parameters are taken from the previous studies that relate to this study, existing information and

through estimation using sensitivity analysis and simulations.

Table 6: Parameter values for Bubonic Plague disease model.

Parameter Value Reference/Source
rf 0.6 Estimated
fh 0.09 Benkirane et al. (2009)
fr 4.7 Li (1993)
1 0.9 Estimated
1 0.9 Estimated
h 0.28 Benkirane et al. (2009)
4 0.89 Estimated
2 0.04  Keeling and Gilligan (2000a)
2 0.05  Keeling and Gilligan (2000a)
3 0.1 Keeling and Gilligan (2000a)
$ 0.1 Keeling and Gilligan (2000a)
1 0.04  Keeling and Gilligan (2000a)

Continued on next page
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Table 6 Continued from previous page

Parameter Value Reference/Source

1 0.04  Keeling and Gilligan (2000a)
3 0.05  Keeling and Gilligan (2000b)

3 0.2 Galtier and Mouchiroud (1998)
LB 0.01  Keeling and Gilligan (2000a)
I 0.073 Benkirane et al. (2009)

4 0.1 Estimated

2 0.07  Benkirane et al. (2009)

2 0.03  Benkirane et al. (2009)

1 0.09 Estimated

25 0.008 Keeling and Gilligan (2000b)

3 0.03  Keeling and Gilligan (2000a)

0.99 Estimated

In the simulation, we assume different cases where each sub-population starts at different initial
values (six different initial values) and ultimately returns to its endemic point. We thus justify
that a solution that starts suf ciently close to the equilibrium remains close to it and it eventually
approaches the equilibriumast ¥ 1.

Figures 14 and 15 shows the dynamical behavior of the human population. The Fig. 14a shows a
marginal increase in number of susceptible human as people moves in through migration. When
the disease becomes endemic, the number of susceptible human decreases as they becomes
exposed to the disease due to the increase of force of infection which resembles to the general
scenario of vector borne infection as depicted in Lemon et al. (2008). Given that the model
assumes no treatment nor vaccination is applied, it thus justi es the behavior illustrated in Fig.
14b. The gure shows the very slight increase of a exposed human beings before it drops to its
endemic level as the large number of exposed human progresses and become infected human.
The increase of number of infected human beings from the exposed class is depicted in Fig.
15a. We can see that in the rst ve years the number infected human subgroup experience a
substantial increase before it decreases to its endemic level. The decrease in number of infected
human is mainly through natural death and disease induced death whereas very few will recover
and join a recovery class. The number of recovery human shows a slightly increase before it
decreases and reaches its endemic level as illustrated in Fig. 15b (McNeill, 2010; Poland and
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Dennis, 1998).

@ (b)

Figure 14: Simulation of the model’s solution trajectories to show stability of the endemic points Sy
and En.

(@) (b)

Figure 15: Simulation of the model’s solution trajectories to show stability of the endemic points I
and Ry.

Figure 16 shows the dynamics in rodent population. The results depict in this gure also agree
with the ndings by Gage and Kosoy (2005) and Scott and Duncan (2001). We can see from
Fig. 16a that the susceptible rodent population drops very fast within the rst years, before it
slightly rises due to migration at the rate 3, to its endemic equilibrium level. The quick drop of
susceptible rodent may be due to the fact that rodents are the primary victim of bubonic plague,
so that when the disease is endemic, most of them are infected and become exposed to the
disease (Dennis and Staples, 2009). The increase of the rate of infection in susceptible rodent
population proportionally increases the number of exposed rodent (Davis and Calvet, 2005).
After the signi cant increase of the exposed rodent population within the rst ve years, it then
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drops to its endemic level. It takes only 2 to 6 days for an exposed rodent to become infectious
(Putzker et al., 2000) which is the reason for a quick decrease of exposed rodent as seen in
Fig. 16b. The infectious rodent population increases as the number of rodent progressing from
exposed class to infectious increase. Ir then drops to its endemic level as it experience both
natural and disease induced death as in Fig. 16c.

(@ (b)

(©

Figure 16: Simulation of the model’s solution trajectories to show stability of the endemic point in
subsystem (4).

The number of susceptible ea decreases exponentially as they die naturally or acquire infection
from the infected rodent or human at the rate n¢ Or ¢ respectively see Fig. 17a. The increased
death of rodent due to the endemicity of the disease, will as a result lead to scarcity of hosts for

ea to feed on and thus die (Gage and Kosoy, 2005). The addition of natural and disease induced
death in infected ea population will lead to a quick drops to its endemic level as illustrated in
Fig. 17b (this agrees with the ndings in the studies by Keeling and Gilligan (2000a) and Samia
etal. (2011)).
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@ (b)

Figure 17: Simulation of the model’s solution trajectories to show stability of the endemic point of
subsystem (4).

The pathogens in the environment are removed when they come into contact with the susceptible
human and rodent at the rate I, and I, respectively and due to natural death at the rate 4.
Since we assume that human and rodent infectious classes have a negligible contribution in
increasing the number of pathogens in the environment (Equation (6)), then as the disease
becomes endemic, the rates 1, and !, increase which in turn decrease the number of pathogens
in the environment. Pathogens are also highly affected by the conditions in the environment
(temperature, humidity and precipitation). Most of the time, this leads to a massive decay of the
pathogens population in the environment as the environment is not favorable for their survival
and growth (Ari et al., 2011). Consequently the number of pathogens in the environment will
gradually decrease to its endemic level as in Fig 18.

Figure 18: Solution trajectories to show stability of the endemic point in (6).
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3.5 Conclusion

In this chapter, we considered a bubonic plague in human, rodent and ea with yersinia pestis
in the environment. We carried out the stability analysis of the equilibrium states in which the
analytical results show that the disease free equilibrium point is locally and globally asymptot-
ically stable when Ry < 0 and unstable when Rq > 0. This result necessitates that the basic
reproduction number, is a key non-dimension parameter that dictates whether the disease will
spread or die out. When Ry is increased or decreased above or below unity compels to the per-
sistence or eradication of bubonic plague disease respectively. The decrease or increase of the
basic reproduction number will as a result affects negatively or positively the ea’s infectious
period ——, probability that rodent survive the infectious class —2—, the adequate contact rate

2+ 2’ 3+ 2’

eato human ¢y, rodent’s infective period % the probability that ea gets the disease from

the rodent or human which are (1 ) rf OF ¢ respectively The human infectious period
1 o probability that human survive the infectious class —2—, the probability at which

1+ 1+ 1+ 2!

eas gets infected , the adequate contact rate ea to rodent ¢, and the probability at which

human and rodent become exposed to the the disease which are ; and ; respectively. The
endemic equilibrium point is also found to be locally and globally asymptotically stable when-
ever they exist. Using the model’s parameter values from literature reviewed in this chapter and
some estimated we use the simulation to show the endemic equilibrium points are stable thus
supports the analytical results. We observe that without intervention that controls the value of
Ry to less than a unity, bubonic plague may be very fatal and a life threatening disease whenever
it occurs.
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CHAPTER FOUR

Modeling the Dynamics of Pneumonic Plague 3

Abstract: A deterministic mathematical model to study the dynamics of pneumonic plague is
developed and analyzed. We compute the basic reproduction number using the next generation
matrix method and use it to derive and establish the condition for local and global asymptotic
stability of equilibrium points. Sensitivity and elasticity analysis is used to determine the effect
(positive or negative) of parameters on the basic reproduction number. The results show that
Ro is most sensitive to expected number of new cases of pathogens in the environment caused
by one rodent infected with pneumonic plague and it is least sensitive to expected number
of new cases of human beings infected with pneumonic plague caused by pathogens in the
environment. We then use numerical simulations to show the dynamical behavior of pneumonic
plague disease in the compartments. The results show clearly the vital role played by eas,
human beings and rodents with bubonic plague in the increase of the number of individuals
with pneumonic plague. The result also show that the increase of the number of individuals
with pneumonic plague is greatly in uenced by the pair Kj; (expected number of new cases of
i caused by one infected individual of j) that constitute the basic reproduction number which
should also be highly considered when planning for any control strategies against the disease.

Key words: Pneumonic plague; Pathogens in the environment; airborne transmission; Yersinia
pestis.

4.1 Introduction

Pneumonic plague arises when Yersinia Pestis infects the lungs. It is an extreme type of lung
infection, exceedingly contagious and incurable unless identi ed within the rst twenty-four
hours (Gamsa, 2006). Among all three main types of plague namely Bubonic plague, septicemic
plague and pneumonic plague, it is the most serious and deadliest form of a plague epidemic.
The symptoms normally come abruptly and are very severe, characterized by rapid prostration;
shallow, distressed and very rapid breathing; individual coughing watery and bloody sputum
which contain bacteria (yersinia pestis); high body temperature and bleeding. Individuals with
Bubonic or Septicemic plague get the disease from the bite of an infected ea that is primarily
infected by the wild rats which are the primary reservoir of Yersinia pestis. If not treated, .
pestis reaches the lungs and thus develops pneumonic plague (Scott and Duncan, 2001).

3This chapter is based on a manuscript: Modeling the Dynamics of Pneumonic Plague
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Agar et al. (2009) examined the progression of infection in rats that were exposed to aerosolized
Yersinia Pestis in a whole body. The study was able to demonstrate direct transmission of
Yersinia pestis from infected to a susceptible animals (rats) held in the same cage. The in-
fection transpired via aerosol droplets produced when pneumonic plague infected rat coughs.
These ndings extend to all animals including human beings, rodents and other domestic an-
imals with lungs. When an individual (human beings or rodents and other domestic animals)
with pneumonic plague coughs, the bacteria are released into the air. Then when an individual
with lungs breathes in the aerosolized bacteria, there is a high possibility that this particular
individual may get pneumonic plague (Prentice and Rahalison, 2007).

Ge et al. (2015) investigated the case where the patient died after contact with a dog that had
captured pneumonic plague infected marmot. In this case, the infection was a result of exposure
to Yersinia pestis aerosols from sputum and throat samples. In their study, they found that all
of the dogs that ate the marmot were infected with Y. pestis without symptoms. The disease
was also detected in the serum of the doctors and in people who had been in contact with the
patient for a long period of time in which the transmission may be associated to wearing of
masks. The study justify the possibility of rodent to rodent, rodent to human and human to
human transmission of pneumonic plague as a result of physical contact or through eating or
biting the infected individual.

Pneumonic plague has a tremendous transmission capability from one individual to another. It
is a highly contagious disease which is the feature that makes it very dangerous when it enters
in a community. It is also the reason why pneumonic plague disease appears on the top list
of the diseases that can be used as a bioweapon. Begier et al. (2006) conducted a study to
investigate the communicability in a natural occurring pneumonic plague cluster. The cluster
comprised of two simultaneous index patient’s caregiver pairs. The result showed that both
index patients transmitted pneumonic plague to only one caregiver each. It justify the possibility
of the person to person transmission of pneumonic plague through respiratory droplets in which
all individuals within droplet range became ill.

The rate of death due the disease for untreated individual with pneumonic plague increases to
100% within 2 to 7 days after infection. Richard et al. (2015) studied an outbreak of pneumonic
plague occurred in Madagascar in the year 2011, the disease remained in the community for the
period of over twenty seven (27) days. In those twenty seven days, there were seventeen (17)
human beings suspected to have gotten the disease, two (2) cases were presumptive, and three
were con rmed to have gotten the disease. The study postulates that there were fteen (15)
untreated patients and they all died due to the disease. The result shows that in this outbreak
fatality rate was 100% for all non treated patients. This is to say that the rate of fatality in
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Pneumonic plague is extreme, and it should therefore be given a special attention when it occurs.

Pneumonic plague is considered perilous mostly due to the fact that at present there is no effec-
tive vaccine. More over the instrument for diagnostic test especially the rapid diagnostic tests
are scarce and the situation is even worse in African countries. Also it is the form of plague that
its transmission capability is high as it can be transmitted directly between individuals (human
and rodent or other domestic animal) and through the interaction with the infected environment
(Zhou and Yang, 2014; Pechous et al., 2015; Massin et al., 2007). It is certain highly conta-
gious infectious disease which is also listed as a leading critical biological agents with the high
potential of being used as a bio weapon (Massin et al., 2007).

The transmission and spreading capacity that characterize pneumonic plague signify that, ex-
treme public health measures should be considered if this kind of disease occur in the com-
munity. There should be sustainable planning to do a very rapid evaluation of the outbreak
to determine the extent of exposure and help develop the most effective disease containment
strategies (Dembek, 2005). To do all of these, there is a need for public health authorities and
all health stakeholders to conduct a thorough research on the subject.

In this study we formulate a mathematical model to enable us understand the dynamics of pneu-
monic plague. We compute the basic reproduction number, analyze the stability of equilibrium
points, study the behaviour of the model through numerical simulation, discuss the results and
then make conclusions and recommendations.

4.2 Material and Methods

4.2.1 Model Assumptions

We formulate a mathematical model to study the dynamics of pneumonic plague. The developed
model rely on the following assumptions:
(i) Bubonic plague is the primary plague infection of pneumonic plague disease,

(i1) the primary infection of the disease is ignored when one gets the secondary infection of
the same,

(iii) all individuals are born susceptible,
(iv) members of the population mix homogeneously,

(v) age, sex, social status, do not affect the probability of being infected,
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(vi) on recovery human attain a temporary immunity,
(vii) there is no recovery in non-human host populations (they remain infected until they die),

(viii) the disease transmission from the soil/environment to either susceptible human being or
rodent population at their respective adequate contact rates has a negligible effect to the
dynamics of the pathogens population,

(ix) there is no vertical transmission, but only horizontal transmission is possible in all popu-
lations.

4.2.2 Description of pneumonic plague in various population groups

In the model, we have four populations namely the human population, eas, rodents and the
pathogens in the environment. The human population is divided into ve sub-groups: the group
of people who have not contracted the disease but may get it if they get in contact with infectious
agent to be referred to as susceptibles and denoted as Sy ; People who have the disease but have
not shown any symptoms and are incapable of transmitting the disease i.e the Exposed denoted
by Ey; those who are infected and are capable of transmitting the disease are divided into two
sub-groups: there are those who have bubonic plague which, in this model, we regard as a
primary stage of pneumonic plague denoted by 14 and the others who have pneumonic plague
disease denoted by Iyg. The fraction of the population in Iy if treated may recover and move
to sub-group Ry and if not, they either die or progress and become pneumonic plague disease
infectives Iyg. The population in the sub-group Iyg then they recover and progress to the
sub-group Ry if treated and otherwise they die.

The ea population is divided into two sub-groups: those who have not contracted the disease
but may get it if they get in contact with infectious agent i.e. susceptible ea denoted by Sk and
those who are infected and are capable of transmitting the disease i.e. infectious ea denoted

by||:

The rodent population is divided into four sub-groups: those who have not contracted the dis-
ease but may get it if they get in contact with infectious agent i.e. susceptible rodent Sg, those
who have the disease but have not shown any symptom and are incapable of transmitting the
disease referred to as the exposed rodent denoted by Eg; those who are infected and are capable
of transmitting the disease and these are divided into two subgroups: those who have bubonic
plague denoted by Ira and others who have pneumonic plague disease denoted by Irg. TO
develop the model equations, we use the variables and parameters as described in Table 7 and
Table 8.
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4.2.3 Variables and Parameters used in the model and their description

Table 7: Variables and their description for pneumonic plague.

Variable Description

SH Susceptible human beings

En Exposed human beings

lha Infectious human beings with bubonic plague

lue Infectious human beings with pneumonic plague
Ry Recovered human beings

Sk Number of Susceptible rodents

Er Number of Exposed rodents

Ira Number of Infectious rodents with bubonic plague
IrB Number of Infectious rodents with pneumonic plague
Se Number of susceptible eas

Ie Number of infected eas

Number of pathogens in the environment

Table 8: Parameters and their description for pneumonic plague.

Parameters

Description

rf

fh

fr

1

1

hh

hr

rr

rh

Adequate contact rate: rodentto ea

Adequate contact rate: ea to human being

Adequate contact rate: ea to rodent

Probability that human progress from susceptible to exposed
Probability that rodent progress from susceptible to exposed
Adequate contact rate: Iqg to Sy

Adequate contact rate: Iy to Sg

Adequate contact rate: Irg to Sg

Adequate contact rate: Igg t0 Sy

Progression rate of exposed human being to infected
Progression rate of exposed rodent to infected

Human recovery rate from human being infected by bubonic
Progression rate from Iya to Iyg

Progression rate of recovered human being to susceptible

Continued on next page
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Table 8 Continued from previous page

Parameters Description
1 Burbonic plague Disease induced death rate for human being
1 Pneumonic plague Disease induced death rate for human being
2 Bubonic plague Disease induced death rate for ea
1 Natural death rate for human being
2 Natural death rate for ea
3 Pneumonic plague Disease induced death rate for rodent
2 Burbonic plague Disease induced death rate for rodent
3 Natural death rate for rodent
L Adequate contact rate: Pathogens in the environment to human being
I, Adequate contact rate: Pathogens in the environment to rodent
1 Transmission rate of pathogens to the environment by Iyg
2 Recruitment rate of pathogens to the environment by Irg
4 Natural death rate for pathogens
4 Pathogens multiplication rate
1 Immigration rate of human beings
2s Immigration rate of susceptible eas
3 Immigration rate of rodent
The probability that Iy progresses to either Iyg or Ry
1 The probability that En progresses to either Iy or Iyg
2 The probability that Er progresses to either Igra Or Irg
1 The probability that ea gets infection from Iy
5 The probability that ea gets infection from Iy
3 The probability that ea gets infection from Igra
4 The probability that ea gets infection from Irg
1 The probability that migrant human beings are Susceptible

The probability at which eas become infected.

4.2.4 Description of interactions

Fleas in sub-group Sg get Yersinia pestis bacteria through biting infected rodents who are the
primary reservoir for the bacteria and/or infected human being at the rates ¢+ and ¢ respec-
tively, and become the infected ea If.
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The groups Sy and Sg may get the disease in various ways; one is through the bites by the
infected ea (Ig) at the rates ¢, and ¢, respectively and then become latently infected and
thus progress to be exposed human population Ey and exposed rodent population Er at the
probability ; and ; respectively. They may as well get the disease when they adequately
contact the subgroups Ing and Irg Who are infected by pneumonic plague. The transmission
may be through airborne and/or physical contact (bloody sputum). The interaction may be in
such a way that ;g may come into contact and infect the subgroups Sy and Sg at the rate
and p, respectively. Similarly, Irg may come into contact and infect the sub-groups Sy and
Sk at the rates ,, and  respectively.

After 2 to 7 days the sub-groups Ey and Er become infectious and capable of transmitting the
disease. The proportion ; of exposed human beings (Ey) progress to subgroup Iy and the
other proportion (1 ;) to sub-group Iyg at the rate 5, exposed rodents (Er) progress to the
sub-group Ira and other (1 1) to sub-group Irp at the rate .

If treated the fraction of compartment Iy recover and attain temporary immunity at a rate 3
and thus progress to a subgroup Ry which then return to a sub-group Sy at a rate $. Other
human beings with bubonic plague (1) progress to sub-group Iy at a rate 3 and the rest
die either naturally or due to the disease at rates ; and 1, respectively.

Individuals in compartment I if treated they recover and progress to Ry at the rate 4 which
then return to a sub-group Sy at a rate $. Otherwise they die either from the disease at a rate ;
or naturally at a rate of ;. After 2 to 7 days of infection the compartment g, may progress to
subgroup Irpg atarate 3 and the rest die either naturally or due to a disease at arates sz and »
respectively. Subgroup Irg die either from the disease at a rate 3 or naturally at a rate of .

The pathogen may survive in the environment if the conditions are favorable for their survival.
Through airborne transmission or touching the contaminated soil/environment may cause infec-
tions to Sy and Sg at the rates of I; and !, respectively. Pathogens are constantly recruited into
the environment at a rate 4. However the human beings and rodents infected with pneumonic
plague (Ing and Irg) also shad yersinia pestis bacteria in the environment A at rates ; and
respectively.

Pathogens in the environment suffer natural mortality at a rate 4. The human population in
subgroups Sy and E, ea population in sub-group Sg and rodent population in sub-groups Sg
and Eg suffer natural mortality at rates ;; ,and 3 respectively. The compartments Iy, Ing,
Ir, Ira and Irp suffer both natural death at rates ;; , and 3 and disease induced mortality
atrates 1; 1; 2; 2and gz, respectively. Human beings, eas and rodents are recruited through
immigration at rates 1, ,and 3 respectively.
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Basing on the assumptions and the description of interactions stated above, the dynamics of

pneumonic plague is as in Fig. 19.

Figure 19: Compartmental model for pneumonic plague

4.2.5 Model Equations for Pneumonic Plague

Using the assumptions stated above, variables and parameters and their description in Tables 7
and 8, description of the dynamics and compartmental diagram in Fig. 19, the SEIR model for

pneumonic plague is the following set of ordinary differential equations:

Humans

dSH

dt

dEH
dt

dIHA _

dt
o] Y

dt

dRy

dt

s

Ir

IRB

1+BRy o( th—1+ ", + th N, + 11 A)SH
1( hh'l|\—||_1|3+ fhll\l_Fz+ rh IIGB +5LA)SH (2+ 1)En
1 2EH slia (T ) slha (1+ )lua

L 1) 2Bu+ slha 4lue (1 )lks
alue+ (1 ) 3lua BRu 1Ry
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Rodents

ds I I I
d_tR = 3 4 rrNL;B + er—F2 + hr;_lB + LASR 3SR (2a)
dE = 4 rrIR_B+ frI—F+ h,,IHB + L,A)Sg (2+ 3)Er (2b)
dt N3 N2 Nl
dl
dF'EA = 22Er  3lra ( 3+ 2)lra (2c)
di
d?:B = (1 2) 2ER+ 3|RA ( 3t 3)IRB (2d)
Fleas
ds | |
G = o (e w OghSe oS (32)
dle 1lha 1 lra
dt ( hf Nl rf N3 ) F ( 2 2) F ( )
Pathogens
dA IHB IRB
— = —+ — 4+ _
A SRS (el O WA (4)

4.3 Basic properties of the model

4.3.1 Invariant region

Since pneumonic plague involves human being, rodent, vector and pathogens populations, then,
in the modeling process, we assume that all state variables and parameters of the model are non-
negative for 8t 0. The model system has four subgroups which are analyzed separately. The
model system is analyzed in a suitable feasible region where all state variables are positive. This
region will be obtained under the following theorem;

Theorem 4.6

All forward solutions in R? of the system are feasible 8t 0 if they enter the invariant region
for = R F A

where

H=(SHiEn;lha lheiRH) 2R 1Sy +En + lna+ lug + Ry Ny
R = (SriEr;Irailre) 2Ry :Sp +Er +lga+Irg N3
F=(rlg) 2R :SE+1g N,

A=A2R

and is the positive invariant region of the pneumonic plague system
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Proof. We prove the theorem by considering each sub-population.

For human population:

We need to prove that the solution of the system (1) are feasible 8t > 0 as they enter invariant
region . Wenow let 1 = (Su; En; lua; lhe; Ru) 2 R® be solution space of the system
(2) with non-negative initial conditions.

The total human population is

Ny =Sy + Ey + lya + lng + Ru:

Then,
le — dSH + dEH + dIHA + dIHB + dRH

dt dt dt dt dt dt
Adding up the system (1) we get,

(5)

dN
d_tl = 1 1Nz 1lhB LITP
We will then have dN
d_tl 1 1N1
We then get
dN
d_tl + 1N 1
Finding the integrating factor IF = e ' and multiplying it through out we get
dN
(5] ltd—tl +e 1tN1 1 1€ it
which gives

d(Nse 1Y) 1t
dt 1€
Integrating on both sides yields

1
Nie** —e®+C
1

Multiplying the equation by e 1t we get

N, —f+Ce
1

Using the initial condition t = 0; N1 (t = 0) = Ny
then we will get
Now — C
1

Substituting for the constant C we get

Ny 2+ (Nyp —2)e
1 1
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Figure 20: Feasible region for human system

When Nyo > -1, the population decreases asymptotically to - and when Nio < -1 the human
population increases asymptotically to - as in Fig. 20. Hence all the feasible solutions of the
system enter the region

H= (SHiEn;lhai e Ru) 1N Max Nloi—l
1

For rodent population:

We need to prove that the solutions of the system (rodent) are feasible 8t > 0 as they enter
invariant region r. We now let g = (Sg;Eg;Ira;lre) 2 R* be solution space of the
system with non-negative initial conditions.

The total rodent population is,

N3 = Sgr + Er + Ira + Irs:

Then
dN3 — dSR+dER +d|RA+dIRB_ (6)
dt dt dt dt dt ~
Adding up the system (2) we get,
dN
d_t?’: 3 3Nz  3lrg  2lra:
We will then have dN
d_t3 3 3Na:
We then get
dN
d_t3 + 3N3 3
Finding the integrating factor IF = e 3t and multiplying it through out we get
e St% +e N3 3 s€ 5



which gives
d(NS: 3t) 3€ 3t:
Integrating on both sides yields

Nge 3t e 3t+D;

3

multiplying the equation by e 3t we get
N: —+De 3
3
Using the initial condition t = 0; N3(t = 0) = N3o we get
Ny — D;

3

Substituting the constant we get

Ny —+(Ngp —)e 3t
3 3

When N3 > -2, the population decreases asymptotically to -2 and when Ngo < -2 the rodent
population increases asymptotically to —2as in Fig. 21.

Figure 21: Feasible region for rodent system

Hence all the feasible solutions of the system enter the region

rR= (Sr;Er:;lra;lre) : N3 Max Nsoi—3
3

For ea population
We need to prove that the solutions of the system (Flea) are feasible 8t > 0 as they enter
invariant region . We now let ¢ = (Sg; 1) 2 R? be solution space of the system with
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non-negative initial conditions.
The total ea population is

N2 = S|: + ||:
Then dN ds dl
2 _ OSr F
at  dt | dt 0

Adding up the system (3) we get,

dN
d_t2 = 2 oN2  ole

which can be written as

dN,

T N

dt 2s 2IN2
We then get

dN,

—+

dt N2 2 2s

Finding the integrating factor IF = e 2t and multiplying it through out we get

dN
e ztd_tZ +e Ny o ()t

which gives
d(Ne 2%)

ot
dt ( ZS)e

Integrating on both sides yields
N,e 2t ﬁe =
2
Multiplying the equation by e 2t we get
N, —2+Ee 2
2
Using the initial condition t = 0; N,(t = 0) = Ny
then we will get

Substituting the constant we get

N, —Z+(Nyp e 2
2 2

When Ny > -2 the population decreases asymptotically to -2 and when Nzo < -2 the ea
population increases asymptotically to -2 as in Fig. 22. Hence all the feasible solutions of the
system enter the region

= (Seile):Np, Max Ny —2
2
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Figure 22: Feasible region for ea system

For pathogens population

We need to prove that the solutions of the system (pathogens) are feasible 8t > 0 as they enter
invariant region A wenow let A = A 2 RL be any solution of the system with non-negative
initial conditions.

The total pathogens population is A,
then from the equation (4)
—— = 4t 11—+ — 4A. (8)

But

Then this implies that

— 1;,— 1
N " N3
The equation (8) becomes
dA
at 4+ 1+ 2 4A
Then we will have
dA
at + A 1+ ot g
Finding the integrating factor IF = e 4t and multiplying it through out we get
dA
e 4ta+e TUA e (1 o+ )
Which gives
d(Ae 4t
(dt (14 2+ ge*.
Integrating on both sides yields
Ae4t 1+ 2+ 4e4t+B;

4
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multiplying the equation by e+t we get

+ o+
A) 127 4 4Be 4t
) i+,

Using the initial conditiont = 0; A(t =0) = Aq
then we will get
1+ 2+ 4

Ao — B;
4

substituting the constant we get

+ ,+ 4

+ 5+
Ay 2 YA, L Ye 4t
4

4

When Ay > 1+—24+4 pathogens decreases asymptotically to 1*—2;4 and when N3y <

~*-274 pathogens increases asymptotically to 2% as in Fig. 23. Hence the feasible

Figure 23: Feasible region for pathogens

solutions of the system enter the region

+ 5+
A= A:A Max A, 24
4

4.3.2 Positivity of the solution
All variables and parameters of the model must be non negative 8t 0. We now solve the
equations of the system in their patches for testing the positivity.

Theorem 4.7
Let the initial values of the system (1), (2), (3) and (4) be: (Sh(0) Sr(0); SE(0); Ag) > 0
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and (En (0); 1ha(0); I1g(0); R (0); ER(0); IrA(0); Irg(0); I (0))  0: Then the solution set
S (1); Sr(1); Sk (1); A(); En (1); THa(D); Ths (1); Ru(1); Er(1); Ira(t); Irs(t) and 1g(t) are
positive 8t  0:

Proof. We will prove each equation from all the four systems.
For human system
Using the rst equation in the human system we have,

dSnH lhe I IrB

=H -+ $R HB 4 Py + 1,A)S S
it 1+BRy  1( nn N, TN 1A)Sn  1SH
Ihe I Irs
HB b e+ +1,A)S Sk
1( nh N, G TN, 1A)SH  1SH
dSH Ihe 2 Irs
—=H He P CRE L LAY+ ,)Sa:
it ( 1( nn N, TN, TN, T )+ 1)SH

Integration yields

R
Sy Shoe o 1( hhl',::if"' fh,I\TFZ"' rh Iﬁ§+!1A)+ d o 0

since

t 'HB Ie IRB 41 +
e oC 10N+ fhR, * ra; FHIAF Dd 0:

From the second equation we have

dEx Ihe I Irs
= — + — + + 1,A)S E 1 E Ey:
qt 1(th1 th2 rhN3 1A)SH 1 2BEn ( 1) 2En 1EH
Thus e
H
+ Ey:
dt ( 2 l) H

Integration yields
EH EHOe ( 2+ 1)t >0

since
e ( 2+ l) > O

From the third equation of system (1) we have

dl
dHtA = 1 2En 3lHa (1

) slha (1% Dlna:

Thus
dlna

dt

(3+ 1+ lya:

Integrating we get

In  lgaee (37 1>
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since
e (3+ 1+1)t>0:

Fourth equation of the system we will have

dl
d"t'B =@ 1) 2Bu+ slua 4lue (1 D)lks!
Thus
dIHA .
Integrating we get
Iy laace (4% 17 9Dt >Q;

since
e (a+ 1+ 1) 5 0:

And the last equation in system (1) we have

dR
dtH = 4w+ (1 ) slha  $BRy 1RA:
Thus iR
H .
at ($+ )Rnu:

Integrating we get
Ry Ruoe @+ 2t 5 0;

since

For rodent system
Using equation one from system (2) we have

dSgr Ire I Ihe
/" = — + — + —+ 1LA)S Sk:
dt 3 1( rr N3 er2 hr Nl 2 ) R 39R
Thus ds : : |
R RB F HB
-_— —— + — + — 4+ LA+ Sk:
dt ( 1( rr N3 er2 hr Nl 2 ) 3) R

Integrating we get

Re I I I
Sk Sroe ol 1C rr ﬁf““ fr,\TFZ"' hr%f+!2A)+ a)d o 0:

since

Rt 1 | I
RB E HB
e o 1( rrips"' fr,\Tz"' hr Ny +13A)+ 3)d >0

From the second equation of the system (2) we have

dE I | |
d_tR: 1( rer:'F er_Fz"' hr||\_||:|l3

+1L,A)Sr (1 ) 2Er 2 2Er
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from here we get
dEr

dt (2+ 3)Er:

Integrating we get
Er Egroe (2+ 3t 5 0;

since
e ( 2+ 3)t > O:

And from the third equation of system (2) we have

dl
dF,;A = 5 72En slra (3+ 2)lra:

We will then have "
R
— + 3+ 5)lRal
dt ( 3 3 2) RA
Integrating we get

Ir Iroe (a+ 3+ 2t 5 0;

since
e (3+ 3+ 2t .

And from the last equation of system (2) we have

dl
diB =1 ) 2Eu+ 3lra ( 3+ 3)lge:
We will then have dl
RB + I :
qt (3+ 3)lre

Integrating we get

Ir  Iroe (37 9>0;

since
e ( 3+ 3)t > 0

For easystem
Now from the rst equation of system (3) we will have

dSe itlha + 2lye 3lra + 4lrB
_ = =+ S Sk:
dt 2s ( hf Nl rf N3 ) F 29OF
dSg itlua+ 2lue 3lra + 4lrBe
( Cnr + o )+ 5)Sk:

dt N1
Integrating we get

N3

R + +
t 1 1 1 1
0( ( hf 1 HAN12 HB f 3 RAN34 RB )+ 2)d

Sk Skoe > 0;
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since

R
t Ihat 2l IRA* 4l
ECCnr 1HA12HB| - 3RA34RB)| »)d

e > 0:

Taking the second equation we have

dle itlua+ 2lue 3lra + 4lrB
_ T = —+ S + I-:
qt ( nr N, rf N3 S ( 2+ 2)le
Then we have di
F
— + I-:
it (2+ 2le

Integrating we have

I Y- ( 2+ 2)t>0;

since
e ( 2+ 2)t > O

For pathogens in the environment
The subgroup has only one equation so using equation (4) we will have

dA lus Ire
— = +  — 4+ ,— A
dt 4 1 N, 2 N 4
Then we will have dA
E 2A:

Integrating we get
A A >0

Since

e t>0:

4.4 Model analysis

In this section, we examine the existence of equilibrium states, reproduction number and stabil-
ity of the equilibrium states.

4.4.1 Disease Free Equilibrium

The model has a disease free equilibrium which is obtained by setting lna = Iyg = E4 =
Ry =0, Iga = lgg = ER =0, Ig = 0and A = 0 for human beings, rodents, eas and
pathogens systems respectively. We substitute the above into the system (1) - (4) which are the
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systems for human beings, rodents, eas and pathogens in the environment respectively. Then
we have the disease free-equilibrium point given as E, = -*;0;0;0;0 ,EZ = -2;0;0;0 ,

EQ = —2;0 and EQ = 0 for human being, rodent, ea and pathogen, respectively.

Then the disease free equilibrium of the entire system

EO(SPER i 1ai e Ry SRIER: 1RAT IRE: SEI 121 A%) = %;0;0;0;0;—2;0;0;0;—2:;0;0 :

4.4.2 The next-generation matrix

We de ne the basic reproduction number as the expected number of secondary cases produced
by a single infectious individual during the entire infectious period of that particular individual
into a completely susceptible population. The value of this dimensionless quantity (R, ) dictate
different epidemiological criteria such that: If Ry < 1 then an infected individual in entirely
susceptible population can produce less than one secondary cases of infection. This indicates
that the disease cannot develop and may be eradicated from the population, which means that the
disease-free equilibrium point is asymptotically stable. On the other hand, If Ry > 1 it means
that an infected individual in entirely susceptible population produce more than one secondary
cases of infection. This indicates the persistence of the disease in the population for a long time
and that the disease free equilibrium point is unstable (Allen et al., 2008).

We compute the basic reproduction number Rq using the next generation matrix as outlined by
Heesterbeek (2000) and Mpeshe et al. (2014). We rst categorize individuals by their state at the
moment they become infected (type at infection). These types-at-infection refers speci cally
to the birth of the infection in the individual. These categories (types at infection) differ in the
way they transmit disease and their ability to produce secondary cases.

For our case, we have six categories and we label them as follows: Human infected with bubonic
plague (type 1), human infected with pneumonic plague (type 2), rodent infected with bubonic
plague (type 3), rodent infected with pneumonic plague (type 4), ea infested with pathogens
(type 5) and the pathogens in the environment (type 6). Since the system has six types-at-
infection, the next-generation matrix, K, willbea 6 6 matrix with elements ki;,s. Each of the
elements k;; stands for expected number of new cases of i caused by one infected individual of
J. We now de ne the next-generation matrix K whose entries are kj;. This matrix is given as;
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kll k12 k13 k14 k15 le
k21 k22 k23 k24 k25 k26

1
K31 Ka» Ksz kaa kss k
K = 31 K32 K3z Kizz K3z Ksg )
Kar Kaz Kaz Kas Kas Kug

Then, Rp = (K) where (K) is spectral radius of K.

The element ky; of the matrix 9 is the expected number of new cases of human beings infected
with bubonic plague caused by one infected human beings with bubonic plague, ki, is the
expected number of new cases of human beings infected with bubonic plague caused by one
infected human beings with pneumonic plague, ki3 is the expected number of new cases of
human infected with bubonic plague caused by one infected rodent with bubonic plague, ki
is the expected number of new cases of human beings infected with bubonic plague caused by
one infected rodent with pneumonic plague, K;s is the expected number of new cases of human
beings infected with bubonic plague caused by one infected ea, ky¢ is the expected number of
new cases of human beings infected with bubonic plague caused by infected environment.

k,; is the expected number of new cases of human beings infected with pneumonic plague
caused by one infected human beings with bubonic plague, ky; is the expected number of new
cases of human beings infected with pneumonic plague caused by one infected human beings
with pneumonic plague, kys is the expected number of new cases of human beings infected
with pneumonic plague caused by one infected rodent with bubonic plague, k»4 is the expected
number of new cases of human beings infected with pneumonic plague caused by one infected
rodent with pneumonic plague, ko5 is the expected number of new cases of human beings in-
fected with pneumonic plague caused by one infected ea, kys is the expected number of new
cases of human beings infected with pneumonic plague caused by infected environment.

ks; is the expected number of new cases of rodent infected with bubonic plague caused by one
infected human beings with bubonic plague, ks, is the expected number of new cases of rodent
infected with bubonic plague caused by one infected human beings with pneumonic plague,
k33 is the expected number of new cases of rodent infected with bubonic plague caused by one
infected rodent with bubonic plague, ks, is the expected number of new cases of rodent infected
with bubonic plague caused by one infected rodent with pneumonic plague, kss is the expected
number of new cases of rodent infected with bubonic plague caused by one infected ea, Kzg IS
the expected number of new cases of rodent infected with bubonic plague caused by infected
environment.
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k41 is the expected number of new cases of rodent infected with pneumonic plague caused by
one infected human beings with bubonic plague, K4, is the expected number of new cases of
rodent infected with pneumonic plague caused by one infected human beings with pneumonic
plague, ky3 is the expected number of new cases of rodent infected with pneumonic plague
caused by one infected rodent with bubonic plague, ka4 is the expected number of new cases of
rodent infected with pneumonic plague caused by one infected rodent with pneumonic plague,
ks is the expected number of new cases of rodent infected with pneumonic plague caused by
one infected ea, Kue IS the expected number of new cases of rodent infected with pneumonic
plague caused by infected environment.

ks, is the expected number of new cases of infected ea caused by one infected human beings
with bubonic plague, ks, is the expected number of new cases of infected ea caused by one
infected human beings with pneumonic plague, ks is the expected number of new cases of
infected ea caused by one infected rodent with bubonic plague, ks, is the expected number
of new cases of infected ea caused by one infected rodent with pneumonic plague, Kss is the
expected number of new cases of infected ea caused by one infected ea, ksg is the expected
number of new cases of infected ea caused by infected environment.

K1 1S the expected number of new cases of infected environment caused by one infected human
beings with bubonic plague, Kg, is the expected number of new cases of infected environment
caused by one infected human beings with pneumonic plague, kg3 is the expected number of
new cases of infected environment caused by one infected rodent with bubonic plague, Kg4 is
the expected number of new cases of infected environment caused by one infected rodent with
pneumonic plague, Kgs is the expected number of new cases of infected environment caused by
one infected ea and Kgg is the expected number of new cases of infected environment caused
by infected environment.

Some elements are equal to zero since not all type at infection individuals infect others. For
example, human beings and rodent infected with bubonic and pneumonic do not cause new
cases of infected human beings and rodent with bubonic plague, this means that ki1, Ky, K13
and ki4 are equal to zero. There are no new cases of human beings infected with pneumonic
plague caused by rodent infected with pneumonic plague and from the infected eas, thus Kky3
and kys are equal to zero. Human and rodent infected with bubonic and pneumonic do not cause
new cases of infected rodent with bubonic plague, this means that ka1, K3», ka3 and k4 are equal
to zero.

Also no single case of rodent with pnemonic plague is caused by a human beings or rodent
infected with bubonic plague and from the infected eas which again means ka1, k43 and Kys
are equal to zero. A ea can neither infect itself nor by the environment and no new cases of
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the infected environment (pathogens in the environment) is caused by human beings and rodent
infected with bubonic plague, the infected ea or by itself which means Kss, Ksg, Ks1, Kez, Kes
and kgg are equal to zero. There are no new cases of human beings and rodent infected with
bubonic plague caused by infected environment (pathogens in the environment), and also no
disease transmission from human beings and rodent with pneumonic plague to ea. This means
K6, Kss, K52 and ks, are equal to zero (McCray, 2006; Heroven and Dersch, 2014).

Now replacing in matrix K the k;; elements with value zero, the matrix K becomes

O 1
0 0 0 0 kis O
Kot ko 0 Kkoaa 0 ko
0 0 0 0 k 0
K = » (10)
0 Kkiz Koz kaa 0  kus
kss O ksz O 0 0

0 ke2 O key O O

The expected number of new cases of i caused by one infectious individual of j generally
depends on the infectious period of individual of type j, the progression rate from one infective
class to another within the individual type j, the probability that the individual of type j survives
the incubation and the adequate contact rate: individual type j to individual type i depending on
the particular type of infected individual j under consideration. For example, k;s depends on the
infectious period of ea, probability that eas survives the incubation period and the adequate
contact rate: infected ea to human being. Using the method outlined by Gail and Benichou
(2000), we now derive the expressions for kj; basing on the adequate contact rate between
the infected individual type j and the susceptible individual type i, the expected duration of
infection of individual type j and the probability that the individual type j survive the duration
between the latent stage to the time an individual experience the onset clinical disease as in (11)

o 1
Effectlve Duration Probability that the
Kij gcontact§ g g individual survive § (11)
Rate infection the incubation period
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we then have:

Each element of the matrix K is the reproduction number for pairs of considered types
(Hartemink et al., 2008). The general interpretation of the matrix elements k;; is that; the
elements Ki1,Kio, Ko1, Koo and Kas, Kaa, Kaz, Kag arise within human beings and rodents respec-
tively as there are two groups of infectious classes which are those with bubonic plague 1A and
Ira and those with pneumonic plague Iy and Irg. These two groups differ in the way they

Koo = fh
15 ;" 2 2%t 2
k — =1 4
2 a( 4+ 4)
Kpp = 1 1) 2 mn
(@ q) 2+ )1+ 1+ 4)
k24: 2)2 rh
(@ 2) 2+ 3)( 3+ 3)
Ko = 12 3
- 12t 1 1+ 1+ 3
Ky = 2 4
% a( 4+ 4)
k — fr
% + 2+ 2
k _ (1 2)2 rr
44 =
@ )2+ 3)(s+ 3)
Kes = 2 2 3
: 22+ 3 3+ 3+ o
Ky = (1 1) 2 hr
4 =
(@ 1) 2+ )1+ 1+ 4)
ke = 2 2 3 rf
> 22+ 3 3t 3+
Kei = 12 1 hf
o 1 2F 1 1+ 1+ 3
@ - 3 1
(1 1) 2+ 1 3+ 1+ 1 1+ 1+ 4
@ 2o + 3 2
T 22+ 3 3+ 3+ o 3+ 3
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transmit Yersinia pestis. The bubonic plague infectious cases occur when bacteria infect the
lymphatic system and it is mainly transmitted through ea bite. In very rare cases the disease
may be transmitted through the interaction with the environment, and in almost negligible cases
the disease can be transmitted between human - human, human - rodent and rodent - rodent.
These are the reasons why the value of ki1, Ki», ki3, K14 and kyg are zero. While the group of
human beings and rodents infected with pneumonic plague occur when the bacteria infect the
lungs, it is transmitted through airborne transmission.

Basic Reproduction Number Rq

Diekmann et al. (1990) and Heesterbeek (2000) postulates that we obtain the basic reproduction
number Rq by computing the maximum modulus of the eigenvalues of the next-generation
matrix. Using mapple computing software package, the basic reproduction number is

1
3 4

1
Ro = T+ §(k44 + K22)

+ D T
(1+ 2 3)3

1+ 2 3

(o2l o

2 3>0

L= 8K, 12KukZ, + (36keskas  72Keskas + 36Kikos  12KZ,)kos + 8kE, + (36Keskas
72Kg2Kog + 36KaoKo4)Kas + 108KesKaoKog + 108KeoK24Kag

2= (6Kas® + (BKazkoa + 24KesKas)Kas + 12 KoaKaokas + 12 KeoKoakag)koo®
+24 Koa*Kao Koo + ((6 Kazkoa + 24 KeoKos)Kaa® + (30 Ka2®Kas® + 6 Kaa(Kez2Kos
+KeaKag)Koa + 114 KeaKagKeoKog)Kaa + 54 (KeoKas + KaoKoa) (KeaKazKog
+KeoK2aKag)) Koz + (12 KeaKazkos + 12 KeoKoaKag)Kaa® + 24 Kep?Kos*Kas®
+54 (Kazkoa + KeaKag)(KeaKazKos + KooKoaKag)Kaa + 81 Kep*Koa’Kas”
+90 KosKasKeoKaaKazkas + 81 Kea*Kaz"Kag”

3= ( 3kas® 12Keskas)kao® 6 Keokoo®kogkas + ( 3Kas® + ( 6Keakas 24 Kgokos
6 Keokag)Kas® + ( 18KeoKosKas 18 KeaKaokog)Kas 3 (KezKos + Kazkoa) (KazKas
+20 Kgakas + Ko2Kos))Koo? + ( 6 Kogkas®kas + ( 18 Keokoskas 18 KeaKaoKog)Kaa
+( 24ke’kos®  24Kes"Kas")Kaa 108 KeaKas(KeaKazkos + KeoKoaKag))Kaz
12Keokookaa® 3 (Kazkoa + KeaKag)(Kazkos + 20 KeoKos + KeaKag)Kas®
108 kasKez (Keakazkas + KookosKas)Kas  12Ke2’kas® 36 Kep” (Kazkoa
+KeaKag)Kos® 36 Koo (Kaz’Koa? + Kea’Kas?)Kos 12 (KaoKag + KesKas)®
4= 2KeaKag + 2KooKos + 2Kapkos + 2K3, + 2K3,  Skuskzo
Since pneumonic plague has multiple transmission cycles, the next-generation matrix method
gives the geometric mean of the number of infections per generation (Li and Blakeley, 2011).
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It depends on the expected number of new cases of human beings infected with pneumonic
plague caused by one infected human beings with pneumonic plague (k»,), the expected number
of new cases of human beings infected with pneumonic plague caused by one infected rodent
with pneumonic plague (k.4), the expected number of new cases of human beings infected
with pneumonic plague caused by infected environment (kys), the expected number of new
cases of rodent infected with pneumonic plague caused by one infected human beings with
pneumonic plague (Ks,), the expected number of new cases of rodent infected with pneumonic
plague caused by one infected rodent with pneumonic plague (ks4), the expected number of
new cases of rodent infected with pneumonic plague caused by infected environment (k4), the
expected number of new cases of infected environment caused by one infected human beings
with pneumonic plague (kg,) and the expected number of new cases of infected environment
caused by one infected rodent with pneumonic plague (Kes).

4.4.3 Local stability of the Disease Free Equilibrium point

In this section, we assess the local stability of the Disease Free Equilibrium (DFE) point of the
pneumonic plague disease system, in which we prove that the trajectories start arbitrary close to
the equilibrium point but do not precisely reach it. We do this by evaluating the Jacobian matrix
of system (1) - (4) at DFE point:

Then we have

I I
J(EO) — 11 12 (12)
J21 ‘J22

where Ji1, J12, J21 and J,, are (6 6) matrices given by;

O 1
0 (2+ 1) 0 —L oSt 0 0
0 + 1+ 0 0 0
Jll — 12 ( 3 1 1) (13)
0 @ 1) 2 3 (4+ 1+ 1) 0 0
0 T ) 4 S+ 1) 0
0 0 L proe 0 3
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(@) 1
'S
0 0 2pmSe 0
00 0 00
_Boo 0 00
Ja1 = 00 1 hfSE 2 hfSE 00 (14)
N N
0 O 1 riLfSF 2 hlfSF 0 0
N1 N1
00 0 & 00
O s 1
rhS 1 fh
0 0 S 0 g LS,
00 2= 0 = 1S,
S _gBoo o 0 o0 0 5)
“"Boo o 0 o0 0
00 0 0 0 0
0 0 1N;rSR O lNZrSR 1 ! ZSR
(@) 1
(2+ 3) 0 1Nr—;SR 0 +;SR 1!28R
2 2 (s+ 3 2) 0 0 0 0
1 + 0 0 0
Iy = ( 2) 2 33 . (3 S3) (16)
rfoF 4 rfoF
N N 2 0 0
3Nr3f5|: 4Nr3f5|= 0 ( , + 2) 0
0 2 0 0 4

N3

From the combined matrix J(E°), the diagonal entries from the rst, fth, sixth and tenth
column makes the four eigenvalues of the matrix (12). Theseare 1, ($+ 1), 3 and

2, how canceling their corresponding rows and columns we modify (12) and remain with
an (8  8) matrix with the modi ed J;1, J12, J»1 and Jy; as given in (17), (18), (19) and (20)
respectively;

(@) s 1
(2+ 1) 0 —=t
311:(% 12 (3+ 1+ 1) 0 § 17)
QT 1) 3 (a+ 1+ 1)
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OO 0 1 hrSR 1
N1
0 0 0
Jo1 = EO 0 0 g (18)
0 1 hfSE 2 hfSE
N1 N1
0 0 N—ll
OO 0 1 rhSH 1 fhSH 1.S 1
N3 N> 1=19H
Jip = go 0 0 0 0 § (19)
00 0 0 0
(@) 1
(2+ 3) 0 - ,\j;SR : ,\f,;SR 2SR
2 2 (3+ 3 2) 0
J2=B(1 2 3 (s+ 3) (20)
0 3Nr3f3|: 4Nr3fSF ( 2+ 2)
0 0 N—23

Making further computation we nd the other negative eigenvalues of the matrix 12 as 4,
(2+2), (3+3), (3+ 3+ )and ( .+ ). Alsothere are complex eigenvalues
with very long expressions and negative real part, we name them as p; + qui and  p, + Qi
where p1; p2 and g1; g, are real and imaginary part respectively. The computation show that the
last eigenvalue is negative if and only if Ry, < 1. By Morand et al. (2011) these results prove
that the equilibrium point E° is locally asymptotically stable. It then leads to Theorem 4.8.

Theorem 4.8
The Disease Free Equilibrium E° of pneumonic plague is locally asymptotically stable if Ry <
land unstable if Ry > 1.

4.4.4 Global stability of the disease-free equilibrium point

We employ the Metzler matrix method as described by Castillo-Chavez et al. (2002). We
divide the general pneumonic plague system (1) - (4) into transmitting and non-transmitting
components as stated below.

Let Y, be the vector for non-transmitting compartments, Y; be the vector for transmitting
compartments and Yg,. be the vector of disease free point.
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dy
dtn =A1(Yn Yegn) +A2Y;
% (21)
dy;
- — A Y
dt 3T
We will then have
Yn = (Sh; RH;SR;SF)T Yi = (En; lua; lue; Er; Ira; Irs; 15 A)
Yeon = (- = 0; —3- —2)
O 1
SH —i
Ru
Yoo YeEun = ESR —ig
SF 2s

In order to prove that the DFE point is globally and asymptotically stable, we are required to
show that Matrix A; has real negative eigenvalues and Az is a Metzler matrix in which all off
diagonal element must be non-negative. Referring to (29) we write the general model as given

below;

1
o) 1 o 1 'HA
1+ $Ry 1KSH 1SH; n
lne + (1 I $R Ry: R E
§4HB ( ) 3lha H 1H§:Alg H §+A2 R
3 1MSr  3S S 2 IraA

2!
2s Y Sk 2S —== Ire

and
kS (2 + 1)EH,

O 1 O 1
1 2EH slia (1) slha + )lha; |HA
1) 2En+ 3lua 4lus + 1)lus; |HB
iMSr ( 2+ 3)ER,
2 2BEr  3lra (3+ 2)Ira; |RA
1 2) 2Er+ 3lra ( 3+ 3)lgre; |RB
YSe (2+ z)lF,

+ ,-HB  _'RB
at 1 2
N N3
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For

Ihe I IrB
k= — + fh—— + + LA
( nh N, h N, rh N, 1A)
| | |
M =( rr% + er—F + hr GB + 1LA)
3 2 1
Y =( pe 1||—|Al;'|'1 2lhe + 3|RAI;'I'3 4|RB)
Now using the transmitting and non-transmitting element, we will have the matrices A, A, and
A as below: o 1
1 $ 0
0 + 0 0
0 0 3 O
0 0 0 2
@) 1
0 0 1N:hsﬁ, 0 lN;hSE' leth& 1! 15&
_BO ) 3 4 0 0 0 0
Az = 1 hrS% 1 rrSY 1 £rS% 1.<0 (23)
0 0 1 0 N3 N> l'ZSR
0 lN;ng 2N:fs|g O 3"\I3rfsg ?ﬂgfsg O 0
O 0 0 0 1
nn 0 S 0 Lt Amn 1Sy
1 2 no 0 0 0 0 0 0
Ng 3 N3 0 0 0 0 0
rSO rrsO rSO
Az = 0 0 +1R N4 0 : Ns : '\flz = alaSg (24)
0 0 0 2 2 Ng 0 0 0
0 0 0 (1 2) 2 3 Ng 0 0
0 Ng 2Nhlf5p 3Nr3f52 4Nr3ng n, 0
0 0 0 0 0 0 0 4
where

N=C2+ 1) N=(3+ 1+ 1) Nng=( 4+ 1+ 1)

Ng=(2+ 3) Ns=(3+ 3+ 3) Ng=( 3+ 3)

— — _ 1 nFSg
nz=(2+2) ne=@1 1) Ng = — =
0 — _1 0 — _3 0 — _2s
Sh = Sr = - Sk )

Computing the eigenvalues of matrix A;, we nd that the eigenvaluesare ;, ,, zand
(B + ). The result now con rms that the system

dYn
dt

= Al(Yn YEo;n) + AoY;
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is globally and asymptotically stable at Yg,. Also we nd that all its off-diagonal elements of
the matrix Az are non-negative and thus Az is a Metzler stable matrix. Therefore Disease Free
Equilibrium point for pneumonic plague system is globally asymptotically stable and as a result
we have the following theorem:

Theorem 4.9
The disease-free equilibrium point is globally asymptotically stable in E° if Ry < land unstable
if Rp > 1.

4.4.5 Existence of Endemic Equilibrium

Now, we investigate conditions for existence of the endemic equilibrium points of pneumonic
plague disease. The equilibrium point E (Sy; Ey; luas lus: Ry Sk Er: Iray Ire: Sk 1E,
A ) is obtained by solving the equations obtained by setting the derivatives of (1)-(4) equal to
zero.

Ifwelet ,, g, g and , be the force of infection for human beings, rodents, eas and the
environment respectively as given in (25) - (28).

| | |

H= thH—f + th—F2 + NR: + LA (25)
| | |

R — rrNL;3 + er_F2 + pr l|\_l|f + LA (26)

A Ira
= o A+ 1 )RA 27
R hf Nl rf( )N3 ( )
| |
A— 4+ 1%‘*‘ 2% (28)
1 3

Itis clear that , is an increasing function of Ig, Irg, Ir and A. When the the force of infec-
tion is high, the rate at which human beings progress from susceptible to exposed will increase,
thus the number of human beings becoming exposed to the disease will as well increase. The
increase of number of exposed human beings will lead to the increases of the number of human
beings progressing and become bubonic or pneumonic plague infectives. However when the
force of infection is low, the rate at which human beings progress from susceptible to exposed
decreases and consequently it decreases the infection rate. That is to say if we assume that when
the force of infection is high then Iyg = lug1, Ire = Ire1, I = IF1 and A = Al and when
the force of infection is low then lyg = Ing2, Ire = Ire2, Ir = lgz and A = Al, since | is
an increasing function then | (Iug1; Ire1; Ir1;AL) > L (lus2; Ire2; IF2; A2).

If the force of infection for human being is assumed to be very high, thatis , ¥ 1, gradually
the susceptible human will approach zero Sy 0 and recovered human beings will approach a
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non-zero endemic point. Moreover the number of exposed human beings (Ey ), human beings
infected with bubonic plague (1) and human beings infected with pneumonic plague (Iyg)
will rise approaching a non-zero endemic point E,,, I, and I,5.

The force of infection in rodent  is an increasing function of Irg, Iug, Ir and A. As we
increase the force of infection for rodent, thatis r ¥ 71, gradually the number of susceptible
rodents will approach zero Sg 0. As the progression rate of the susceptible rodent to infected
increases, the rodent exposed to the disease Er, the number rodent infected with bubonic plague
Ira and the number of rodent infected with pneumonic plague Irg will rise and approach a
non-negative endemic point, Eg, Iz, and Igg.

The force of infection in ea ( ) is an increasing function of Igra and Iya. Now assuming the
enormous increasing force of infection for ea, thatisas ¥ 1, the number of susceptible

eas, Sg, will gradually approach zero. As the rate at which a ea gets infection increases, I¢
will approach non-zero endemic level 1.

Force of infection in the environment in our case is an overall rate at which pathogens are
populated in the environment. 4 is the increasing function of Ig and Irg. Now if we assume
the mammoth increase of the force of infection to the environment, thatisas , ¥ 1 will lead
to the proportional increase the the number of pathogens shad in the environment.

Using the study by De La Sen et al. (2011), we study the existence of endemic equilibrium
through numerical simulation. We choose the values of the parameter that constitute the basic
reproduction number in such a way that Ro > 1, in our case we have Ry = 76 .

@ (b)

Figure 24: The solution trajectories showing the endemic equilibrium point.

In order to examine the existence of endemic equilibrium point we show that the exposed,
infected and recovered classes in human beings, rodents and eas and the number of pathogens
in the environment are different from zero. Figure 24b is the zoomed view of Fig. 24a which
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shows that; the susceptible population in human being, rodent and ea approaches zero while
on the other hand the exposed, infected and the recovery classes in human being, rodent ea
and the pathogens in environment reaches maximum and then converging to non-zero endemic
equilibrium point.

We then derive the conditions under which the endemic equilibrium points are stable or unsta-
ble. That is, we show whether the solution starting suf ciently close to the equilibrium remains
close to the equilibrium and approaches the equilibrium ast ¥ 1, or if there are solutions
starting arbitrary close to the equilibrium which do not approach it respectively.

4.4.6 Global stability of Endemic equilibrium point

Van den Driessche and Watmough (2002) postulate that the local stability of the Disease Free
Equilibrium advocates for local stability of the Endemic Equilibrium for the reverse condition.
We therefore focus on  nding the global stability of Endemic equilibrium. We use Korobeinikov
approach in which we formulate a suitable Lyapunov function for pneumonic plague model
(Van den Driessche and Watmough, 2002; Korobeinikov, 2004, 2007).

The Lyapunov function is as given in the form below;

><
V= ayi Ylny)

where a; is de ned as a properly selected positive constant, y; de nes the population of the ith
compartment, and y; is the equilibrium point.
We will have the following Lyapunov function:

V= WSy SyInSu)+Wo(Eny EyInEn) +Ws(lua  lyalnlpya) + Wa(lus
lug IN1hs) + Ws(Ry Ry INRy) +We(Sk SgInSg) + W7 (Er  Eg INER)
+Ws(lra  lralnlra) + Wo(lrg  Ing INTrg) + Wio(Se Sg InSg)
+Wi(le I Inl) +Wp(A A InA)

The constants W; are non-negative in  for i = 1;2;3:::12. The function V together with its
constants W1 ; W,:::Wy, are chosen such that V is continuous and differentiable in

We compute the time derivative of V to get;

W= Wil S WL EH)UER Wy(1 jua)dla (1 ue)dine
+Ws (1 H)d + Ws(1 R)d +W>(1 R)d + Ws(1 IRA)dIRA
+Wy(1 : - dIRB + Wio(1 F)d + Wi (1 |F d(;tF

A dA
+Wp(l )%
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Using system (1) - (4) we will have

W= Wil ) 1 +BRy (R e+ mBE+LAS, 1Sy
+W,(1 g el a( hhI + fh,l\l_F2+ rhIRB + 1L A)SH  (2+ 1)EH]

+W;3(1 |HA)[ 1 2EH slua (T ) 3lha (1+ 1)lkal

+W,(1 |HB)[(1 1) 2BEu+ 3lua 4lue (1+ 1)lks]

+W;s(1 RH)[ alme + (1 ) 3lua SRy 1RH]

+We(1 B )[ 3 1( rrl'NQ_?"' fris + heik2 + 1LA)Sk SR

+W-(1 )[ 1( e BB+ fre 'H—B+ '2A)5R (2+ 3)ER]

+We(1  B2)[ 2 2ER 3|RA (s+ 2)|RA]

+Wo(1 |RB)[(1 2) 2Er+ 3lra ( 3+ 3)Ire]

+Wio(1l  GE) 25 ( petluareles g sleatalee)g, 5]

Wi (L {E)] ( ppteageiue + A as)S ()]

3
+Wio(1 ) 4+ 1'“8 + 2',(,*—5s 4A]

|RA

Using system (1) - (4) at endemic equilibrium we derive the following;

lhay2 W, (1

§o= Wil )2 Wo(1 ER)? W1 ma

Ws(l B2 We(l &) Wil g2 We(l 22)?

Wo(l E2)2 W;0(1 gE)2 Wyl E)?

Wi(1  5-)% + F(Sh;En; lua; lue; Ru; Sri Er; Ira; Ire; Sk 1g; A)
where the function F(Sh;En; lna; Ine; RA; Sk Er; Ira; Ire; Sk; IF; A) is non-positive,
Now following the procedures by McCluskey (2006) and Korobeinikov and Wake (2002). We
take that

F(Su; En; lha; lue; Ru; Sk ER; Ira; IR SF; IF;A) 0

for all values of
SH; En; lhas lue; Ry Sr; Er; Ira; Ire; Sk IE; A

Then ‘L—‘{ 0 for all values of Sy En: lna: lue: Ru:Sr: Er: Ira: Irg: Se; Ie; A and it is
zero when Sy = S ;En = Egilua = lgailue = Iyg;Re = Ry Sk = Sk Er =
EriIra = Igrai Ire = lggi Sk = Sg; Ir = Iz; A = A . Hence the largest compact invariant
setin Su: En: lha: lue: Ry Sr: Er; Ira: Ire: Se; I A such that &~ dV = 0 is the singleton E
which is the Endemic Equilibrium point of the pneumonic plague system (2) - (4). Now using
LaSalles’s invariant principle by La Salle (1976), it implies that E is globally asymptotically
stable in the interior of the region of Sy, En, Ina, 4B, RH, Sk, Er, IrA, IrB, SF, IF, A and
thus leads to the theorem below:

Theorem 4.10
If Rp > 1 then the model system (1) - (4) of pneumonic plague has a unique endemic equilib-
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rium point E which is globally asymptotically stable in Sy, En, Ina, lhe, Ru, Sk, Er, Ira,
Ire, Sk, Ir, A

4.5 Sensitivity and Elasticity analysis and Numerical Simulation

In this section, we determine the behavior and strength of model predictions with respect to
parameter values. We use sensitivity and elasticity analysis to determine the impact of k;; on
the basic reproduction number Ry in order to set the required control strategies for pneumonic
plague.

45.1 Parameter Estimation
The parameters are taken from the literature that relate to this study, the present information on
pneumonic plague and through estimation using sensitivity analysis and simulations. Table 9

shows the values of the parameters as used in the model.

Table 9: Parameter values for pneumonic plague disease

Parameters Value/Range Reference/Source
rf 0.6 Ngeleja et al. (2016)
fh 0.09 Benkirane et al. (2009)
fr 4.7 Li (1993)
0.7 Estimated
1 0.9 Ngeleja et al. (2016)
4 0.006 Estimated
1 0.9 Ngeleja et al. (2016)
hf 0.28 Benkirane et al. (2009)
4 0.89 Ngeleja et al. (2016)
2 0.95 Estimated
2 0.91 Estimated
3 0.6 estimated
$ 0.1 Keeling and Gilligan (2000a)
1 0.04 Keeling and Gilligan (2000a)
1 0.37 Estimated
1 0.04 Keeling and Gilligan (2000a)
5 0.89 Estimated

Continued on next page

92



Table 9 Continued from previous page

Parameters Value/Range Reference/Source
3 0.05 Keeling and Gilligan (2000b)
3 0.2 Galtier and Mouchiroud (1998)
LY 0.8 Estimated
I, 0.04 Estimated
4 0.1 Ngeleja et al. (2016)
2 0.07 Benkirane et al. (2009)
1 0.6 Estimated
2 0.4 Estimated
2 0.03 Benkirane et al. (2009)
3 0.015 Estimated
1 0.09 Ngeleja et al. (2016)
25 0.008 Keeling and Gilligan (2000b)
3 0.03 Keeling and Gilligan (2000a)
0.99 Ngeleja et al. (2016)
hh 0.019 Estimated
rr 0.029 Estimated
hr 0.005 Estimated
rh 0.09 Estimated

Figure 25a, Fig. 25b, Fig. 25c and Fig. 25d show the dynamics of the disease in human
beings, rodents, eas and pathogens in the environment respectively. In human beings, we see
that the the exposed En, bubonic and pneumonic plague infectious Iy A and Iy g, and recovery
Ry classes slightly increase before it settle at its equilibrium points. The susceptible class Sy
experience a fast decrease within the rst year and then it gradually decrease to its endemic
point. In rodent population, all compartments Sg, Er , Ira and Igg show a marginal increase
before they all attain the endemic equilibrium point. The compartment in eas and pathogens
in the environment also experience the marginal increase before they reach the endemic point.

Bubonic plague serves as the primary stage of pneumonic plague in this study, it is mainly
transferred when the infected ea bites the susceptible human being or rodent. The fraction of
human being and rodent infected with bubonic plague if not treated may progress and become
the pneumonic plague infectives. This means that the increase of the number of human beings
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Figure 25: The dynamics of human beings, rodents, eas and pathogens in the environment with
baseline parameter values given in Table 9.

and rodents with bubonic plague will also increase the number of human beings and rodents
with pneumonic plague (Felek et al., 2010). Figure 26 shows the in uence of number of infec-
tious individuals due to the increased number of infected ea to the human beings and rodents
infected with bubonic plague. Figure 27 shows the in uence of number of infectious individ-
uals due to human beings and rodents infected with bubonic plague to the human beings and
rodents with pneumonic plague. This output is because the increase of the number of individual
with bubonic plague consequently increases the progression rate of individuals (human being
and rodent) with Bubonic Plague to individuals with Pneumonic Plague.

Figure 26 shows that when the number of infected ea increases the number of human beings
and rodents infected with Bubonic plague also increase. It implies that the increased number
of infected eas will increase the probability of a human being or a rodent to be bitten by the
infected ea. As a result it increases the number of human beings and rodents infected with
Bubonic plague.
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Figure 26: The effect of increased infected eas on the number of human beings and rodents with
Bubonic Plague

(@) (b)

Figure 27: The effect of increased number of human beings and rodents with Bubonic Plague on the
number of human beings and rodents with Pneumonic Plague
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Figure 28: The effect of increased humber pathogens in the environment on the number of human
beings and rodents with Pneumonic Plague

The environment infested with pathogens also plays a great role in transmitting the pneumonic
plague bacteria to the human being or rodent populations. The bacteria may be transmitted
through airborne transmission (droplet contact). When a human being or rodent with pneumonic
plague coughs or sneezes the bacteria are moved to the environment and upon adequate contact
it may lead to infection to human beings or rodents (Prentice and Rahalison, 2007).

Figure 28 shows the in uence of pathogens in the environment to the number of human beings
and rodents with pneumonic plague. The gure portrays that the increase in the number of
pathogens in the environment proportionally increases the number of human beings and rodents
with Pneumonic Plague, this is due to the fact that the increase the pathogens in the environment
will also increase the rate/probability that air that one (human being or rodents) breathes in
contain yersinia pestis which may leads to infection.

Environment also is greatly affected when the number of human and rodent with Pneumonic
Plague is increased (Himsworth et al., 2013). In Fig 29, we see that as the number of human
and rodent with pneumonic plague increases the pathogens in the environment increase as well.
This result is realistic due to the fact that human and rodent infected with Pneumonic Plague do
release yersinia pestis bacteria into the environment through coughing or sneezing (Orloski and
Lathrop, 2003).

4.5.2 Sensitivity and Elasticity analysis of Rg

In this section, we determine the effect of parameters in the variation of the basic reproduction
number using sensitivity analysis. We also perform the elasticity analysis to quantify the relative
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Figure 29: The effect of increased number of human beings and rodents with Pneumonic Plague on the
number of pathogens in the environment

change in Rq in response to the change in a parameter. Hartemink (2009) analyzed the steps
to study the sensitivity and elasticity of the basic reproduction number R, to the changes in
elements kj; or to the parameters that describe them. We employ the steps in our model as
given below.

Sensitivity

The sensitivity s;; of a matrix K is de ned as the change in the basic reproduction number
(Ro) which is the the maximum modulus of the eigenvalues of the matrix K due to change in

elements kj; given by
_ ORy,
Okij
The values s;; form a sensitivity matrix S;; which is computed from the left and right eigenvec-

Sij (29)

tors of the next generation matrix corresponding to its dominant eigenvalue (Caswell, 2001).

For individual parameters the sensitivity s( ) is given by

7% BRo 0Ky,

ok, @ (30)

s( )=

ij
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Elasticity

Elasticity is de ned as the proportional change in R, due to a proportional change in the matrix
element. Now the elasticity e;; of a matrix element k;; is de ned as

_ kij GRo.

8ij = Rom (31)
For individual parameters the elasticity e( ) is given by
< @R @k;
e( )= — - 32
O=% G s (32)

1J

Table 10 shows the sensitivity and elasticity of the basic reproduction number R, for the given
parameter values. From the table we see that Ry is most sensitive to expected number of new
cases of the contaminated environment caused by one rodent infected with pneumonic plague
ksa. Ry is also sensitive to other kfi like the the expected number of new cases of rodent in-
fected with pneumonic plague caused by one infected rodent with pneumonic plague (Kas), the
expected number of new cases of contaminated environment caused by one infected human be-
ings with pneumonic plague (Kg2), the expected number of new cases of human beings infected
with pneumonic plague caused by one infected rodent with pneumonic plague (kz4), the ex-
pected number of new cases of rodent infected with pneumonic plague caused by one infected
human beings with pneumonic plague (k42) and the expected number of new cases of rodent
infected with pneumonic plague caused by contaminated environment (ks). The basic repro-
duction number (Rp) is least sensitive to (Kye) Which is the expected number of new cases of
human beings infected with pneumonic plague caused by infected environment. From Table
10, we also see that Rq is more elastic to the expected number of new cases of infected environ-
ment caused by one infected rodent with pneumonic plague (Kes). It is also least elastic to the
expected number of new cases of human beings infected with pneumonic plague caused by one
infected human beings with pneumonic plague (k»,).

From the Table 10 it can be seen that the sensitivity of all kj;s are positive. The positive sign
implies that increasing (decreasing) any ki; will consequently increase (decrease) the basic
reproduction number. For example, the sensitivity of ke, = 0:408 implies that increasing the
expected number of new cases of infected environment caused by one infected rodent with
pneumonic plague by 10% will increase the value of the basic reproduction number by 4%.
Figure 30, shows the effect of Ky, Kos, Kog, Kaz, Kaa, Kag, Ks2 and kg4 0N the basic reproduction
number .

The marginal increase of each kij; brings about a signi cant increase in the basic reproduction
number, which means that to effectively control the disease an effort should be made to reduce
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Figure 30: The Effect of kjj on the Basic Reproduction Number
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Table 10: Sensitivity and elasticity of Rq for pneumonic plague.

Variable Sensitivity Index Elasticity
Koo 0.2818959031 0.031
Koa 0.3345433940 0.038
Koe 0.2748857038 0.214
Kao 0.3226507761 0.138
Kaa 0.3829097350 0.123
Kae 0.3146270825 0.121
Keo 0.3437425664 0.113
Kea 0.4079406747 0.222

the magnitude of each kjj. We then need to reduce expected number of new cases of human
beings infected with pneumonic plague caused by one infected human beings with pneumonic
plague ko,.

This may be done through reducing the probability that human being survive the incubation
period, human’s incubation period, and adequate contact rate between people infected with
pneumonic plague. ky, may be reduced through reducing adequate contact rate between ro-
dent infected with Pneumonic Plague to human being, The probability that a rodent infected
with pneumonic plague survives the incubation period and the infectious period of rodent with
pneumonic plague, ks may be reduced by reducing the period that the environment remains
contaminated with pathogens causing the disease, The probability that the environment survive
the period taken by pathogens to reach the threshold necessary to infect the environment and
thus transmit pneumonic plague disease to human beings and Adequate contact rate: Pathogens
in the environment to human beings. We can reduce the value of k4, by reducing the probability
that human beings with Pneumonic Plague survive the incubation period, Infectious period of
human beings with pneumonic plague and the adequate contact rate between the human beings
infected with Pneumonic Plague and rodent. Reducing ky4 may be by reducing the infectious
period of rodent infected with pneumonic plague, the adequate contact rate between the rodent
with pnemonic plague and a susceptible rodent and the probability that a rodent survives the
period between exposure and onset of symptoms of pneumonic plague. ks can be controlled
by reducing the adequate contact rate from pathogens in the environment to rodent, the period
that the environment remain contaminated with pathogens causing the disease and the prob-
ability that pathogens survive the period to reach the threshold necessary to contaminate the
environment and thus transmit pneumonic plague disease to rodent. kg, may be reduced by
reducing the probability that a human beings with pneumonic plague and capable of transmit-
ting the pathogens to the environment survive the incubation period, the infectious period of a
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human being infected with pneumonic plague, and the shading rate of pathogens in the soil/en-
vironment from a human being infected with pneumonic plague and we can as well reduce kg4
by reducing the probability that a rodent with pneumonic plague and capable of transmitting
the pathogens to the environment survive the incubation period, the infective period of a rodent
infected with pneumonic plague, and the shading rate of pathogens in the soil/environment from
a rodent infected with pneumonic plague.

4.6 Discussion

The magni cent transmission capacity displayed in the numerical results, show that, Pneumonic
plague is very fatal and threaten the life of human beings, rodents (including the domestic
animals) and the eas. The results demonstrate the vital role played by human beings and
rodents with bubonic plague as agents in the transmission and spread of the pneumonic plague
disease. It is a fact that if an individual (human being or rodent) with bubonic plague is not
treated, the probability of progressing and becoming the pneumonic plague infective is very
high (Lathem et al., 2007). Thus the result justi es the reason why an infected ea plays the
vital role in the transmission of pneumonic plague, for it is the main agent for bubonic plague
transmission to both human beings and rodents.

Pneumonic plague is on top of list of diseases that could be used as a bio-weapon (Oren, 2009).
The results in this study show a signi cant relationship between the increase of the number of
human beings and rodents with pneumonic plague and the pathogens in the environment. This
implies that when the environment is favorable for the pathogens to spread the disease becoming
extremely dangerous with increased prevalence and deaths.

Results in Fig 30 show a positive relationship between the basic reproduction number and the
expected number of new cases of each pair k;;. This means that as the number of new cases of i
caused by one infected individual j increases. It consequently increases the basic reproduction
number. Now since all individuals act as the potential agents for transmission of the disease,
this indicates to us that when the disease occur it will spread to a large community very fast.

The strategy that may have a great and positive impact on the control of pneumonic plague, is
the one that will reduce the effect of kj; on the basic reproduction number. This may gener-
ally be done through the following strategies: one is reducing the individual’s infective period,;
two is reducing the probability that the individual survives the incubation period, and three is
reducing the adequate contact rate between one infective agent and the other susceptible indi-
viduals. These three strategies will reduce the number of infections an individual can produce
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by reducing the values of kj; and as a result reduce the value of the basic reproduction number.

4.7 Conclusion

A deterministic SEIR model with modi cation was developed and analysed to study the dy-
namics of pneumonic plague. The analytical results show that the disease free equilibrium point
(DFE) and the endemic equilibrium point (EE) exist and were found to be locally and globally
asymptotically stable whenever they exist. In order to determine the number of infections an
individual can produce we computed the basic reproduction number using the next generation
Matrix method.

From this study it is clear, from the analytical results and simulations, that pneumonic plague
can be very dangerous to a point of being fatal. There must be plans that will effectively analyze
the control strategies of the disease when it occurs. With the support of the numerical analyses
in this study we recommend that any control strategy for pneumonic plague should concentrate
on reducing the effect of the expected number of new cases of each pair kj; has to the basic
reproduction number.
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CHAPTER FIVE

Mathematical model for plague disease dynamics with Yersinia pestis in the environment #

Abstract: Inthis chapter, we develop a deterministic model to study the dynamics of plague dis-
ease. The model considers three forms of plague disease which are bubonic plague, septicemic
plague and pneumonic plague. In the model we consider four populations: human beings,
rodents, eas and pathogens in the environment. We determine conditions for extinction and
persistence of the disease using the basic reproduction number. We establish the conditions for
local and global stability of disease free and endemic equilibrium points. Sensitivity analysis
of the basic reproduction number is computed to determine the parameters to which the basic
reproduction number is most and least sensitive. We use numerical simulations to show the
dynamical behaviour of the model that brings out factors that in uence the spread and transmis-
sion of plague disease. According to the results we point out the necessity of early treatment
in order to reduce the number of individuals that progress from one primary form of plague
disease to secondary forms. It is also recommended that proper measure be taken to reduce the
force of infection to human beings, rodent, ea and to the environment

Keywords: Plague disease; sensitivity analysis; Yersinia pestis; endemic equilibrium; disease
free equilibrium; environmental transmission.

5.1 Introduction

Plague holds an extraordinary record in history and has brought about massive effects on the
development of modern civilization. It has affected different countries around the world on
continents such as Asia, Africa and Europe. At its early days the root of plague was unknown
so it led to massive deaths and panic of the people all around the world (Fraser et al., 2007).
Plague is very severe, frequently lethal and potentially epidemic re-imaging disease caused by
infection with the Gram negative bacterium called Yersinia pestis. It is primarily carried by wild
rodents (most notably rats) and spread to humans via ea bites. It remains to be notorious and a
threat to human societies throughout history, due to the unrivaled scale of death and devastation
it brought over the history (Wagner et al., 2014).

Plague disease mainly occurs in three forms which are bubonic, septicemic and pneumonic
plague (Kugeler et al., 2015). The adequate contact between the ea infested with pathogens

4This chapter is based on the manuscript: Mathematical model for plague disease dynamics with Yersinia pestis
in the environment.
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and the susceptible individual (through bite) results in primary bubonic plague or septicemic
plague. In very rare cases one may get bubonic plague infection through contact with contam-
inated uid or tissue. Septicemic plague occurs when the bacteria infect blood streams. One
may be exposed to septicemic plague through physical contact (including sexual contact). An
example is when humans being without using proper precautions, handles tissue or body u-
ids of an animal that is infected by plague during skinning infected animal. Animals like cats
may be infected by eating infected rats. The other and most severe form of plague is pneu-
monic Plague which is transmitted through infectious droplets. When a person with plague
pneumonia coughs, droplets containing the plague bacteria are deposited into air, and if these
bacteria-containing droplets are breathed in by another person they can cause pneumonic plague
infection (Butler, 2013; Prentice and Rahalison, 2007; Butler, 2012).

When the environmental conditions are favorable, Yersinia pestis may survive outside the host
and remain infectious for a over 24 hours as an aerosol. But when it is exposed to the sunlight
and heat outside of the living host it will quickly die after an hour (Eisen et al., 2008; Gengler
et al., 2015). In addition the study by Chenau et al. (2014) and McCauley et al. (2015) also
postulate that plague bacterium can survive for at least 24 days in contaminated soil under
natural conditions. This indicates that soil/environment may be used as an important agent in
the transmission and spread of plague disease especially in pneumonic form.

Plague disease does not only occur naturally, numerous countries have found ways to use
plague bacteria as a biological weapon. Substantial researches on the same have been con-
ducted by many countries mostly developed countries. Some countries were able to make an
actual weapon system that spread the plague bacteria (Yersinia pestis) directly, without the
need of a vector (e.g eas). An example is that of the Japanese army who used plague as a
weapon against the Chinese in which the attacker dropped plague-infected eas from an air-
plane (Szinicz, 2005). Due to its enormous potential of being used as a bio-weapon plague is
raising concern at the level of individual, community and national security as it can be used by
terrorists.

Yersinia pestis, can sustain their survival in a cycle that involve rodents (mostly wild rats) and

eas. Other domestic animals like cat, dogs and goats may also support the survival of yersinia
pestis bacteria (Laudisoit et al., 2012). Plague may persist in a community for a very long
time through the enzootic cycle, in which plague bacteria circulate within some rodent and
other few domestic animals population at very low rate. The low circulation rate within these
populations makes them save as a long time reservoirs for bacteria. But in other cases plague
disease is epizootic, in which some animal species including human become infected, causing
an outbreak (Burt, 2006).

104



Africa is among the continents that have been greatly affected by plague. The study by Neer-
inckx et al. (2010) narrates that most plague cases in human since the 1990s have occurred in
Africa. Almost all of the reported cases in the last 20 years have occurred among people and
communities in small towns and villages or agricultural areas. The number of plague cases
reported each year is still signi cant although the true number may be higher as reported by
Neerinckx et al. (2010). Plague remains to be a public-health concern in the world but most
particularly in African countries where there is low economy and poor living conditions and
sanitation. Due to the seasonal distribution of yersinia pestis reservoirs which are mainly rats
and the vector ea the occurrence of plague disease is also seasonal (Elschner et al., 2012).

Studies of plague disease particularly with mathematical approach have generally focused on
speci ¢ form of plague predominantly bubonic plague and very few of pneumonic and sep-
ticemic plague. But in order to understand the clear dynamics of plague disease there is a need
to assume the possibility of all the three forms of plague in the community at the same time
for adequate control strategy (Pechous et al., 2015). As postulated by Mead (2013), the three
main forms of plague have very stable mutual occurrences. When an infected individual with
one primary form of plague disease for example bubonic plague is not treated may progress
to the another secondary stage of the disease like Septicemic or pneumonic. This justi es the
possibility of the occurrence of all three forms of plague in the community. This study focuses
in developing the mathematical model that includes all three major forms of plague with the full
coverage of their modes of transmissions in order to study its dynamics and spreading capacity.

5.2 Mathematical formulation

In this section, we formulate a model using the standard SEIR (Susceptible, Exposed, Infec-
tious, Recoveries) models in order to study the dynamics of the plague disease and ultimately
analyze the best way to combat the disease when it occurs in a community .

5.2.1 Variables and Parameters used in the model and their description

In this section we present variable and parameter and their description used in the model
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Table 11: Variables and their description for plague disease.

Variable Description

SH Susceptible Human population

Enx Exposed human population

lue Infectious human population with bubonic
plague

lus Infectious human population with septicemic
plague

lhp Infectious human population with Pneu-
monic plague

Ru Recovered Human population

Sk Susceptible rodents

Er Exposed rodents

Ire Infectious rodents with bubonic plague

Irs Infectious rodents with septicemic plague

Irp Infectious rodents with pneumonic plague

Sk Susceptible eas

Ie Infected eas

Pathogens in the soil/environment

Table 12: Parameters and their description for plague disease.

Parameters Description
rbf Adequate contact rate: between Igg and ea
rsf Adequate contact rate: between Irs and ea
fh Adequate contact rate: between infectious ea and human
fr Adequate contact rate: between infectious ea and rodent
hph Adequate contact rate: between I4p and Sy
hsh Adequate contact rate: between s and Sy
rbh Adequate contact rate: between Irg and Sy
rph Adequate contact rate:between Igp and Sy
rsh Adequate contact rate: between Irs and Sy
1 Probability that human progress from susceptible to exposed
2 Progression rate out of exposed human to infectious state
1 3 Progression rate out of Iy to Ip
5 3 Progression rate out of Iyg t0 Ry

Continued on next page
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Table 12 Continued from previous page

Parameters Description
3 3 Progression rate out of Iy to s
1b Disease induced death rate of Iy
4 Progression rate out of 15 to Iyp and Ry
1s Disease induced death rate of g
5 Progression rate out of Iyp to Ry
1p Disease induced death rate of Iyp
1 Probability that rodent progress from susceptible to exposed state
hof Adequate contact rate: between Ig and ea
hsf Adequate contact rate: between s and ea
rpr Adequate contact rate: between Irp and Sg
rsr Adequate contact rate: between Irs and Sg
hpr Adequate contact rate: between Iyp and Sg
hsr Adequate contact rate: between lys and Sg
2 The rate at which rodent become infectious .
3 Progression rate out of Irg to Irs and Irp
3b Disease induced death rate of Igrg
4 Progression rate out of Irs to Irp
3s Disease induced death rate of Irg
3p Disease induced death rate of Irp
$ Progression rate of recovered human being to susceptible state
1 Natural death rate for Human being
2 Natural death rate for Flea
3 Natural death rate for rodent
LB Adequate contact rate: between Pathogens and Human being
I, Adequate contact rate: between Pathogens and rodent
1 Recruitment rate of pathogens to the environment by I4p
2 Recruitment rate of pathogens to the environment by Irp
4 Natural death rate for Pathogens
1 Recruitment rate of human beings
2 Recruitment rate of eas
3 Recruitment rate of rodents
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5.2.2 Model description

In the Model, we have four populations which are the Human population, Fleas, Rodents and
the Pathogens in the environment. The Human population is divided into six subgroups: the
subgroup of people who have not contracted the disease but may get it if they get to contact
lns, lne, Irs, lup, If Or A to be referred to as susceptible and denoted by Sy, People who
have the disease but haven’t shown any symptom and incapable of transmitting the disease to be
referred to as Exposed and denoted by E; those who are infected and capable of transmitting
the disease are divided into three subgroups: there are those who have bubonic plague denoted
by Iyg, those with septicemic plague denoted by I4s and those who have Pneumonic plague
disease denoted by Ip. The fraction of population in Iyg if treated may recover and move
to subgroup Ry otherwise they progress either to a septicemic disease infectives lys, or to
pneumonic plague disease infective Ip or else they die. The population in the subgroup s if
treated they recover and progress to the subgroup Ry and if not treated they progress and join
subgroup I4p otherwise they die. The population of the subgroup I4p is considered as a very
dangerous stage of plague disease, it is very fatal stage of plague disease with the fatality rate
of about 100%, however if treated they recover and join subgroup Ry otherwise they die. So
the total human population N is as given by (1):

N;y =Sy + En + g + lns + lhp + Ry: (1)

Fleas are divided into two sub-groups, those who have not contracted the disease but may get it
if they get in contact with infectious agent (rodent or human) referred to as susceptible eaand
denoted by Sg and those who are infected and are capable of transmitting the disease referred
to as infectives and denoted by I¢. The total ea population N, is as given by (2)

N, = Sg + Ig: (2)

The rodents are divided into ve sub-groups; those who have not contracted the disease but may
get it if they get in contact with Iys, Inp, Irs, Inp, Ir Or A, referred to as susceptible rodents
and denoted by Sg; those who have the disease but haven’t shown any symptom and incapable
of transmitting the disease referred to as Exposed and denoted by Eg, those who are infected
and capable of transmitting the disease are divided into three subgroups, there are those who
have bubonic plague denoted by Irg, those with septicemic plague denoted by Irs and those
who have Pneumonic plague Irp. The fraction of population in Irg may progress to either
a septicemic plague disease infectives Irs, or to preneumonic plague disease infectives Irp.
The rodent population in the subgroup Irs may either progress to preneumonic plague disease
infectives Irp otherwise they die. The population in the subgroup IgP is considered as a very
dangerous stage of plague disease and very fatal so the mortality due to disease in this subgroup
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is approximated to be 100% . Then the total rodent population N3 is as given by (3)
N3 =Sg + Er + Irg + Irs + Irp: (3)

The individuals with pneumonic plague may release pathogens causing plague disease to the
environment denoted by A through coughing or sneezing. When the condition in soil/environ-
ment is favorable, pathogens may remain infectious in the environment for long time. When
a susceptible individual adequately interact with the environment infested with yersinia pestis
gets the disease even in the absence of any vector.

Now, based on the description of interaction stated, we develop the a compartmental diagram
that describe dynamics of the plague disease in Human, Rodent, Flea and Pathogens in the
environment as given in Fig 31

Figure 31: Compartment Model for Plague Disease

5.2.3 Description of interactions

The susceptible eas in sub-group Sg get Yersinia pestis bacteria through biting the infected
rodent Irg or Irs Who are the primary reservoir for the bacteria and become infected at the
rates ¢ and s¢ respectively. Flea may also get the disease when they bite the infected
human being with bubonic plague I4g or septicemic plague Iys at the rates e and  psr
respectively. Thus the ea population gets plague infection with the force of infection given in

(4)
+ +
Gy = hof lHB hstHS+ rof IRB rstRS: @)
N N3
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The human population may get the disease in one of the following ways: when the infected

ea I bites and infect the susceptible human being Sy at a rate ¢, when they interact with
one another; this can be with either a person with pneumonic plague Ip through airborne
transmission or septicemic plague Iys through physical or sexual contact at the rates p,n and

hsh, respectively. Other infection is through airborne transmission through interaction with
rodent infected with pneumonic plague Igp or through touching or eating the infected rodent
with septicemic plague Irs at rates of ., and g, respectively. Human beings may also
get the infection from the environment when they breath in the bacteria or physically contact
the infected material at the rate of ¥,. This is to say human population acquire plague disease
following effective contact with infected human, rodent, ea and the environment with force of
infection G, given by (5)

hphlHp +  hshlHs I rohlrp +  rsnlrs
Gy = —+ + fp 0 + LA )

N N, N3

The subgroup Sy, after the infection, progress and become latent to the disease at a probability

1. After 2 to 7 days the sub-groups En become infected into one of the three infectious
classes Iyg, Ins or Inp (depending on the mode of transmission an individual is exposed to)
and capable of transmitting the disease. The proportional of E progress and become infected
by bubonic plague Ig, septicemic plague Iys or Pneumonic plague I4p at the rate , and
proportional to 1, , or 3 respectively. The compartment Iy if gets treatment they recover
and move to sub group Ry at arate 3 otherwise they either progress to subgroups Inp or Iys
at a rate 3 or die either naturally at a rate ; or due to the disease at a rate ;,. The fraction
of human with septicemic plague ls if treated they recover at a rate 4 and join Ry otherwise
they either progress to subgroup Ip atarate 4 or die due to a disease at a rate ;5 or naturally
atarate ;. The compartments Ip if treated they recover at a rate 5 otherwise they die either
naturally at a rate ; or due to the disease at a rate ;5. The subgroup Ry attain temporally
immunity then return and become susceptible Sy, at a rate $.

The rodent population may get a disease in one of the following ways: when the infected ea
I bites and infect the susceptible rodent Sk at a rate ¢, through interaction between rodent
themselves, which may be with rodent infected by pneumonic plague Igp or septicemic plague
Irs attherates prand g, respectively. The other infection may be through interaction with
human infected with either pneumonic plague Iyp, or septicemic plague Is at a rates of
and s, respectively. When the susceptible rodent suf ciently interact with the pathogens in
environment through breathing in the bacteria or physically touch the infected material gets
the infections at the rate of 1,. Rodent also gets the disease through adequate interaction with
Rodent, Human, Flea and Pathogens in the environment with force of infection G, given by (6)

hrIHP+ herHS IF rrIRP+ rerRS
G, = —® + f— + P + LA (6)




The subgroup Sg, after the infection, they progress and become latent to the disease at a prob-
ability ;. After 2 to 7 days the sub-groups Er become infected and capable of transmitting
the disease, the fraction of it progress and become infected by bubonic plague Irg, septicemic
plague Irs or Pneumonic plague Igp at the rate , and proportional to ;, , or 3 respectively.
The rodent in subgroup Irg may either progress to subgroups Irp or Irs at a rate 3 or die
either naturally at a rate 3 or due to the disease at a rate 3,. The compartment Irs may either
progress to Irp at arate 4 or die due to a disease at a rate 35 or naturally at a rate 3 and the
compartments Igp die either naturally at a rate 3 or due to the disease at a rate 3.

With regard to the pathogens in the environment, we assume that the adequate interaction with
Sn and Sy has a negligible effect on the dynamics of pathogens population size in the envi-
ronment. The pathogens in the environment are populated at a constant rate 4. The infected
human with pneumonic plague Ip and Rodent with pneumonic plague Igp also populate the
environment A with the bacteria at the rate ; and , respectively. Thus the environment is
populated with pathogens causing plague disease with the force of infection G4 given by (7)

lhp 4 IRP: )

The pathogens within the environment suffer natural mortality at a rate 4. Human population
in sub-groups Sy and E, ea population in sub-group Sg and rodent population in sub-groups
Sgr and Eg suffer natural mortality atarate ;; ,and 3 respectively. The compartments Iyg,
Iys, lkp , I, Ire, Irs and Igp suffer both natural death at the rate {; , and 3 and disease
induced mortality at rates 1p, 1s, 1p, 2, 3, 3sa@nd g, respectively. Human, Flea and rodent
are recruited at the rate 1, , and 3 respectively.

5.2.4 Model Equations for Plague Disease

We now use the variables and parameters and their descriptions given in Table 11 and Table
12, description of interactions and compartmental diagram which describe what is happening in
human, rodent, ea and pathogens in the environment given in Fig 31 we derive the following
set of differential equations:
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Human Population

dSy

dt
dEn
dt
dlns
= E I
dt 2 2LH 3'HB

dlps
dt
dl
dl_tm = 21Eu+ 3 1lus+ 4 lus
dRy
dt :
Rodent population

dSg
a ~ 3
dEr _
dt
dlrs
= , :E [
dt 2 3R 3IRB

dlrs

dt

digp
it = 21Er+ 3 lrg + alrs

1+ $BRy 1G1SH 1SH;

1G1SH 2EHn

1En;

slus + 2 3En alys

w

2lpe + 4(1

1G2SR 3SR;

1G2Sr 2ER 3Er;

Fleas
—— = 2  G3S¢
— = G3S¢
Pathogens in the environment

dA I I
_ ilp | slre

Mus + slup

= ,Er+ 3(1 )re 4lRrs

—— = L+
dt ‘ N N3
5.3 Basic properties of the model

5.3.1 Invariant region

( 1+ wlus;

( 1+ 19)lus;

sl (1+ 1p)lupe;

$RH 1RH:

( 3+ ap)lre;

( 3+ 35)lrs;

( 3+ 3p)lre;

2SE;

(2+ 2Ie

2A:

(8a)
(8b)
(8c)
(8d)
(8e)

(8f)

(92)
(9b)
(9c)
(9d)

(%)

(10a)

(10b)

1)

Plague disease affects Human population, Rodents, Fleas and pathogens in the environment.

For the possible modeling process we assume that all state variables and parameters of the

model are non-negative for 8t

112

0. The model system is analyzed in suitable feasible region
where all state variables are positive. We obtain the region under the Theorem 5.11.



Theorem 5.11
All forward solutions in R1* of the system are feasible 8t 0 if they enter the invariant region

for = R F A

where

H = (Su;Eni lusi lhs; lnpi Ru) 2 RS 1Sy + En + Iy + lus + lup + Ry < Nj
R = (SriEr; Irsi Irs; Irp) 2R3 1 Sg + Er + Irg + Irs + Irp < N3
F=(Sklg) 2R 1S + 1 <N,

A=A2R

And s the positive invariant region of plague disease system.

Proof. We prove the theorem by taking into consideration one subgroup at a time.

For Human population:

We need to prove that the solution of the system 8 are feasible 8t > 0 as they enter invariant
region 4

we now let 1 = (Su; En; lus; lns; lnp; Ru) 2 R be any solution of the system with non-
negative initial conditions

Using the total human population given in (1), we will have

le dSH +dEH +d|HB +d||_|5 +d||_|p +dRH_

dt dt dt dt dt dt dt -
Adding up the system (8) we get,

(12)

dN

d_tl: 1 1Ny wlue 1slHs 1p|HP
dNy
— Nq:
qt 1 1Ny

We then get

dN,
——+ ;N X
dt 1Ng 1

Finding the integrating factor IF = e ' and multiplying it through out we get

dN
e lt_dtl +e 1'N; , e 1t

which gives
d(Nse ) it
B R
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Integrating on both sides yields

Nie 1t —tet+C;
1

multiplying the equation by e ' we get
1 t.
N, — +Ce
1

Using the initial condition t = 0; N1 (t = 0) = Ny
then we will get

o

N1o

[N

substituting the constant we get
Ny, —+(Np e
1 1

When Ny > — the population decreases asymptotically to — and when Nyo < - the human
population increases asymptotically to - as in Fig 32

Figure 32: Feasible region for human system (Plague disease)

Hence all the feasible solution of the system (8) enter the region

H= (SH;En;lue; lus; lip; Ru) 1 N1 Max Nloi—i

For Rodent population
We need to prove that the solution of the subsystem 9 are feasible 8t > 0 as they enter invariant

region g
wenow let g = (Sgr; Er; Ire; Irs; Irp) 2 R® be any solution of the system with non-negative
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initial conditions
Using the total rodent population given in (3) we have;

dN3 dSR dER +d|RB +d|R5 +d|Rp_ (13)

+
dt dt dt dt dt dt
Adding up the subsystem (9)we get,

dN; .
ot - ° sNs  alre  3slrs  3plre;

we will then have

dN3
_ > Na:
dt 3 3IN3,
we then get
dN3
— + 3N :
dt 3IN3 3

Finding the integrating factor IF = e 3t and multiplying it through out we get

dN
e 3t_dt3 +e 3'N; e 3t

which gives
d(Nse 3%) .t
dt '
Integrating on both sides yields

Nse st —36 st D;
3
multiplying the equation by e 3t we get
3 t.
N3 — +De 3%
3
Using the initial condition t = 0; N3(t = 0) = N3, then we will get
Ny — D;
3
substituting the constant we get

Ns —+(Nag —e b
3 3

When N3 > -2 the population decreases asymptotically to - and when N3 < -2 the rodent
population increases asymptotically to -2 as in Fig 33.
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Figure 33: Feasible region for rodent system (Plague disease)

Hence all the feasible solution of the system (9) enter the region.
R= (SriEr;lrs;lrs;lrp) i N3 Max N —
3
For Flea population We need to prove that the solution of the subsystem 10 are feasible 8t > 0
as they enter invariant region ¢
we now let £ = (Sg; Ig) 2 R? be any solution of the system with non-negative initial condi-
tions
Using the total Flea population given in (2) we have:
dN, _ dSg N dIF:

= 14
dt dt dt (14
Adding up the system (10) we get,
dN
d_t2 = 2 2N2 2lF;
which can be written as
dN; _
T 2s 2N2’
We then get
dN
d_t2 +N; » 25"

Finding the integrating factor IF = e 2t and multiplying it through out we get
dN
e ztd_tZ +e Ny 2 ( 2s)e %

which gives
d(N,e 2%)

ot.

Integrating on both sides yields

2
Noe 2t e 2t 4+ E:
2
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multiplying the equation by e 2t we get

N, -2=+Ee °&
2
Using the initial condition t = 0; N,(t = 0) = Ny
then we will get

substituting the constant we get
N, —Z+(Np —2)e 2t
2 2

When Ny, > = the population decreases asymptotically to = and when Ny < = the ea
population increases asymptotically to —2 as in Fig 34.

Figure 34: Feasible region for ea system (Plague disease)

Hence all the feasible solution of the system (10) enter the region

F = (SF;IF):NZ Max I\lz();ﬁ
2

For Pathogens population

We need to prove that the solution of the system (Pathogens) are feasible 8t > 0 as they enter
invariant region A

we now let A = A 2 R. be any solution of the system with non-negative initial conditions
Then from the equation (11)

dA | |
— 4 twp Ire

— = — — LA LA A: 1
dt 4 1N1 2N3 1 2 4 (15)

But
lip Npjlre Ns
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Then this implies that
lhp 1: Irp 1:

N, U Ns
Then the equation (15) becomes
dA
E 4+ 1+ > LA LA 4A:
Then we will have
dA
E+(!l+!2+ 2)A 1+ 2+ 4l
Finding the integrating factor IF = e(*2*'2* 2t and multiplying it through out we get
it R gt D, A B Ok ),

which gives
d(Ae(!1+!2+ 4)t)
dt
Integrating on both sides yields

(1+ , + 4)e(!1+!2+ a)t.

1+ 2% 4

Ae(!1+!2+ a)t 1+t gt 4 B:

h+hL+

Multiplying the equation by e (*1+'2+ )t we get

A 2Tty pge (arnrar
L+hL+ '

Using the initial conditiont = 0; A(t =0) = Aq

then we will get
+ ,+
AO 1 2 4 B;
L+ + 4

substituting the constant we get

A() 1+ 2+ 4 + (Ao 1t 2t 4 (s Ot
Lh+hh+ 4 Lh+h+

When A, > 1+—24+4 pathogens decreases asymptotically to 1+—24+4 and when Nz <
1+ o+ 4
4

pathogens increases asymptotically to “—24*4 as in Fig 35.

118



Figure 35: Feasible region for pathogens (Plague disease)

Hence the feasible solution of the system (11) enter the region

+ L+
A= A:A Max Ao;#
4

5.3.2 Positivity of the solution

We need to show that all variables and parameters of the model must be non negative 8t 0.
We now solve the equations of the system in their patches for testing the positivity.

Theorem 5.12

Let the initial values of the system (8), (9), (10) and (11) be: (Sx(0), Sr(0),Sk (0), Ag) > 0and
(En(0), 148(0), 1ns(0), 1p (0), Ru(0), ER(0), Ire(0), Irs(0), Irr (0), Ir(0)) 0. Thenthe
solution set Sy (t), Sr(t), Sk (1), A(Y), En (D), Ins (1), 1ns(t), lup (1), RA (L), Er(Y), Ire (1),
Irs (1), Irp (t) and I (t) are positive 8t 0.

Proof. For Human System
Using the rst equation in system (8) we have

ds
—H = | +3$Ry 1G1SH 1SH;
dt

dSy

— G, + Sy:

dt ( 191 1) H

Integration yields R
Sy Spoe ol 16100+ ndx 5 .

since .
e (0( 16100+ 1dx) - .

From the second equation we have

Integration yields
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since
e (2v >0

From the third equation of system (8) we have

dl
HB (1+ w)lus

dt

= , 2En 3lue

+ 1+ p)lye:
dt ( 3 1 1b) HB

Integrating we get
lugoe (3+ 1+ 1)t o 0:

Ihs

since
e ( 3+ 1+ 1p)t >0

Fourth equation of the system we will have

dlys
it = 33lpue+ 2 3EH alus  (1+ 19)lus
dlys
qt (2a+ 1+ 19)lus:
Integrating we get
lhs  lnsoe (4% 1)t >0,
since
e ( 4+ 1+ 1)t >0
The fth equation will be
dlnp )
il 1En+ 3 1lug+ 4 lus slhp (14 1p)lhp:
dlppe
qt (s+ 1+ 1p)lup:
Integrating we get
lup  lypoe (5% 1+ Wt >

since
e (5+ 1+ 1p)t 5 0:

And the last equation in system (8) we have

dR
U= Solue+ 41 Nlas+ slpyp SRy 1Ru

dt

dRy _
dt ($+ )Rnu:

Integrating we get
Ry Ruoe @+ 2t > 0;
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since
e (B+ 1t > O:

For Rodent System
Using equation one from system (9) we have

dSg _ .
Tl 1G2Sr 3Sgi:
ds
d_tR ( 1G22+ 3)Sr:

Integrating we get .
Sg  Spee 0( 18200+ 2)dx 5 g

since .
e (0(1G200+ 3)dx) - .

From the second equation of the system (9) we have

dE
d_tR = 1G,Sgr 2ER 3ER;

from here we get
dEr
— + 3)ER:
dt ( 2 3) R
Integrating we get

Er Eroe (2* )t > 0;
since
e ( 2+ 3)t > O
And the from the third equation of system (9) we have

dIRB

a2 s3Er  3lre (3t ap)lre:

We will then have
dlrs

dt

(3+ 3+ 3)lgrs:
Integrating we get

Ire  Ireoe (3" 3" ' >0;
since
g (s+ 3+ 3t 5

The fourth equation will be

dlrs
dt

= 22Er+ 3(1 lgg  4lrs ( 3+ 35)lrs:
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We will then have di
RS

+ + lpe:

dt ( 4 3 35) RS

Integrating we get
Irs Irsoe (4% 3% %)t >0;

since
e (a4t 3+ 3s)t 0:

And the from the last equation of system (9) we have

dirp
it = 21Er+ 3 lgg+ 4lrs ( 3+ 3p)lre:
We will then have di
RP
dt ( 3+ 3p)lre:
Integrating we get
ke Irpoe (3* 3 >0;
since
e ( 3+ 3p)t > Q:

For Flea System
Now from the rst equation of system (10) we will have

ds
d_tF = 2 GsSg 2Se:
ds
d_tF ( G3+ 2)S|::
Integrating we get R
Sk Sgoe 0 G0+ 2)dx <, 0:
since
Rt
e (5 Ga00+ 2)dx) 5 ).

Taking the second equation we have
dl
—E = GiSe (24 )lE

dt
Then we have "
d_tF ( 2+ 2Ile:
Integrating we have
I [Py ( 2+ 2)t>0;
since
e ( 2+ Z)t > 0
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For Pathogens in the Environment
The subgroup has only one equation so using equation (11) we will have

dA Ihp Irp
— = 4+ —+ ,— LA LA A:
dt 4 1 N, 2 N 1 2 4
Ifwetake 1, + 1, =1

Then we will have

i (I + DA

Integrating we get
A Age U9t

Since
e U+ 9t

Therefore the proof conclude that all variable in the plague disease model are positive.

5.4 Model analysis

In this section we consider existence of equilibrium states, reproduction number and stability of
the equilibrium points.

5.4.1 Disease Free Equilibrium

The model has disease free equilibrium which is obtained by setting lng = lns = lpp =
Eh = Ry =0, lgg = Igs = Igp = ER = 0, I = 0and A = 0 for Human beings,
Rodents, Fleas and pathogens in the environment systems respectively. We then substitute the
above into the system (8),(9),(10) and (11) which are the systems for Human being, Rodents,
Fleas and Pathogens respectively. Then we have the disease free-equilibrium point given as:
Ey = -30,0,0,0,0 , ER = -2;0;0,0,0 , E = -2;0 and EX = 0 for human,
Rodent, Flea and pathogen respectively.

Then the disease free equilibrium of the entire system

0(q0.E0.40 .40 .40 .0 .g0.=0.40 .40 .0 .g0.0. A0
E°(Shi Eni lusi lhs: Ihpi RAi Sri ER: Ire: Iks: Ire: Ski 1R AY)

= (—;0;0;0;0;0; —;0;0;0; 0; —2; 0; 0)
1 3 2
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5.4.2 Basic Reproduction Number Rq

We de ne the basic reproduction number as the expected number of secondary cases produced
by a single infected individual during the entire infectious period of that particular individual
into a completely susceptible population. The epidemiological criterion of Rq is that; if Rg < 1
then the single infected individual in entirely susceptible population infects less than one in-
dividual and hence the disease may be eradicated in the population and thus the disease-free
equilibrium point is asymptotically stable and cannot invade the population and if Ry > 1 it
means that a single infected individual in entirely susceptible population infects more than one
individuals and hence the disease may persist in the population, then, the disease free equilib-
rium point is unstable and can invade the population and persist for a long time (Allen et al.,
2008). There are several methods on how to nd the the basic reproductive number but this
study is will be computed by using next generation method as described by Van den Driessche
and Watmough (2002).

We compute the basic reproduction number Ry using the next generation matrix as outlined by
Heesterbeek (2000) and Diekmann et al. (1990). The method has the advantage over the usual
next generation method that; the steps to reach an estimate of Ry and the matrix elements of the
next-generation matrix have a clear biological basis. It is easy to handle complex diseases like
plague disease which has multiple transmission roots from different infection agents.

The peculiarity of plague disease is in uenced by three main factors: One is the fact that Plague
infection occurs in three main forms which are bubonic which is transmitted through ea bite.
Septcemic plague which is mainly transmitted through indirect contact example touching or
eating the infected animals, ea bite and Physical contact including sexual contact. And pneu-
monic plague which is mainly transmitted through airborne transmission. Two is the involve-
ment of two hosts (Human and rodent) and one vector ( ea). And three is the possibility of
the plague bacteria to remain infectious for a long time in a soil/environment and capable of
transmitting the disease to the susceptible individuals without the need of a vector ea.

Now, each transmission agent in different plague infectious form differ in the way it transmit
the bacterial within or outside the individual’s population. It is therefore important to analyze
and compute the role of each infectious agent in determining the threshold quantity that will
tell whether the disease will occur or die out. The risk that an outbreak will actually occur,
determine the initial exponential increase in the number of infected individuals and determine
the fraction of population that would be used for control purposes.

To do this we rst categorize individuals by their state at the moment they become infected
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(type at infection). These types-at-infection refers speci cally to the birth of the infection in the
individual. These categories (type at infection) differs in the way they transmit plague disease
which in-turn differentiate their ability to produce secondary cases.

In our case we categories the individuals into eight states and label them as follows: Human
infected with bubonic plague (type 1), Human infected with septsemic plague (type 2), Human
infected with pneumonic plague (type 3), Rodent infected with bubonic plague (type 4), Rodent
infected with septcemic plague (type 5), Rodent infected with pneumonic plague (type 6) Flea
infested with pathogens (type 7) and the Pathogens in the environment (type 8).

We assume and label individual with bubonic plague as stage one of the disease, septsemic
plague as stage two and pneumonic plague as stage three. We also assume that each stage is
the secondary stage of the later. When an individual in stage one graduate to stage two we
only consider the current stage and ignore the later. We assume that the infection only goes in
ascending direction that is from stage one to two or two to three not the reverse of it.

Since the system has eight types-at-infection, the next-generation matrix, K, willbe a8 8
matrix with elements k;j; s . Each of the elements k;; stands for expected number of new cases
of i caused by one infected individual of j. We now de ne a matrix K whose entries are Kj;.
The resulting next generation matrix is as given in (16).

o
kll k12 k13 k14 k15 k16 kl? k18

1
K1 Koz Koz Kas Kas Kog Koz Kog
ka1 Ks2 Ksz Kas Kss kss ks Ksg
Kiz Kaz Kaz Kag Kas Kas ka7 Kug (16)
Ksi Ks2 Ks3 Kss kss Ksg Ks7 Ksg
Kei Ke2 Kez Kes Kes Kes Koz Kes

k71 K72 ks kza ks kee K77 ks
Kei Ks2 Kss Kes Kes kss Kez Kss

Then, Rg = (K) where (K) is spectral radius of K.

The ky; is the expected number of new cases of human infected with bubonic plague caused by
one infected human with bubonic plague, kj, is the expected number of new cases of human
infected with bubonic plague caused by one infected human with septicemic plague, ki3 is the
expected number of new cases of human infected with bubonic plague caused by one infected
human with pneumonic plague, ki4 is the expected number of new cases of human infected
with bubonic plague caused by one infected rodent with bubonic plague, kis is the expected
number of new cases of human infected with bubonic plague caused by one infected rodent
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with septicemic plague, k¢ is the expected number of new cases of human infected with bubonic
plague caused by one infected rodent with pneumonic plague, k- is the expected number of new
cases of human infected with bubonic plague caused by one infected ea, kg is the expected
number of new cases of human infected with bubonic plague caused by infected environment.

The Ky, is the expected number of new cases of human infected with septicemic plague caused
by one infected human with bubonic plague, ky; is the expected number of new cases of human
infected with septicemic plague caused by one infected human with septicemic plague, kyz is
the expected number of new cases of human infected with septicemic plague caused by one
infected human with pneumonic plague, ko4 is the expected number of new cases of human
infected with septicemic plague caused by one infected rodent with bubonic plague, ks is the
expected number of new cases of human infected with septicemic plague caused by one infected
rodent with septicemic plague, kg is the expected number of new cases of human infected with
septicemic plague caused by one infected rodent with pneumonic plague, ky; is the expected
number of new cases of human infected with septicemic plague caused by one infected ea,
kog is the expected number of new cases of human infected with septicemic plague caused by
infected environment.

The ka; is the expected number of new cases of human infected with pneumonic plague caused
by one infected human with bubonic plague, ks, is the expected number of new cases of human
infected with pneumonic plague caused by one infected human with septicemic plague, ks is
the expected number of new cases of human infected with pneumonic plague caused by one
infected human with pneumonic plague, ks, is the expected number of new cases of human
infected with pneumonic plague caused by one infected rodent with bubonic plague, kss is the
expected number of new cases of human infected with pneumonic plague caused by one infected
rodent with septicemic plague, ks is the expected number of new cases of human infected with
pneumonic plague caused by one infected rodent with pneumonic plague, ks7 is the expected
number of new cases of human infected with pneumonic plague caused by one infected ea,
ksg is the expected number of new cases of human infected with pneumonic plague caused by
infected environment.

The k4, is the expected number of new cases of rodent infected with bubonic plague caused by
one infected human with bubonic plague, ki, is the expected number of new cases of rodent
infected with bubonic plague caused by one infected human with septicemic plague, kg3 is the
expected number of new cases of rodent infected with bubonic plague caused by one infected
human with pneumonic plague, ks is the expected number of new cases of rodent infected
with bubonic plague caused by one infected rodent with bubonic plague, kss is the expected
number of new cases of rodent infected with bubonic plague caused by one infected rodent with
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septicemic plague, kg is the expected number of new cases of rodent infected with bubonic
plague caused by one infected rodent with pneumonic plague, K47 is the expected number of new
cases of rodent infected with bubonic plague caused by one infected ea, ksg is the expected
number of new cases of rodent infected with bubonic plague caused by infected environment.

The ks, is the expected number of new cases of rodent infected with septicemic plague caused
by one infected human with bubonic plague, ks, is the expected number of new cases of rodent
infected with septicemic plague caused by one infected human with septicemic plague, ksz is
the expected number of new cases of rodent infected with septicemic plague caused by one
infected human with pneumonic plague, ks, is the expected number of new cases of rodent
infected with septicemic plague caused by one infected rodent with bubonic plague, Kss is the
expected number of new cases of rodent infected with septicemic plague caused by one infected
rodent with septicemic plague, ksg is the expected number of new cases of rodent infected with
septicemic plague caused by one infected rodent with pneumonic plague, ks; is the expected
number of new cases of rodent infected with septicemic plague caused by one infected ea,
ksg is the expected number of new cases of rodent infected with septicemic plague caused by
infected environment.

The Keg; is the expected number of new cases of rodent infected with pneumonic plague caused
by one infected human with bubonic plague, kg, is the expected number of new cases of rodent
infected with pneumonic plague caused by one infected human with septicemic plague, kg3 is
the expected number of new cases of rodent infected with pneumonic plague caused by one
infected human with pneumonic plague, kg4 is the expected number of new cases of rodent
infected with pneumonic plague caused by one infected rodent with bubonic plague, Kgs is the
expected number of new cases of rodent infected with pneumonic plague caused by one infected
rodent with septicemic plague, keg is the expected number of new cases of rodent infected with
pneumonic plague caused by one infected rodent with pneumonic plague, Ke7 is the expected
number of new cases of rodent infected with pneumonic plague caused by one infected ea,
Keg is the expected number of new cases of rodent infected with pneumonic plague caused by
infected environment.

The k74 is the expected number of new cases of of new cases of ea infested with Yersinia pestis
caused by one infected human with bubonic plague, k7, is the expected number of new cases of

ea infested with Yersinia pestis caused by one infected human with septicemic plague, k73 is
the expected number of new cases of ea infested with Yersinia pestis caused by one infected
human with pneumonic plague, k-4 is the expected number of new cases of ea infested with
Yersinia pestis caused by one infected rodent with bubonic plague, k;s is the expected number
of new cases of ea infested with Yersinia pestis caused by one infected rodent with septicemic

127



plague, K¢ is the expected number of new cases of ea infested with Yersinia pestis caused by
one infected rodent with pneumonic plague, k77 is the expected number of new cases of ea
infested with Yersinia pestis caused by one infected ea, ksg is the expected number of new
cases of ea infested with Yersinia pestis caused by infected environment.

The kg, is the expected number of new cases of of new cases of infected soil/environment
caused by one infected human with bubonic plague, kg, is the expected number of new cases
of infected soil/environment caused by one infected human with septicemic plague, kg3 is the
expected number of new cases of infected soil/environment caused by one infected human with
pneumonic plague, kg4 is the expected number of new cases of infected soil/environment caused
by one infected rodent with bubonic plague, Kgs is the expected number of new cases of infected
soil/environment caused by one infected rodent with septicemic plague, kg is the expected num-
ber of new cases of infected soil/environment caused by one infected rodent with pneumonic
plague, kg; is the expected number of new cases of infected soil/environment caused by one
infected ea, kgg is the expected number of new cases of infected soil/environment caused by
infected environment.

Some elements equal 0 as not all type at infection infect all other type at infection. Example
human with bubonic plague I (type at infection 1) do not produce type at infection 1 (human
infected with bubonic plague), 4 (Rodent infected with bubonic plague), 5 (Rodent infected
with septicemic plague), 6 (Rodent infected with pneumonic plague) and 8 (Pathogens in the
environment). This means that ki1, k14, K15, K16 and kyg are 0. The type at infection 2 (Human
infected with septicemic plague) also do not produce type at infection 1 (Human infected with
bubonic plague), 4(Rodent infected with bubonic plague), 6(Rodent infected with pneumonic
plague) and 8(Pathogens in the environment). This also means that ky;, ko4, Ko and kg are zero
(0). The type at infection 3 do not produce type at infection 1(Human infected with bubonic
plague), 2(Human infected with septicemic plague), 4(rodent infected with bubonic plague), 5
and 7 which means that Kks;, Ksp, Kas, Kss and k7 are zero. Type at infection 4 do not produce
type at infection 1, 2, 3, 4 or 8 which means that ks, K42, K43, Ksag and kyg are zero. Type at
infection 5 do not produce type at infection 1, 3, 4, and 8 then ks;, Ks3, Ks4 and ksg are zero.
The type at infection 6 do not produce type at infection 1, 2, 4, 5 and 7 thus Kg1, Kez, Kea, Kes
and kg7 are zero. Type at infection 7 also do not produce type at infection 3, 6, 7,and 8 thus k7,
k76, K77, and k7g are zero. And the type at infection 8 do not produce type at infection 1,2, 4,5, 7
and 8 which means that kg;, Ksz, Kgs, Kgs, kg7 and kgg are zero. Incorporating these, we modify
the matrix K as shown in matrix (17)
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o 1

0 0 0 0 0 0 ki O
Ky ko 0 0 ks 0 ky O
Kag Kap ksz 0 0 ksg 0 Kag
0 0 0 0 0 0 k 0
K = 7 (17)

0 0 0 kss kss O ks; O

0 O O Kes kes kes 0 Kes

ki ki 0 kg ks O 0 0

0O O kes O O kg O O
We will now explain the derivation of each matrix-elements in detail. We employ the deriva-
tion steps by Gail and Benichou (2000) to drive the expressions for k;;. We mainly base our
derivation on the adequate contact rate between the infected individual type j and the suscepti-
ble individual type i, the expected duration of infection of individual type j and the probability
that the individual type j survive the duration between the latent stage to the time an individual
experience the onset clinical disease as in (18)

o 1
Effective Duration Probability that the
Kjj gcontact§ g g individual survive § (18)
Rate infection the incubation period

The production of Iyg, depend on probability at which susceptible ea becomes infectious

() and the infected immigrants survive the incubation period. We also consider the rate at

which I adequately bites the susceptible human and the bite results to a human infected with

bubonic plague Iyg. The total number of human infected with bubonic plague caused by one
ea infested with pathogens is as given in (19).

Kis = 2 fh 19
p= —— LT (19)

Septicemic plague in human may be produced in various way; progression of untreated hu-
man with bubonic plague to human with septcemic plague, adequate contact(including sexual
contact) between humans with septicemic plague, adequate contact between rodent and human
with septicemic plague and from the ea infested with pathogens. We consider the progression
rate of infected human with bubonic to septicemic 3 3, the adequate contact (it may be sexual
contact ) rate between humans with septicemic plague, rodent infected with septicemic plague
and the infected ea to human with septicemic plague at the rates psn, rsh @and ¢n. Then the
number of human infected with septicemic plague from all the mentioned infectious agents is
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as given in (20a), (20b), (20c) and (20d).

ko1 = 2323 20a
2 (22 )(1+ 3+ 1) (208)
Ko, = 33 23 hsh 20b
2 33+ 1 23+ 1 (a+ 1+ 15) (200)
1 ) h
k — 2 2 + 3( rs ZOC
2 (22 3) 31 )+ 3 (4+ 3+ 3) (20c)
Kp7 = L h (20d)

The proportion ; and of untreated I4g and Iys may progress and become Ip at the pro-
gression rate 3 and 3 respectively. We multiply the average period the 145 remain infected
with the rate at which they progress to Ip. Iyp may also result from the airborne transmission
from the human or rodent with pneumonic plague at the rate oy OF rpn respectively. And
through the direct interaction with the environment at the rate ;. Then the total number of
human infected with pneumonic plague from the stated ve sources is given in (21a), (21b),
(21c), (21d) and (21e)

ks = =321 (21a)
(22%+ 1)( 3+ 1+ 1)

33t 1 23t 1 4+ 1+ g5

Kss = 21 31 4 hph (210)
21+t 1 31t 1 4 + 3 s+ 1+ 1p

Kss = 21 4 4 ¢ ren (21d)
21+ 3 3 *t 3 4+ 3 3+ 3p

1
Ksg = L+ ——+ 2 - (21e)

Production of number of rodent with bubonic plague Irg depend only on the ea infested with
pathogens. The infection depends on the infection period of the ea that survive the incubation
period and the proportion at which the adequate contact between infected ea and susceptible
rodent causes bubonic plague 3 ¢, as given in (22).

K, = 3 fr 22
p= e 22)

The septicemic plague in rodent is produced in three ways; one is when untreated rodent with
bubonic plague progresses and become septicemic plague infectives at the rate 3(1 ). Two,
is after adequate contact (it may also be a rodent eating or biting an infected individual) between
the susceptible rodent and a rodent infected with septicemic plague or human at the rate s,
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or nsr respectively. Three is from the ea infested with pathogens with the proportion that the
adequate contact between I and the susceptible rodent results to Irs. The total number of Irs
infected from these infectious agent is as given in (23a), (23b), (23c) and (23d).

k — 3 3 + 2 3 hsr 23&
% 33+t 1 23+ 1 4t 1+ g6 (233)
1 )
Ke, = 2 3 3( 23b
T (23* (st 3t ) (23b)
1 )
k — 2 2 3( rsr 23C
% (22+ 3) 31 )+ 3 4+ 3+ 3 (230)
ks = 2 I (23d)

+ 2+ 2

Irp may be the result of airborne transmission between the susceptible rodent and the human
and rodent with pneumonic plague at the rate ppr and pr respectively. It may also occur from
the progression of untreated Irg and Irs at the rate 3 and 4 respectively. The pathogens in
soil/environment may also cause Igp after the adequate rate of interaction !,. Now the total
number of Irg resulting from these interaction are in (24a), (24b), (24c), (24d) and (24e).

211+ 31+ 1 4 + 1 5+ 1+ 1p
Kea = 233 24b
o (23+ 3)( 3+ 3+ 3) (24b)

1 ) 4

Kes = 22 + o( 24c
% (22%+ 3) 31 )+ 3 4+ 3+ 3 (24¢)

21+ 3 3 *t 3 4+ 3 3+ 3p

1

Kea = 4 + 1 + 2 Zz 24e
%8 4+ 4 1+ 4 2+ 4 4 (24¢)

Flea are infested with pathogens from human and rodent infected with bubonic and septicemic
plague at the rate e, nsf, rbf @Nd (s The infection is dictated by the probability that
human and rodent with bubonic and septicemic plague survive the incubation period and the
adequate rates of contact. From these interaction we get the total number of infectious ea is as
given in (25a), (25b), (25c¢) and (25d).

Ko = 2 2 hbf 254
b (22% D1+ 3+ 1) (252)
Ko = 33 2 3 hsf 25h
6 33+t 1 23+ 1 4t 1+ s (25)
Koy = 2 3 rbf 25¢
"T(23* (st st ) (25¢)
k75 — 22 3(1 ) rsf (25d)

(22+ 3) 3(1 )+ 3 4t 3+ 35
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The pathogens are released in the environment at the rates ; and ; from Iyp and Irp respec-
tively. The released number of pathogens at a given time depends on the infectious period of
the rodent and human infected with pneumonic plague. And the probability that 14, and Irp
survive the incubation period. The total pathogens in soil/environment is as given in (26a) and
(26b).

21 31 4 1
Kes = + + (26a)
211+ 1 31+ 1 4 + 1 s+ 1+ 1p
21 3 4 2
Kes = + + (26b)

21+ 3 3 + 3 4t 3 3+ 3p
Each element in the matrix K represent the expected number of secondary cases produced

by infected individual j during the entire infectious period of that particular individual into a
completely susceptible population i (Hartemink et al., 2008).

We obtain the basic reproduction number Ry by computing the maximum modulus of the eigen-
values of the next-generation matrix K (Diekmann et al., 1990; Heesterbeek, 2000). Now using
mapple computing software package, the basic reproduction number is:

S S
Koo + kss 1 1 As 1 1 As Az
Ro= 42 A+ -P=A+_+> A —P=A, +-g
4 2 3A; 2 3A
372 4 372 4 4 A+ 3_%,0\4 + ;_T?L

#1 = Kookss  Kizkzn  Karkzz  Ks7kzs

#2 = Kirkss(Kizkzs + Kak72)  Kaz(Kasksakzz + koa(Ksskzs + Kssks))

#Ha= ko Kss

#a = (ko2 + kss)(Ki7k71 + Kazkza)  kra(KizKar  Korkss + Kasksz)  K7s(Kazkssa  Kaoks7)

3#; + 8#4
A= -
! 12

# #
A2:3 368 1

Az =4dthi#s #H  8#,
1
A= (2 Tamth Ottt + 274 + 2TH))+

(1 T2ttty  Ofhathtt, + 2TH2 + 2THAE A2 + 12#,  3Hsthy)?)3)?
As = 95(#5 + 12#, 3#st)

Since the system has multiple infectious types from multiple hosts then the next generation
matrix produce the geometric mean of the number of infections per generation and the the basic
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reproduction number is the average number of secondary infections (Li and Blakeley, 2011). It
is shown that the basic reproduction number of plague disease depends on the expected number
of new cases of human infected with bubonic plague caused by one infected ea (ki7), the
expected number of new cases of human infected with septicemic plague caused by one infected
human with bubonic plague (kz;), the expected number of new cases of human infected with
septicemic plague caused by one infected human with septicemic plague (kz, ), the expected
number of new cases of rodent infected with bubonic plague caused by one infected ea (ks7),
the expected number of new cases of rodent infected with septicemic plague caused by one
infected rodent with bubonic plague (ks4 ), the expected number of new cases of rodent infected
with septicemic plague caused by one infected rodent with septicemic plague (Kss), the expected
number of new cases of rodent infected with septicemic plague caused by one infected ea
(ks7), the expected number of new cases of of new cases of ea infested with Yersinia pestis
caused by one infected human with bubonic plague (k7,), the expected number of new cases of

ea infested with Yersinia pestis caused by one infected human with septicemic plague (k72),
the expected number of new cases of ea infested with Yersinia pestis caused by one infected
rodent with bubonic plague (k7;) and the expected number of new cases of ea infested with
Yersinia pestis caused by one infected rodent with septicemic plague(kzs). The result may also
be interpreted that, among all elements of the matrix K, the k;; that appear in Ro gives more
signi cant involvement in the dynamics and spread of plague disease.

5.4.3 Local stability of the Disease Free Equilibrium point

In this section, we prove the local stability of the Disease Free Equilibrium (DFE) point of
plague disease system. We are requred to prove that the trajectories start arbitrary close to the
equilibrium point but do not precisely reach it. We thus use Jacobian matrix J(E°) of system
(8) - (11) at DFE point:

Then we have

Ju J
JEYH)= " F (27)
J21 J22

where J11, J12, J21 and J,; are (7 7) matrices given by;

133



O
Jllg

as=(3+ 1+ w)ar=(s+ 1+ ), aa=((s+ 1+ 1p)

O O O O o o
N}
w

0 1I\r|113hSH
0 1:1]—51th
ds 0

3 3 az

1 3 4

2 3 4(1 )
0 1NhlerR

1 hphSH

N1

1 hphSH

N1

0
0
ds

5

1 hprSR

N1

OO 0 0 1 _hsrSR 1 _hprSR
N1 N1
00 0 0 0
00 0 0 0
J>1=B0 0 0 0 0
S s£S
O 0 Nht:JLfS F NhlfSF O
0 0 —tSe __mSe
00 0 0 &
OO 0 lNr3ShSH 1Nr§hSH 0 1Nf2hSH
00 1 K‘S:SH 1 ,r\lp;SH 0 1 £ZSH
00 0 0 0 0
Ji2=B0 0 0 0 0 0
00 0 0 0 0
00 0 0 0 0
00 1Nr;rSR 1Nr§rSR 0 1N—f2rSR
O
S
as 0 1 I{: R 1 lilparSR 0
32 a; 0 0 0
22 31 ) a, 0 0
— 21 3 4 as 0
0 rbf SE rsfSF 0
Ngs I\l3 2
rbf OF rsfS
o o Se 0o 0
0 0 0 _Z 0
N3
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1
$ 0
0 0
0
0 0 28)
0 0
($+ 1) O
0 3
1
00
00
00
00 (29)
00
00
00
1
111SH
111SH
0
0 (30)
0
0
2125k
1
l,f,;SR 212Sr
0 0
0 0
0 0 (31)
0 0
ay 0
0 4



a=(3+ s+ ) a=(s+ 3+ 3)a=(C(2+% 3),a=(2+ 2),as=( 3+ 3)

From the combined matrix J(E®), the diagonal entries from the rst,sixth, seventh and twelves
column makes the four eigenvalues of the matrix (27). Theseare 1, ($+ 1), 3z and
». Now canceling their corresponding rows and columns we modify (27) and remain with

a (10 10) matrix with the modi ed Ji;, J12, J21 and J,; as given in (32), (33), (34) and (35)
respectively;

O 1 hshSH s 1
S
( 2+ 1) 0 Nl 1 ijlh H
Ji1 = 22 a6 0 g (32)
2 3 3 3 az 0
21 1 3 4 ag

a=(3+ 1+ w)ay=(s+ 1+ 5),a=((s+ 1+ 1p)

O 1
0 0 1 hSI’SR 1 hprSR
N N
0 0 0 0
0 0 0 0
Jo1 = 33
21 0 0 0 0 (33)
hbf SE S
0 N, ,'\]lf F 0
0 0 0 .
O S 1 S 1 S 1
0 0 —Aphee - N, 111SH
—Bo o 0 0 0 0
J1z 80 0 0 0 0 0 " (34)
00 0 0 0 0
(@) S 1
as 0 L N3 Tl P P
32 ap 0 0 0 0
22 3(1 ) a, 0 0 0
Jo=B 22 3 o 4 as 0 0 (35)
rbf OF rsfS
0 N3 N; - 02 A 0
0 0 0 — 0
N3 4

a=(3+ s+ g)a=(s+ 3+ z),az=(2+ ) a=(2+ 2, aa=(3+ 3p)
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Doing further computations we nd other negative eigenvalues of the matrix (27) are 4,

(2+ 2)( 2+ 3) 1 #rSY

( 2+ 2), . , (s+ 1+ 1), (a+ 1+ p)and ( 3+ 1+ 1) An-
other eigenvalue is —1+2*3*4*s s \hijch is negative on the condition that {123+ a*s)
21141 fh2 3 3 6 42 3 3
1
where;

1=Cmph a+ M1 1) 1 2sC 2+ 2)( s+ 1+ 1p) 212 33(2( s+ 1+ 1)+ 312)
2=(( 2%+ 2) hsht st fr)( s+ 1+ 1p) 1 2s 142 33(( 3+ 1+ wm)+ 33 22)
3=(rmp a+ V1 2)( 2+ 2)( 3+ 1+ 1) 323425113

a=(s+ 1+ 1p)(a+ 1+ 1) 1Y2 222321141 fh2 3

5=(C1rmhat 2Y12) 334 22283113

6=(s+ 1+ 1p)( 2+ 2)( 2+ D(a+ 1+ w)( 3+ 1+ 1) 26 1 42 3 3

The computation also gives two complex eigenvalues with very long expressions and negative
real parts, which are named as p; + qi1 and p, + Qo1 where py;p, and qy; g, are real and
imaginary parts respectively. The other and the last eigenvalue is negative if and only if Ry < 1,

where
s s
Koy + kss 1 1 As 1 1 As Az
Ro= 224> Aj+ - PA+- 2+ Ay —P=A, +-g
4 2 3A, 2 3A
372 4 3°2 4 4 Al+3_é§A4+3LT34

These results veri es that the disease free equilibrium point E° is locally asymptotically stable
(Morand et al., 2011). It then leads to Theorem 5.13.

Theorem 5.13
The Disease Free Equilibrium E° of pneumonic plague is locally asymptotically stable if Ry <
land unstable if Ry > 1.

5.4.4 Global stability of the disease-free equilibrium point

We use Metzler matrix method by Castillo-Chavez et al. (2002), to verify the existence
of global stability of disease free equilibrium point. We divide the system (8) - (11) into
transmitting and non-transmitting components.

To do this we rst let Y,, be the vector for non-transmitting compartments, Y; be the vector for
transmitting compartments and Yg, .., be the vector of disease free point.
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dt

= Al(Yn YEo;n) + ALY,
(36)

Using the transmitting and non transmitting compartment, we modify equation (36) to have;

Yn = (Sh; Ru; Sr; SF)' Yi = (En; lus; Ins; lup; Er; Ire; Irs; Irs; IF; A)

Yegn = (— 0—3'£)

o 1
ST
Ru E
Y Ye,n =
n Eo;n ESR _z
S =

To prove that the DFE point is globally and asymptotically stable, we need to show that Matrix
A has real negative eigenvalues and Az is a Metzler matrix that has non-negative off diagonal
element. Now using (36) we have;

@) 1
En
lhus
o) 1 o) 1 ns
1+ $BRy 1G1SH 1SH SH lhp
E 3 2lpe + 4(1 )Dlus+ slyp SRy 1RH§=A1§ Ry é Er
3 1G2Sr 3SR S 2 IR
s G3Sg  2Sf Se = Irs
Irp
I
A
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and O

1 o 1
1+ 1G1Sy 2En 1En; En
2 2BEn ( 3+ 1+ w)lus; lus
33lie+ 23En ( 4+ 1+ 19)lks; lus
21En+ 3 alue+ 4 lus ( s+ 1+ 1p)lhp; lup
3+ 1GSr 2ER 3ER; N Er
23Er  3lre  ( 3+ 3)lrs; - s .
22BEr+ 3(1  )lre (4+ 3+ 35)lgs; Irs
2 1IEr+ 3 lre+ 4lrs  ( 3+ 3p)lre; Iep
GsSe (2+ 2)le Ie
1lhp 2lrp
+ + A:
TN N3 ‘ A
The matrices A1, A, and A are as below:
o 1
1 $ 0
0 $+ 0
0 0 3 0
0 0 0 5
O 1
0 0 —rgmsh _iemsh o LS 1S g ap
A _go 33 (1 )4 5 0 0 0 0 0 E
2 — 0 0 0 0
0 0 1 NhlerR 1 NhlprSR O 1 Nr;rSR 1 Nr:erR a15 811
0 a her SE 0 0 ay ot 0 0 0
10 N1 13 N3
(38)
o 1
ag 0 L ’r:lsth& L RlpthE. 0 0 L ,:IS;S& L ,r\lp:SE' dip  aAr
22 Qg 0 0 0 0 0 0 0 0
23 33 az 0 0 0 0 0 0 0
21 31 4 ag 0 0 0 0 0 0
SO 0 rsr 0 rpr 0
Az = 0 0 l l:rlr : : RlplrSR as 0 - N3 8 : Nps = a5 A
0 0 0 0 32 A 0 0 0 0
0 0 0 0 2 2 dia Ao 0 0 0
0 0 0 0 21 3 4 as 0 0
0
0 ap ett 0 0 &y —ErE a, 0
0 0 0 N0 0 0 & 4
(39)
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—  rbfSE — — 1 frSg
a3 N3 a3 = 3(1 ) s =, .
0 hbf OF
arz = 111Su an = 11,5y ap =
N3
0o — 1 0 — 3 0 — 2s

The eigenvalues for matrix A; are 1 2 zand ($ + 1). This con rms that the

system

dt
is globally and asymptotically stable at Yg,. As is a Metzler stable matrix since all its off-

=A1(Yn Yggn) + ALY

diagonal elements are non-negative. Therefore Disease Free Equilibrium point for Plague dis-
ease system is globally asymptotically stable thus we have the Theorem 5.14.

Theorem 5.14
The disease-free equilibrium point is globally asymptotically stable in E° if Ry < land unstable
if Rp > 1.

5.5 Existence of Endemic Equilibrium

Here, we consider the situation in which the disease persists in a population. We investigate
conditions for existence of the endemic equilibrium point of the system (8)-(11). The endemic
equilibrium point E (S; En; lus: s lupi Rui Srr Eri lrei Irsi Irpi Sk 1A ) is ob-
tained by solving the equations obtained by setting the derivatives of (8)-(11) equal to zero as
in (40)-(43) which exist for Ro > 1.

Human Population

0= 1+3$Ry 1G1SH 1SH; (40a)
0= 1G1SH 2En 1En; (40b)
0= 2 2En slue ( 1+ 1)lhe; (40c)
0= 33lus+ 23En  4lus (1+ 15)lks; (40d)
0= 21En+ 3 1lus+ 4 lus slip (1 + 1p)lup; (40e)
0= 32lus+ 4l )lus+ slup SRy 1R (40f)
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Rodent population

0= 3 1G2Sr 3SR; (41a)
0= 1G2Sr 2Er 3ER; (41b)
0= 23Er 3lrs ( 3+ 3)lrse; (41c)
0= 2:Er+ 3(1 )lre 4lrs ( 3+ 35)lrs; (41d)
0= 21Er+ 3 g+ 4lrs ( 3+ 3p)lre; (41e)
Fleas

= 2 G3Sk 25F; (42a)
0= G3Sk (2% 2)IF (42b)

Pathogens in the environment
0= ,+ 1|:l';P + 3{\':: A (43)

We use the approach described in the studies by Tumwiine et al. (2007) and Massawe et al.
(2015) to prove the existence of endemic equilibrium. For the endemic equilibrium to exist it
must satisfy the condition E4 & Oor lpg & 0orlys & 0orlyp EOoOrEgr & 0orlgg &0
orlgs & 00rlgp EOQOrlg &EO00rA&OthatisSy >00rEq >00rlyg >00rlys >0
ofrlyp >00rSg >0o0rlgg >00rlgrs =>00rlgp >00rEg =>00rSg >0o0rlg =>0o0r
A > 0 must be satis ed. Now adding system (40)-(43) we have

1+ 25+ 3 1SH+Eq+lug+lus +lup +Ry) oSk + 1)

3SR+ Er+lrg +lrs + Irp)  wlue  1slhs  wplue avlre (44)

ilup | 3lre _
sslrRs  3plrp 2lF + 4+ + sA=0
N; N3

substituting equation (43), Ny, = Sy + Eq + lpyg + Iys + lyp + Ry, N = Sg + I and
N3 = Sg + Er + Irg + Irs + Irp into equation (44).
It follows that;

1+ 25t 3= 1N+ 2No+ 3N+ plpg+ 1slist plup+ alre+ 3slrst splre+ 2lF

Since 1+ + 3>0, >0 ,>0, 3>0, p>0, x>0, 1, >0, , >0,
3 >0, 3s>0and 3 >0wecandiscernthat ;N; >0, ,N,>0, 3N3>0, 1plpg >0,
1slis > 0, 1plyp >0, 2l >0, glrg > 0, 3slrs > 0and z,lgp > 0 implying that
SH>0Eq>0,lhg >0,lys>0,lpyp >0,Se >0,1 >0,Sg >0,ER >0, Igg >0,
Irs > 0and Igp > 0.

Hence endemic equilibrium point of the plague disease model in human, rodent, ea and
pathogens in the environment exists.
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5.5.1 Stability of endemic equilibrium point

In this section, we derive the conditions under which the endemic equilibrium points are stable
or unstable. That is the solution starting suf ciently close to the equilibrium remains close to
the equilibrium and approaches the equilibrium ast ¥ 1, or if there are solutions starting
arbitrary close to the equilibrium point do not approach it. We only prove the global stability
of the endemic equilibrium since we have already proven the local stability of the Disease free
equilibrium which by Van den Driessche and Watmough (2002) it advocates for local stability
of the Endemic Equilibrium for the reverse condition.

Global stability of Endemic equilibrium point

We prove the global stability of the endemic equilibrium point using Korobeinikov approach.
We rst formulate a suitable Lyapunov function for plague disease model (Korobeinikov, 2004,
2007)

The Lyapunov function is as given in the form below;
>

V=" aiyi vVilnyi)
where a; is de ned as a properly selected positive constant, y; de nes the population of the ith
compartment, and y; is the equilibrium point.
Now the Lyapunov function is,

V= Wi(Sh SyInSw)+Wo(En EyINEn)+Ws(lug  lyg InTus)
FWallas  lusInlas) + Ws(lup  Lyp INlap) + We(Ru Ry, INRy)
+W(Sk  SxINSr) + Ws(Er  ExINEr) +Wo(lrg  lag I Irs)
+Wio(lrs  IrgInlrs) + Wii(lrp  Igp INlrp) + W12(SE Sg InSg)
FWis(le 12 InTe) +Wi(A A InA)

The constants W; are non negative in  for i = 1;2;3:::12 , V is Lyapunov function. The
function V together with its constants Wy; W,:::W,4 are chosen such that V is continuous and
differentiable in a space

We compute the time derivative of V this yields;
dv

E: W1(1 H)d +W2(1 H)d +W3(1 IH_B)leB +W4(1 |:_2)dlds
+Ws (1 —)"'—P+vv6(1 Rut)dRy +W7(1 =)= +W(1  £=)Es
dI
+Woy (1 B+ W1 S+ Wy (1 RP) RP
I§B dt IRS dt IdRP
+Wp(1 =F + W3(1 F + Wi (1 —)—
12( 13( ) 14( A it



Using system (8) - (11) we will have

C:j—\: = W (1 Z—ﬂ)[ 1+3BRy 1GiSy 1Ski]
+W>(1 E—:)[ 1G1Sy 2En 1Bl
+W;(1 ::—:)[ 2 2EH slue (1 + w)lne;
+W,(1 |HS)[ s3lue+ 23En  4alus (17 19)lmsi]
+Ws(1 al)[ 2 1IEn+ 3 1lue+ 4 lus slup (1% 1p)lkp;]

+Wg (1 RH)[ 3 2l + 41 s+ slbhp BRn 1Ru;]
+W-(1 Z—i)[ 3 1GSgr 3SRl
+W;g(1 ER)[ 1G2Sr - 2Er 3ERs]

+Wo(1 |RB)[ 23Er  3lre ( 3+ a)lrs;]
+Wo(1 |RS)[ 22BEr+ 3(1  )lrs  4lrs ( 3+ 35)lrs;]
+Wi1(1 :RP)[ 2 1Er+ 3 lrg + 4lrs  ( 3+ 3p)lre;]

W1 E) 25 GaSk oSk
+Wis(1 I—F)[ GsSe (2t 2)lF]
Wil ) 4+ RS+ REE LA

Using system (8) - (11) at endemic equilibrium after simpli cation we can derive the following:

dv S E I |
G s Wi g e g W 0T Wa Y
lhp \2 Ry 2 %2 Ery2
Wol EEY Wel BT Wil EF Wa( £9)
I I I S
Wo(l FBY2 Wil RS2 wy RPR Wpa 2 (49)
IR |Rs Irp Sk

I
Wpi(l -F)? Wy A y2
13( IF) 14( A)

+ F(Sh; En; lue; lus; lup; Ru: Sk ERr; Ire; Irs; Irp; Sk; 1F; A)

where the function F(SH, En; lue; lHs; lHp; Ru; Sr; ERr; IrB; Irs; Irp; Sk; IF,A) IS non
positive. We now follow the procedures by McCluskey (2006), and Korobeinikov and Wake
(2002). We take:

F(Su; En; lue; las; lup; Ru; Sr; Er; Ire; Irs; Irp; Ses Ig;A) 0
for all

SH; En; lhe; hs; Thp i Ru; Sr; Er; Ire; Irs; Irp; Sk IE; AL

Then %—\{ 0 for all Sy; En; Ine; Ins; lhp; Ru; Sk ER; Ire; Irs; Irp; Sk IF; A and it is
zero when Sy = SH;EH = EH;IHB = IHB;IHS = IHS;IHP = IHP;RH = RH;SR =
SriEr = Exilre = Iggilrs = Irsilrp = Igp: Sk = Sgi Ie = I A = A . Hence the
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largest compact invariant set in Sy; En; lug; Ihs; lnp; RH; SR ER; IrB; Irs; Irp; Sk 15 A
such that ‘fj—\( = 0 is the singleton E which is Endemic Equilibrium point of the plague disease
system (8) - (11). Using LaSalles’s invariant principle by LaSalle (1976), it entails that endemic
equilibrium point of plague disease system (E ) is globally asymptotically stable in the interior
of the region of Sy; En; lng; lus; Ihp; Ru; Sr; Er; Ire; Irs; Irp; Sk; Ir; A and thus leads to
Theorem 5.15.

Theorem 5.15

If Rg > 1 then the model system (8) - (11) of plague disease has a unique endemic equilibrium
point E which is globally asymptotically stable in Sy, En, lng, lns, Ihp, Ru, Sk, Er, Ire,
Irs, Irp, Sk, IF and A.

5.6 Sensitivity and Elasticity analysis and Numerical Simulation

In this section, we use sensitivity and elasticity analysis to determine the impact that expected
number of new cases of i caused by one infected individual of j ( k;;) has on the basic repro-
duction number Rq . This is vital as it will help to know what and where to prioritize in order
to control the disease.

5.6.1 Parameter Estimation
We obtain the parameters from the literature that relate to this study, the present information

on plague disease and through estimation using sensitivity analysis and simulations. Table 13
shows the values of the parameters as used in the model.

Table 13: Parameter values for plague disease model.

Parameters Value/Range Reference/Source
3 0.2 Galtier and Mouchiroud (1998)
3 0.038 Keeling and Gilligan (2000a)
1 0.09 Ngeleja et al. (2016)
1 0.99 Estimated
2 0.23 Gani and Leach (2004)
1 0.3 Estemated
5 0.4 Estemated

Continued on next page

143



Table 13 Continued from previous page

Parameters Value/Range Reference/Source

3 0.3 Estemated

1b 0.04 Keeling and Gilligan (2000a)

3 0.5 Estimated

3s 0.09 Estemated

4 0.23 Estimated

1s 0.069 Estimated

1 0.3 Estimated

5 0.4 Gani and Leach (2004)

1p 0.63 Kugeler et al. (2015); Keeling and Gilligan (2000a)
0.71 Estimated

2 0.2 Estimated

hph 0.5 Estimated

rsf 0.1 Eisen et al. (2007)

hsh 0.85 Estimated

rph 0.805 Estimated

rsh 0.8 Estimated

3 0.03 Keeling and Gilligan (2000a)

2 0.03 Benkirane et al. (2009)

hof 0.1 Eisen et al. (2007)

rbf 0.99 Estimated

1 0.92 Estimated

2 0.98 Estimated

3 0.4 Estimated

3b 0.1 Estimated

$ 0.33 Kugeler et al. (2015)

fh 0.0641 Eisen et al. (2007)

2 0.3 Estimated
0.5 Estimated

4 0.05 Estimated

1 0.3 Estimated

3p 0.14 Estimated

hsf 0.1 Eisen et al. (2007)

fr 0.0641 Eisen et al. (2007)

hpr 0.00005 Estimated

Continued on next page
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Table 13 Continued from previous page

Parameters Value/Range Reference/Source
hsr 0.00008 Estimated
rpr 0.9 Estimated
rsr 0.9 Estimated
2s 1000 Estimated
0.99 Estimated
2 0.07 Benkirane et al. (2009)
1 0.04 Keeling and Gilligan (2000a)
4 50,000 Estimated
1 0.2 Estimated
2 0.4 Estimated
4 0.1 Ngeleja et al. (2016)
3 0.194 Tollenaere et al. (2010)

The dynamics of compartments in Human beings, Rodents, Fleas and Pathogens in the envi-
ronment are shown in Fig. 36a, Fig. 36b, Fig. 36¢ and Fig. 36d respectively. In the human
population we see the fast decrease of the susceptible and exposed population until it reaches its
endemic equilibrium point. This result is due to the assumption that there will be all three forms
of plague. The presence of all forms of plague results to many ways in which an individual may
be infected and thus lead to a very high force of infection.

The number of recovered human beings will slightly increase and drop off to its endemic equi-
librium point. This result is also cemented by Gani and Leach (2004) because as there is no
treatment and with the presence all three forms of plague the recovery rate must be very small.
The rapid decrease of the susceptible and exposed class will result to a rise of the infectious
classes for a period within 0 5 years before it decreases to its endemic point. As there is no
any method introduced in the system to control the disease the infected classes Iyg, I4s and
Inp will rise very fast in the rst years before it drops to its the endemic point.

We assume no recovery in the rodent population, and therefore all infected individuals will end-
up dying due to the disease after some time. That is to say with time the rodent population
also experience the same dynamics as in human population. The number of infected classes
Irg, Ire and Irp rises within the time between 0 10 years to its maximum and linger at its
endemic equilibrium state. The susceptible and exposed rodent drops within the rst ten years
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to its endemic point.

As the disease becomes endemic to the community, the number of ea getting the disease and
the number pathogens in the environment will signi cantly increase. The increase of Ig is
mostly contributed by by the rise in number of Iy, I4s, Irs and Irs. Moreover the increase
of A is due to the increase of the number of individuals (Human and Rodent) with pneumonic
plague. The increase of individuals with bubonic and septicemic plague increases the rate at
which the ea gets the infection. Then the number of susceptible eas will decreases with time
to its endemic point.

(@) (b)

(© (d)

Figure 36: The dynamics of Human, Rodent, Flea and Pathogens in the environment with baseline
parameter values given in Table 13.

The system consider vast ways of transmission between one individual to the other as
it has all three forms of plague disease. But the infectious eas still carries the very
important role in the transmission and spread of plague disease (Bitam et al., 2010).
Fleas are the major player in the transmission of bubonic and septicemic plague. Which
consequently makes it the very important agent in the transmission of plague disease.
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Figure 37: Effect of increased number of infected ea on Human and Rodent population.

Figure 37 illustrate the infect of ea to all three forms of plague in Human being and Rodent
populations. Rodents being the primary host for the eas, they are mostly affected by the
infected ea followed by human population. In both populations, eas mostly transmit bubonic
plague followed by septicemic plague. Pneumonic plague in human and rodent shows to be
least affected by the infected ea as the transmission is not direct. It depends on the progression
of those with bubonic and septicemic plague if not treated they become Pneumonic plague
infectives.

The increase of the number of individuals with pneumonic plague in both Human beings and
Rodents is mainly due to the airborne transmission. An individual with pneumonic plague
may cause infection within and outside the individual’s population. Fig 38 shows the effect
of increasing number of human beings and rodents with pneumonic plague to the human and
rodent with pneumonic plague

@ (b)

Figure 38: Effect of increased number of Human and Rodent with pneumonic plague .

Increase of Iyp and Igp is not limited to airborne transmission. When individuals with sep-
ticemic and bubonic are not treated, a fraction 3 1lyg, 3 Ire, slrs and 4 lys progresses

and become pneumonic plague infectives. Figure 39 shows the effect of the increasing num-
ber of individuals with bubonic and septicemic plague in both human beings and rodents with
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pneumonic plague.

@ (b)

Figure 39: Effect of individual with 14g, Ixs,Irg and Irs to Ixp and Irp.

The zoonotic nature of Plague gives it the very unique feature in terms of its spread and trans-
mission. The force of infection in both human and rodent is positively affected by the increase
of infection from the infectious ea and the pathogens in the environment. But it is also most
signi cantly affected by the infection they transmit to one another.

Figure 40: Effect of increased number of infected Human and Rodent.

Figure 40 shows the effect that infectious human and rodent have to one another. The gure
shows a substantial effect that infectious rodent (plus other domestic animal) has to the infected
human population and vice versa.

Figure 41: Effect of increased number of Pathogens in the environment to Human and Rodent.
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When the environment is favorable, the pathogens grows in the natural condition. Pathogens in
soil or air may infect a susceptible individuals upon a successful and adequate contact. Figure
41 shows the effects in the number of infected human and rodent as the number of pathogens
in the environment increases. The prominence of A as the potential plague transmission agent
depend solely on the weather condition. That is to say, when planning on the control strategies
of plague disease especially when it is in pneumonic form much consideration should be on
whether the condition is favorable or not for the pathogens to grow.

5.6.2 Sensitivity and Elasticity analysis of Ry,

We use sensitivity analysis to determine how the basic reproduction number (Rq ) relates to
changes in the parameters of the model. We also quantify the relative change in Ry in response
to the change in a parameter using the elasticity analysis. We use procedures described by
Hartemink (2009) to study the sensitivity and elasticity of the basic reproduction number Rq to
the changes in elements k;; or to the parameters in their expression.

Sensitivity

We de ne the sensitivity s;; of a matrix K as the change in the basic reproduction number
(Ro) in this case is the maximum modulus of the eigenvalues of the matrix K due to change in

elements kj; given by:
_ 0Ro

Sij = ks (46)

From the values s;; we can forms a sensitivity matrix S;;, obtained from the left and right
eigenvectors of the next generation matrix corresponding to its dominant eigenvalue (Caswell,
2001).

The sensitivity of Ry with respect to individual parameters s( ) is computed as:

X @R, 0k;;
s()= ——=-14 47
() Ty 8 (47)
Elasticity
The elasticity e;; of a matrix element ki; may also be obtained by:
Kij @Ro

eij = = —— 48
1= Ry Bk (48)
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For individual parameter the elasticity e( ) is given by

X -

49
Ro i Oki; @ (49)

Table 14 shows the sensitivity and elasticity of the basic reproduction number R, for the given
parameter values.

Table 14: Sensitivity and elasticity of R for plague disease

Variable Sensitivity Index Elasticity
Koq 4.592 0.0001
Koz 56.467 1.123
Kss 50.462 1.123
K17 202.805 0.318
K71 15.603 0.297
Ko7 64.41 0.072
K72 -1.776 -0.029
Ks7 -16.047 -0.017
K7s 3.302 0.081
K47 43.174 0.061
Kos -5.136 -0.103
Ks4 -34.903 -0.004
K74 3.913 0.065

From the Table 14 we can see the most sensitive element is the expected number of new cases
of human infected with bubonic plague caused by one infected ea ki;. The most insensitive
element is the expected number of new cases of rodent infected with septicemic plague caused
by one infected untreated rodent with bubonic plague kss. The positive sign entails that in-
creasing (decreasing) of k;; will result to the increase (decrease) the basic reproduction number.
When the sensitivity index is negative it means that increasing (decreasing) one element while
keeping the other constant decreases (increases) the value of basic reproduction number R, and
hence decreases (increases) the persistence of plague disease. For example the sensitivity in-
dex of k7, = 3:913 indicates that increasing the expected number of new cases of ea infested
with Yersinia pestis caused by one infected rodent with bubonic plague by 10% will as a result
increase the value of the basic reproduction number by 39%.

Figure 42 shows the the effect of the most sensitive element of the matrix K on the
basic reproduction number. It entails that increasing (decrease) the expected number of
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new cases of human infected with bubonic plague caused by one infected ea k;; con-
sequently lead to the signi cant increase (decrease) on the basic reproduction number.

Figure 42: Effect of the most sensitive ki7 on the basic reproduction number

Figure 43, shows the effect of k7,, ks7, kos and ks4 on the basic reproduction number Ro. We
can see that, the k7, Ks7, ko5 and ks, experience unstable endemic equilibrium when the values
of k7, is between [0 155], ks is between [0 15], ko5 is between [0 220] and ks, is between [0 6]
respectively. It then stabilize as the value of k;,, ks7, kos and ks4 increases above the stated
interval. It is when the endemic is unstable where we can observe the sensitivity indices of k;,,
ks7, Kos and ks, are negative and positive at some points. But when it is stable the sensitivity
indices of each k;; is positive. The results shows that when values of kj; are positive, their
increase lead to the increase of the value of the basic reproduction number as the element K;;
stands for expected number of new cases of i caused by one infected individual of j (Hartemink
et al., 2008).

(@) (b)
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(c) (d)

Figure 43: Effect of the most sensitive kjj on the basic reproduction number.

The results also show that the expected number of new cases of human infected with bubonic
plague caused by one infected ea is most sensitive to the basic reproduction number k;; de-
pends mostly on the adequate contact between the susceptible human and the ea infested with
pathogens. And as seen in Table 14 the increase in the adequate contact rate between the in-
fected ea I and the susceptible human being ( ¢,) will not only affect ky7 but the entire basic
reproduction number.

Machens et al. (2013) narrate that as we increase the adequate contact rate between the infected
individuals and the susceptible, the number of infected classes also increase. Figure 44 shows
the effect of the increased adequate contact rate between the ea infested with pathogens and
the susceptible human being.

(@)
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(b) (c)

Figure 44: Effect of increased ¢ on the basic reproduction number.

Elements with large sensitive indices (especially those which constitute the basic reproduction
number) should be considered rst for the proper control strategy. Reducing the basic repro-
duction number in our case has the direct relation with reducing the individual element of the
matrix K. Thus in order to have a disease free community we should work on reducing the
number of individuals that an infected individual can affect in his/her entire life time. This is
possible by always making kj; < 1 which in turn will reduce the basic reproduction number of
the plague disease.

Reducing the value of ki; means touching several factors and parameters in the plague system
model. It mainly entails reducing the contact rate between the infected and the susceptible
individuals, reducing the infectious period of an individual and reducing the probability that
individuals survive the incubation period. The strategies to reduce the contact rates must be
based on the character of the pair of individuals under consideration . For example, we would
do so by reducing the contact rate between the ea infested with pathogens and human or
rodent. The best strategy will be fumigation in order to kill the infected eas. The killing of the
infected individuals in order to reduce contact rates may also work when it is between infected
rodent and human and between ea and rodent. However when it is between human to human
or between infected human to rodent, ea or the environment, fumigation may not be the best
control strategy. The best strategy here may be either education or isolation.

5.7 Conclusion

In this work, we have developed and analyzed the deterministic SEIR model with modi cation
for plague disease. We found the model is well posed and de ned in the feasible region where
disease free equilibrium points is found and the stability is examined. We use sensitivity and
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elasticity analysis and numerical simulation to study the effect of most sensitive k;; elements
and the parameters to the transmission and spread of the disease.

The model analysis reveals that the expected number of secondary cases produced by a single
infected individual during the entire infectious period of that particular individual into a com-
pletely susceptible population depends on several k;;. It then entails that in order to be able to
control the disease stakeholders should work on reducing the expected number of new cases
of human infected with septicemic plague caused by one infected human with bubonic plague
ko1, the expected number of new cases of human infected with septicemic plague caused by
one infected human with septicemic plague k»,, the expected number of new cases of human
infected with bubonic plague caused by one infected ea k7, the expected number of new cases
of rodent infected with septicemic plague caused by one infected rodent with septicemic plague
Kss.

The endemicity of the disease may also be reduced by reducing the expected number of new
cases of ea infested with Yersinia pestis caused by one infected human with bubonic plague
k71, the expected number of new cases of human infected with septicemic plague caused by one
infected ea k7, the expected number of new cases of ea infested with Yersinia pestis caused
by one infected human with septicemic plague kz,, the expected number of new cases of rodent
infected with septicemic plague caused by one infected ea ks7, the expected number of new
cases of ea infested with Yersinia pestis caused by one infected rodent with septicemic plague
kzs, the expected number of new cases of rodent infected with bubonic plague caused by one
infected ea ky7, the expected number of new cases of human infected with septicemic plague
caused by one infected rodent with septicemic plague ks, the expected number of new cases
of rodent infected with septicemic plague caused by one infected rodent with bubonic plague
ks4 and the expected number of new cases of ea infested with Yersinia pestis caused by one
infected rodent with bubonic plague kz4.

From the analysis, it may be postulated that preventive measures, through reducing contact rates
between the infected and susceptible individuals is necessary in order to control the disease.
That is reduction of the contact rates will consequently reduce the transmission rates which in
turn will lead to lower prevalence of the plague disease.
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CHAPTER SIX

The Effect of Seasonal Weather Variation on the Dynamics of the Plague Disease °

Abstract: Plague is an historic disease which is also known to be the most devastating diseases
ever occurred in human history, caused by gram -negative bacteria known as Yersinia pestis.
The disease is mostly affected by variations of weather conditions as it disturb the normal
behaviour of main plague disease transmission agents namely human beings, rodents, eas
and pathogens in the environment. This in-turn changes the way they interact with each other
and ultimately lead to a periodic transmission of plague disease. In this paper we formulate a
periodic epidemic model system by incorporating seasonal transmission rate in order to study
the effect of seasonal weather variation on the dynamics of plague disease. We compute the
basic reproduction number of a proposed model. We then use numerical simulation to illustrate
the effect of different weather dependent parameters on the basic reproduction number. We are
able to deduce that infection rate, progression rates from primary forms of plague disease to
more severe forms of plague disease and the infectious ea abundance affect to a large extent
the number of bubonic, septicemic and pneumonic plague infectives. We recommend that it is
more reasonable to consider these factors that have shown to have a signi cant effect on Ry for
effective control strategies.

Key words: Pneumonic plague; seasonal weather variation; Periodic-epidemic systems; Peri-
odic transmission; septicemic plague; Evolution operator of periodic system; bubonic plague;
Time averaged reproduction number; Periodic-force of infection

6.1 Introduction

Plague is the ancient disease caused by the bacterium Yersinia pestis and has had a splendid
effects on human societies throughout the history (Wagner et al., 2014). Dynamics of plague
disease is the result of complex interactions between human beings, rodent population, ea
population and pathogens in the environment. Seasonal variation particularly temperature, hu-
midity, rainfall and precipitation greatly affect the normal transmission capacity of plague dis-
ease either by lowering it or rising it. It affects pathogen in the environment, eas, rodents and
even human behavior by altering their normal immigration rate, death rate, survival rate and
infectious capability (Altizer et al., 2006).

5This chapter is based on a research paper: Rigobert C. Ngeleja, Livingstone S. Luboobi, and Yaw
Nkansah-Gyekye, The Effect of Seasonal Weather Variation on the Dynamics of the Plague Disease, Inter-
national Journal of Mathematics and Mathematical Sciences, vol. 2017, Article 1D 5058085, 25 pages, 2017.
https://doi.org/10.1155/2017/5058085.
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6.1.1 Seasonality in ea development stages and behavior

Flea’s survival is greatly affected by temperature and relative humidity (Cavanaugh and Mar-
shall, 1972). The ecto-thermic characteristic of ea make them very sensitive to temperature

uctuations. Xenopsylla cheopis is the primary vector ea for Yersinia pestis. It is signi cantly
affected by seasonal weather variation as most of its life stages depend on temperature, humid-
ity and precipitation. The rate of metamorphosis of this kind of ea from egg to adult is also
regulated by temperature.

Flea larvae feed on almost any organic debris but mostly they feed on adult excreta which
consist of relatively undigested blood (Silverman et al., 1981). These adult fecal matter when
dried they falls from the host to serve as food for the larvae. Thus the availability of food (dried

ea dirt) for a larvae to feed depends on the weather condition particularly temperature and
humidity. The larvae develop well in areas where the relative humidity greater than 75 percent
and the temperature between 21°C and 32°C (Zentko and Richman, 1997; Cavanaugh, 1971).
At constant temperature ea becomes most sensitive to air saturation, and are massively killed
when the air saturation is insuf ciency (Bacot and Martin, 1924). The fact that all immature

ea stages occur outside the host; development rates of ea increase with temperature until it
reaches a critical value which makes ea most vulnerable. High temperature combined with
low humidity hinders ea’s survival at immature stages (Gage et al., 2008).

The condition where relative humidity is below 50% is unfavorable for ea growth. It is at this
condition the biting rate of ea onto the infected human and rodent or of the infected ea onto
the susceptible human and rodent is signi cantly low. But when the relative humidity is 80%
the ea becomes very active and as a result the biting rate and infection increase signi cantly.
More over when temperature is above 27:5°C the rapid disappearance of plague bacilli from
the ea stomach occur, resulting in reduced rates of plague disease transmission. This in turn
reduce the ea’s ef ciency in its ability to transmit the plague bacillus to human beings and
rodents (Enscore et al., 2002; Brooks, 1917)

When eas are in rodent burrows, their survival of immature stages is affected by soil moisture
that is partly controlled by outside precipitation (Eisen and Gage, 2009). As the way of getting
rid of detrimental moisture losses and temperature swings, rodent normally shift to start living
underground (Krasnov et al., 2001b). On the other hand, when attached with a high organic
load, excessively wet conditions in rodent burrows (e.g., relative humidity 95%) can stimulate
the growth of destructive fungi that diminishes ea’s larval and egg survival (Parmenter et al.,
1999).
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Different studies justify the negative correlation between rainfall and plague epidemics. For
example Cavanaugh and Marshall (1972) reported that areas where drains are absent, or where
drainage is insuf cient as a result of soil composition or impoundments of water, ooding un-
questionably causes a drop in the ea population. In areas with improved drainage, such as
those with sandy soils, the lessening of the ea population is minimal. Precipitation also in-

uence plague infection for it in uences the concentration of rodents, eas and humans in the
same shelter.

6.1.2 Seasonality in rodents

The direct effect posed on rodent population due to temperature change is minor. This is due to
the fact that rodents are homoeothermic and hence do not respond immediately to changes in
ambient temperatures (Korslund and Steen, 2006). Temperature indirectly affects the spread of
plague in rodent population in different ways as follows: at a low mean temperature of 10°C the
bacteria within host (rodent) becomes very active as a result a large number of infected rodent
die before even the plague bacilli appear in their blood. At this particular temperature rodent
also lose the ability to infect other susceptible individuals.

Rainfall may pose positive or negative effect on the increase of rodent population depending on
it’s intensity (Eisen and Gage, 2009). A season of moderate rainfall may be considered to affect
positively the increase of rodent abundance but when the amount of rainfall is extremely heavy
it results in a tremendous rodent population decline (Roberts et al., 2008). When it is moderate
and upon a proper timing, rainfall may foster the increase of rodent population (Cavanaugh and
Marshall, 1972). This is due to the fact that rodent’s reproduction period normally follow wet
seasons (Jaksic and Lima, 2003; Meserve et al., 2001; Letnic et al., 2005). That is to say the
increase of rodent population during wet period is expected to be higher than during the dry
seasons. This clearly concur with the result in the study by Leirs et al. (1996), which narrates
that in Tanzania, rodent population densities show clear association with the annual rainfall
and its seasonal distribution. However when rainfall is of high intensity, it causes ooding of
rodent burrows. Large number of rodents population die and the remaining ones normally move
from forest to the households where they can protect themselves (Gage et al., 2008; Dickman
et al., 1999; Cavanaugh and Marshall, 1972). In other cases, increased precipitation or drought
stalwartly disturb rodent population dynamics, as it deters food availability.
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6.1.3 Seasonality in pathogens in the environment

When the bacteria are in lungs, the transmission of Yersinia pestis is possible through various
ways: Contact transmission, in which one may be infected through physical contact with res-
piratory particles on the infected surface; Airborne transmission, which is through inhaling the
bacteria causing the disease through successive contact with the nose or mouth of an infected
individual; Respiratory particles, which is through respiratory droplets which is through shed-
ding of respiratory particles (i.e., droplets or aerosols) from an infected human or rodent into
the environment (Agar et al., 2009).

Extreme temperatures regularly are ruinous to the survival of pathogens causing plague. The
changes in temperature may lead to varying effects on the pathogens in the environment and
vectors that lives in an environment. When the mean temperature approaches the maximum
limit that can be endured by the pathogens, a small increase in temperature may be very danger-
ous to the pathogen survival. Conversely when pathogens are in the environment characterized
by low mean temperature, a small increase in temperature may result in increased development,
incubation and replication of the pathogen in the environment (Krasnov et al., 2001a, 2002).

Davis (1953) compared the seasonal incidence of plague with usual atmospheric conditions in
particular temperature and rainfall. 1t was depicted that human plague is more frequent in warm
moist weather between 15°C  27°C than in hot dry (over 27°C), or cold weather (under 15°C).
Mitscherlich and Marth (2012) narrates that the solar exert a detrimental effect on bacterial
aerosol and the decay rate of Yersinia pestis is proportion to the increase of UV light.

The reports by Ayyadurai et al. (2008) and Mollaret (1964) justi es the ability of the Yersinia
pestis to culture the organism from deep within contaminated soil. Eisen et al. (2008) was able
to show the great potential durability of Yersinia pestis in the soil substrate. The long duration
of their survival in the soil supports indirectly the virulence maintenance.

Yersinia pestics, exhibit a very slow growth at the temperature between 35°C  37°C but they
grow very fast at the temperature 28°C. They die very rapid if exposed to a UV light, temper-
ature exceeding 40°C or when exposed to intensive desiccation (Nozadze et al., 2015; Koirala,
2006; Brubaker, 1972). Bacteria decrease their sensitivity when the level of humidity drops
below 76% (Mitscherlich and Marth, 2012).

When an infected individual coughs or sneezes, thousands of the bacteria are released in air
(Stenseth et al., 2008). The released respiratory particles may be large and heavy that they
can’t remain suspended in the air. When respiratory particles are large the transmission can
only occurs when these particles are expelled directly onto another close susceptible individual.
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In some cases the release of smaller respiratory particles may occur; this is when the airborne
transmission is possible. The smaller released particles are easily suspended in the air respired
(i.e., pass into the lower respiratory tract) (Bevelacqua and Stilp, 2009).

Relative humidity and temperature affect the transmission of yersinia pestis from one individual
to the other. Humidity affects the size of the respiratory particle (Meyer, 1961). When humidity
is low the large drops partially evaporate to create smaller, lighter drops that are more likely to
remain airborne for extended periods of time (Rose et al., 2003). This is to say, when the air is
suf ciently dry, the large sized particles shrink to a size that favours long-range transport which
in turn leads to increased infection.

6.1.4 Seasonality in Human behavior

Human activities and behavior in plague-infected areas are also to be considered as important
determinants of plague transmission to and by humans (Hunter, 2003). When occurrences of
plague are due to human intrusions in natural plague areas, it is thus important to consider
season variation as a second order variable that in uences disease incidence through human be-
havior. In Tanzania, drought and famine which are the result of lack of rainfall and temperature
uctuation have a great impact to the farmers and pastoralists as it forces them to move from
one area to another searching for food for themselves and their cattle. These human intrusions
from one place to another may lead to the increase of plague disease transmission in rodents,
eas, human population and pathogens in the environment.

6.2 Model Formulation

We describe the complex interaction that leads to plague disease transmission and use it to
formulate a model for the dynamics of the plague disease coupled with the effect of seasonal
weather variation in its transmission. The model includes four populations namely human be-
ings, rodents, eas and pathogens in the environment. We generally assume that all individuals
from each population are susceptible to the disease, the recovered individuals confer tempo-
rary immunity and return to be susceptible again, the infectious are all individuals with either
bubonic plague, pneumonic or septicemic plague.
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6.2.1 Variables and Parameters used in the model

In this section we present variables and parameters, their description and their values as used
in the model. We obtained the parameter values from the literature that relate to this study,
the present information on plague disease and through estimation using sensitivity analysis and
simulations.

Table 15: Variables and their description for plague disease with weather variation.

Variable Description

SH Susceptible Human population

Ex Exposed human population

lys Infectious human population infected with with bubonic plague
lys Infectious human population with septicemic plague
lnp Infectious human population with Pneumonic plague
Ry Recovered Human population

Sk Susceptible rodents

Er Exposed rodents

Irs Infectious rodents with bubonic plague

Irs Infectious rodents with septicemic plague

Irp Infectious rodents with pneumonic plague

Sk Susceptible eas

I Infected eas

A Pathogens in the soil/environment

Table 16: Parameters and their description for plague disease with weather variation.

Parameters Description Value Reference/Source
ot (1) Adequate contact rate: between Igg and ea 0.1 Eisen et al. (2007)
rst (1) Adequate contact rate: between Igs and ea 0.1 Eisen et al. (2007)
th (1) Adequate contact rate: between I and human 0.0641  Eisen et al. (2007)
fr () Adequate contact rate: between I¢ and rodent  0.0641  Eisen et al. (2007)
hph () Adequate contact rate: between Iyp and Sy 0.39 Estimated
hsh (1) Adequate contact rate: between lys and Sy 0.12 Estimated
rbh (1) Adequate contact rate: between Igg and Sy
rph () Adequate contact rate:between Igp and Sy 0.19 Estimated
rsh () Adequate contact rate: between Igs and Sy 0.21 Estimated
1 Progression rate of Sy to Ey population 0.99 Estimated
2 Progression rate out of Ey to infectious state  0.23 Gani and Leach (2004)
13 Progression rate out of lyg to Iyp
2 3 Progression rate out of Iyg to Ry
3 3 Progression rate out of Iy to Iys
16 Disease induced death rate of Iyg 0.04 Keeling and Gilligan (2000a)
4 Progression rate out of lys to Iyp and Ry 0.06 Estimated
1s Disease induced death rate of Iyg 0.04 Estimated
5 Progression rate out of lIp to Ry 0.4 Gani and Leach (2004)
1p Disease induced death rate of Iyp 0.63 Kugeler et al. (2015)
1 Progression rate of Sk to Eg 0.92 Estimated

Continued on next page
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Table 16 Continued from previous page

Parameters Description Value Reference/Source
hof (1) Adequate contact rate: between Iyg and ea 0.1 Eisen et al. (2007)
hst (1) Adequate contact rate: between lys and ea 0.1 Eisen et al. (2007)
ror (1) Adequate contact rate: between Igp and Sg 0.9 Estimated
rsr (1) Adequate contact rate: between Igs and Sg 0.9 Estimated
hpr (©) Adequate contact rate: between lyp and Sg 0.00005 Estimated
hsr () Adequate contact rate: between lys and Sg 0.00008 Estimated
2 The rate at which rodent become infectious 0.98 Estimated
3 Progression rate out of Igg to Irs and Irp 0.194 Tollenaere et al. (2010)
3b Disease induced death rate of Igg 0.1 Estimated
4 Progression rate out of Igs to Irp 0.05 Estimated
3s Disease induced death rate of Irg 73 Tollenaere et al. (2010)
3p Disease induced death rate of Irp 0.14 Estimated
$ Progression rate of Ry to Sy 0.33 Kugeler et al. (2015)
1 Natural death rate for Human being 0.04 Keeling and Gilligan (2000a)
2 Natural death rate for Flea 0.2 Bacot and Martin (1924)
3 Natural death rate for rodent 1 Morand and Harvey (2000)
L Adequate contact rate: A and Human being
L (t) Adequate contact rate: A and rodent
1(t) Recruitment rate of A by Iyp 0.2 Estimated
2(t) Recruitment rate of A by Irp 0.4 Estimated
4 Natural death rate for Pathogens 0.1 Estimated
1 Recruitment rate of human beings 0.09 Estimated
2 Recruitment rate of eas
3 Recruitment rate of rodents

6.2.2 Model description

The human population is divided into six subgroups: the subgroup of people who have not
contracted the disease to be referred to as susceptible and denoted by Sy but may get it if they
get into contact with Iys, Inp, Irs, lnp, I Or A, People who have the disease but haven’t
shown any symptom and incapable of transmitting the disease to be referred to as Exposed
and denoted by En; those who are infected and capable of transmitting the disease are divided
into three subgroups: there are those who have bubonic plague denoted by Ig, those with
septicemic plague denoted by I s and those who have Pneumonic plague disease denoted by
lnp. The fraction of population in Iyp if treated may recover and move to subgroup Ry
otherwise they progress either to a septicemic disease infectives Iys, or to pneumonic plague
disease infective Ip or else they die. The population in the subgroup s if treated they
recover and progress to the subgroup Ry and if not treated they progress and join subgroup
Inp otherwise they die. The population of the subgroup Ip is considered as a very dangerous
stage of plague disease, it is very fatal stage of plague disease with the fatality rate of about
100%, however if treated they recover and join subgroup Ry otherwise they die. So the total
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human population Nj is as given by (1);
N; =Sy + En + Iy + Iys + Inp + Ry 1)

Fleas are divided into two sub-groups, those who have not contracted the disease but may get it
if they get in contact with infectious agent (rodent or human) referred to as susceptible ea and
denoted by Sg and those who are infected and are capable of transmitting the disease referred
to as infectives and denoted by I-. The total ea population N, is as given by (2)

N2:S|: +||: (2)

The rodents are divided into ve sub-groups: those who have not contracted the disease but may
get it if they get in contact with Iys, Inp, Irs, Inp, Ir Or A, referred to as susceptible rodents
and denoted by Sg; those who have the disease but haven’t shown any symptom and incapable
of transmitting the disease referred to as Exposed and denoted by Eg, those who are infected
and capable of transmitting the disease are divided into three subgroups, there are those who
have bubonic plague denoted by Irg, those with septicemic plague denoted by Irs and those
who have Pneumonic plague Irp. The fraction of population in Irg may progress to either
a septicemic plague disease infectives Irs, or to preneumonic plague disease infectives Irp.
The rodent population in the subgroup Irs may either progress to preneumonic plague disease
infectives Irp otherwise they die. The population in the subgroup IgP is considered as a very
dangerous stage of plague disease and very fatal so the mortality due to disease in this subgroup
is approximated to be 100% . Then the total rodent population N3 is as given by (3)

N3 =Sg + Er + Irg + lrs + Irp (3)

The individuals with pneumonic plague may release pathogens causing plague disease to the
environment denoted by A through coughing or sneezing. When the condition in soil/environ-
ment is favorable, pathogens may remain infectious in the environment for long time. When
a susceptible individual adequately interact with the environment infested with yersinia pestis
gets the disease even in the absence of any vector.

6.2.3 Description of interactions

The susceptible eas in sub-group Sk get Yersinia pestis bacteria through biting the infected
rodent Igrg or Irs who are the primary reservoir for the bacteria and become infected at the
rates ¢ and ,s¢ respectively. Flea may also get the disease when they bite the infected
human being with bubonic plague I4g or septicemic plague Iys at the rates e and  psf
respectively. Thus the ea population gets plague infection with the force of infection given in
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(4)
hbf(t)IHBI;:' hsf (D) IHs N rbf(t)IRBI;I" rsf (D) Irs 4
1 3

The human population may get the disease in one of the following ways: when the infected

Gs(t) =

ea I bites and infect the susceptible human being Sy at a rate ¢, when they interact with
one another; this can be with either a person with pneumonic plague Iyp through airborne
transmission or septicemic plague Iys through physical or sexual contact at the rates ppn and

hsh, respectively. Other infection is through airborne transmission through interaction with
rodent infected with pneumonic plague Igp or through touching or eating the infected rodent
with septicemic plague Irs at rates of ,n and sp, respectively. Human beings may also
get the infection from the environment when they breath in the bacteria or physically contact
the infected material at the rate of ¥;. This is to say human population acquire plague disease
following effective contact with infected human, rodent, ea and the environment with force of
infection G, given by (5)

Dlyp + Dl | Dilgp + Dl
hph() HP hsh() HS + fh(t)—F + rph() RP rsh() RS
N1 N, N3

Gi(t) = + L (DA (5)

The subgroup Sy, after the infection, progress and become latent to the disease at a rate ;.
After 2 to 7 days the sub-groups E become infected into one of the three infectious classes
lng, Ins or Iup (depending on the mode of transmission an individual is exposed to) and
capable of transmitting the disease. The proportional of Ey progress and become infected
by bubonic plague Iyg, septicemic plague Iys or Pneumonic plague Iyp at the rate , and
proportional to 1, ,or j3respectively. If the individuals in the compartment g get treatment
they would recover and move to sub-group Ry at a rate 3 otherwise they either progress to
subgroups Iyp or Iys at a rate 3 or die either naturally at a rate ; or due to the disease at
arate 5. The fraction of human with septicemic plague lys if treated they recover at a rate
4 and join Ry otherwise they either progress to subgroup Iyp at a rate 4 or die due to the
disease at a rate 15 or naturally at a rate ;. The compartments Ip if treated they recover at
arate s otherwise they die either naturally at a rate ; or due to the disease at a rate ;,. The
subgroup Ry attain temporally immunity then return and become susceptible Sy, at a rate $.

The rodent population may get a disease in one of the following ways: when the infected ea
I bites and infect the susceptible rodent Sk at a rate ¢, through interaction between rodent
themselves, which may be with rodent infected by pneumonic plague Irp or septicemic plague
Irs atthe rates pr and s, respectively. The other infection may be through interaction with
human infected with either pneumonic plague Iyp, or septicemic plague Iy at a rates of  pp,
and nsr, respectively. When the susceptible rodent suf ciently interact with the pathogens in
environment through breathing in the bacteria or physically touch the infected material gets
the infections at the rate of 1,. Rodent also gets the disease through adequate interaction with
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Rodent, Human, Flea and Pathogens in the environment with force of infection G, given by (6)

rpr (t) I RP +  rsr (t) I RS
N3

hor (D 1ap +  hsr(D)lHs
N

Ga(t) = + fr(t)II\I_FZ"' + 1L, (A (6)

The subgroup Sg, after the infection, they progress and become latent to the disease at a rate ;.
After 2 to 7 days the sub-groups Er become infected and capable of transmitting the disease,
the fraction of it progress and become infected by bubonic plague Irg, septicemic plague Irs
or Pneumonic plague Irp at the rate , and proportional to 1, , or 3 respectively. The rodent
in subgroup Irg May either progress to subgroups Igp or Igs at arate 3 or die either naturally
atarate 3 ordue to the disease at a rate 3,. The compartment Irs may either progress to Irp
at a rate 4 or die due to a disease at a rate 3¢ or naturally at a rate 3 and the compartments
Irp die either naturally at a rate 5 or due to the disease at a rate 3.

With regard to the pathogens in the environment, we assume that the adequate interaction with
Sh and Sg has a negligible effect on the dynamics of pathogens population size in the envi-
ronment. The pathogens in the environment are populated at a constant rate 4. The infected
human with pneumonic plague Ip and Rodent with pneumonic plague Igp also populate the
environment A with the bacteria at the rate ; and , respectively. Thus the environment is
populated with pathogens causing plague disease with the force of infection G4 given by (7)

G = s+ 1O + O )
1 3

The pathogens within the environment suffer natural mortality at a rate 4. Human population
in sub-groups Sy and E, ea population in sub-group Sg and rodent population in sub-groups
Sr and Eg suffer natural mortality at rates ;; , and 3 respectively. The compartments Iyg,
Iys, Ihp , e, Ire, Irs and Igp suffer both natural death at the rates 1; , and 3 and disease
induced mortality at rates 1p, 15, 1p, 2, 3, 3s and s, respectively. Human, Flea and rodent
are recruited at the rate 1, , and 3 respectively.

6.2.4 Model Equations for Plague Disease

Now we assume that the variation of infection capability from one individual to the other, mi-
gration of individuals from one place to another, recruitment and death rates of individuals in
different stages due to seasonal weather variation affect only the rate at which the disease is
transmitted from one infected individuals to the other. We now use the variables and parameters
and their description given in Table 15 and Table 16 and the description of interactions we drive
the following system of differential equations as given in (8) - (11).
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Human beings

ds
d_tH: 1+ PRy 1G1(t)SH 1SH;
dE
dtH = 1G:()Sw  En 1Ew;
dl
d|_t|B = , ,Ey 3lhe ( 1+ lb)IHB;
dl
d':S = 53 3lys+ 2 3En alus (1% 19)lus;
dl
d':['P = 21En+ 3 alue+ 4 lus  slup ( 1+ 1p)lpe;
dR
dtH = 3ol + 4(1 Dlus+ slyp  BRy 1Ru:
Rodents
dSg
= G, (1)S Sg;
e 3 1G2(t)Sk  3Sr
dE
dtR = 1G2()Sr  2Er  3ER;
dl
dF\t’B = o 3ER SIRB ( 3+ 3b)IRB;
dl
d?s = ,Er+ 3(1 Dlgs  4lrs ( 3+ 39)lrs;
dl
dF;P = 21Er+ 3 lre+ 4lrs ( 3+ 3p)lre;
Fleas
ds
d_tF: 2s G3(t)Sk 2SF;
dl
d_th Gs(t)Se  ( 2+ 2l
Pathogens ’
A e Ol Ol

dt N; N3

6.3 Basic properties of the model

(8a)
(8b)
(8c)
(8d)
(8e)

(8f)

(92)
(9b)
(9c)
(9d)

(%)

(10a)

(10b)

(11)

In this section, we discuss the feasible region and positivity of the plague disease model. For

convenience purpose and easy presentation of the result we let C denote all continuous functions

on the real line. If f is a periodic function in C then we use T for the average value of f on time

interval [0; T] de ned by (12). 7
.

f= f(t)dt

1
T o
for a continuous T - periodic function f(t).
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6.3.1 Invariant region

Plague disease affects Human, Rodent, Flea and pathogens in the environment populations. For
the possible modeling process all state variables and parameters of the model must be non-
negative for 8t 0. We thus need to verify whether the solution of the model system (8) - (11)
are in suitable feasible region where all state variables are positive. Inspired by Dumont et al.
(2008) and Mpeshe et al. (2014) we rst write the system (8) - (11) in the following compact
form

dX

& = ACOX +F (13)

where X = (Sn; En; lns; Ins; lnp; RA; Sr; ER; Ire; Irs; Irp; Sk IF;A)T, A(X) isald 14
matrix and F is a column vector.

We then have

All A12

A(X 14
(x) Ae A (14)
where
1
O 01 0 0 0 0 $ 0
1Gi(t)  (2+ 1) O 0 0 0 0
0 2 2 a 0 0 0 0
A = 0 2 3 3 3 a 0 0 0 (15)
0 21 13 4 as 0 0
0 0 23 41 ) s ($$+ 1) O
0 0 0 0 0 0 02
O 00000 0t
000000O00O
000000O00O
A,=B0 000000 (16)
0000000
000000O00O
0000000
o) 1
(2+ 3) 0 0 0 0 0 0
2 3 ay 0 0 0 0 0
2 2 3(1 ) & 0 0 0 0
Ay = (3+3) O 0 0 17
22 0" 0 0 o M g 0 0 & @0
0 0 0 0 Ga(t) (2+2) O
0 0 0 20 0 0 4
%% 0 0 000 1Gz(t)1
00 0O 00O O
98 8888 ¢
A21=Bo o 0 000 0 (18)
00 0 00O O
00 o000 0
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and
F=( 1;0;0;0;0;0; 3;0;0;0;0; »50; 4)7
wherea; =( 3+ 1+ )@ =(as+ 1+ ), a3=(s+ 1+ p)las=(3z+ 3+ 3),

as = ( 4+ 3+ 35),00=( 1G1()+ 1),02=(1G2() + 3z)andgs = ( Gz(t) + »2).

Now from sub-matrix A1, A1z, Az and Ay, we can deduce that matrix A(X) is a Metzler
matrix such that all its off-diagonal elements are non-negative 8x 2 R*and F 0 is Lipschitz
continuous. Thus the feasible region for the model system (8)-(11) is the set

= (Su;En;lug; Ins; lbp; RA; Sk Er; Ire; Irs; Irp; Sk IF;A) 02 R%f

This means that any trajectory of the system starting from an initial state in the positive orthant
of R* remains forever in

6.3.2 Positivity of the solution

We need to show that all variables and parameters of the model are non-negative 8t 0. We
now solve the equations of the system in their patches for testing the positivity. We found that
by letting the initial values of the systems (8), (9), (10) and (11) be: SH(0) > 0, Sg(0) >
0,Se(0) >0and Ay OEH@O) 0, 1ug(0) 0,14s(0) 0, 14p(0) 0, Rx(0) O,
ErR(O) 0,Igg(0) 0,1rs(0) 0,Igp(0) 0,1(0) 0. Then in the solution set Sy (t),
Sr(t), Se (1), A(L), En (1), 1ns (1), Ins(D), e (1), Ru(D), Er(Y), Ira (1), Irs(1), Irp (1) and
I (t) are non-negative 8t 0.

6.4 Model Analysis

6.4.1 Disease free equilibrium solution

The periodic model system (8) - (11) with non-negative, continuous periodic functions has
disease free equilibrium solution in which we consider equations (19), (20) and (21)

ds
d_tH = 1 1SH (19)
ds
d_tR = 3 3SR (20)
ds
d_tF = 2 2SE (21)
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Now given initial conditions Sy = S 2 R+, SR = Sro 2 R+ and Sk = Sgq 2 R, for (19),
(20) and (21) respectively, we will have

Sh = —i +  Sho —i e 1 (22)
Sk = —z +  Sro —z e (23)
Sg = _2: + Sk —2: e 2t (24)

Ast T 1 (19), (20) and (21) admit unique solution Sy -+ S 2 and Sg 2s

2

respectively, which is globally attractive in RS..

To nd the disease free equilibrium point we set the derivatives of the system (8)-(11) equal
zero. Then the model system has disease free solution which is obtained by setting lng =
lhs = lpp = E4 =Ry =0, lgg = lgs = lgp = Er =0, Ig = 0and A = 0 for
human, Rodent, Flea and pathogen system respectively. Hence system (8)-(11) has a disease
free equilibrium point

0(g0-E0 .40 -0 .10 -R0.g0.-E0.J0 -0 .0 .gO0. 0. A0
E°(Sh:Eni lhs: lhs: IRp: RA: S ER; Irei Irs: I Ski IR AY)

(25)
= 3;0;0;0;0;0; %;0;0;0;0; 23 0;.0

6.5 Basic Reproduction Number

Let (R¥, R¥) be the standard ordered k-dimensional Euclidean space with a norm k : k. For
u;v 2 REwewriteu  vprovidedu v2RK,u>vprovidedu v2R<nflg,andu v
ifu v 2Int(RY).

Now let A(t) be the continuous, cooperative, irreducible, and T-periodic k  k matrix function
withperiod T >0, a(,(t) be the fundamental solution matrix of the linear ordinary differential
system

dx

e A(DX; (26)

and ( ac)(T)) be the spectral radius of  ¢)(T). By Aronsson and Kellogg (1978) it follows
that ac)(t) is a matrix with all elements positive for each t > 0. By the Perron Frobenius
theorem, ( a¢)(T)) is the principal eigenvalue of ¢ (t) in the sense that it is simple and
admits an eigenvector v 0. The following result is important for our subsequent comparison
argument

Proposition 1. let = =In( ( a(T))), and then there exist a positive , T-periodic function v(t)

1
T
such that e tv(t) is a solution of x” = A(t)x
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Proof. Letv 0 be the eigenvector associated with the spectral radius ~ a¢)(T)

By the change of variable
x(t) = e 'v(t)

the system 26 becomes
3—\,: =A()v  v=C(A(®) v (27)

where | is an identity matrix.
Thusv(t) = (ap n(bVv isa positive solution of (27). We can easily see that

el ap nM®= ap

Moreover
V()= ap n®v =e T ATV =e T ( apM)v =v =v(0)

Thus, v(t) is a positive T-periodic solution of (27) and hence, x(t) = e tv(t) is a solution of
(26) O

The plague disease model system (8)- (11) has unique disease free equilibrium point given in
(25)

We consider a heterogeneous population whose individuals are distinguishable by stage of the
disease, and hence identi able and put into epidemiological compartments which are Sy, Ey,
lug, lns, Ihp, Ry Sk, Er, Ire, Irs, Irp, Sk, I and A. We sort the compartments so that
the rst m compartments correspond to infected individuals.

We now let

Fi(x) be the rate of appearance of new infections in the i*" compartments;

V;"(x) be the rate of transfer of individuals into compartment i by all other means, other than
the epidemic;

V; (X) be the rate of transfer of individuals out of compartment i.

Then the plague disease transmission model in (8) - (11) is governed by a periodic ordinary
differential system given in (28)

=R Viltn), i) (28)

where Vi(x) = V; (X) V" (X).

We rearrange the system by sorting the infectious classes (En, Ing, Ins, lnp, Er, IrB, Irs,
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Irp, Ig, A) come rst. We then have:

o ___ 1
1Glét)SH

0
0
F(x) = 1G20(t)SR
0
0
GgSt)SR
(@) 1
2En + 1En
(s+ 1+ w)lus 2 2En
(2a+ 1+ 19)lus 3 3lue 2 3En
(s+ 1+ 1plap 2 1En 3 1lue 4 lus
_ 2Er + 3ERr
V(X) = (3+ 3+ zp)lrs 2> 3Er
(a+ 3+ 3)lrs  22Er 3(1  )lre
(3+ 3p)lre 2 1Er 3 IrB 4lrs
2+ 2)Ie
A 1(21HP Z(BLRP + 4
Then we have: oF av
F(t) = 7_'(X0) ; V() = @—X_I(Xo)
j j
withl 1;J 10.
Now using (31) the matrices F and V as given below:
(@) ——c0 —0 —0
8 8 10hsh 1thh 8 8 1 II;IS:SH 1 'r\lp:SH 1 II(I)ZSH
T T TN I N T
0 0 1 hsrSE 1 hprSE 0 0 1 £rS
FO=B, b T 0 o R
0 T T I T T
O ﬁsg ﬁsg 0 O ng rsfsg 0 O
0o 0 0 0o o U ] 0 0
_ V1 Vv
VOO = vy v
where:
LT T T R
2 2 3t 1+ 1
V11—8 23 33 4t 1+ s 0 0 &
21 31 4 s+ 1+ 1 0
0 0 0 2 + Mus

170

(29)

(30)

(31)

w
To
200009900000

._.
oo ooo,{,"r ooo.'_.'l'
L2

—~
w
N

~

(33)



O 4+ .+, 0 o o ot
s(1 ) 4+ 3+ 3 0 0 0
sz—g 3 4 3+ 3p 0 0§
0 0 L+, 0
0 0 & 0 )
%% 00 o Lt
R
Va=@g 00 o0 ¢°
000 & O
2009000
Vi, =30 0 0 0 0%
2 8ooooo
00000

Following the setting by Wang and Zhao (2008) and Van den Driessche and Watmough (2002)
for epidemic models we check the condition (Al) - (A7) for plague disease epidemic model.
The system (8) - (11) is equivalent to periodic ordinary differential system (28). Now consider-
ing this system we can easily see that the condition (A1) - (A5) stated below are satis ed.

Al Since each function represents a directed transfer of individuals (human, rodent, ea and
pathogens in the environment), they are all non-negative. Thus, foreachl i nthe
function F;(t; x), V;"(t; x) and V; (t; X) are non-negative and continuouson R~ R? and
continuously differentiable with respect to x

A2 Thereisareal number T > Osuchthatforeachl i nthe functions Fi(t; x), V" (t; X)
and V; (t; x) are T- periodic in t

A3 If acompartment is empty, there will be no transfer of individuals out of the compartment
any means. That is to say if x; = 0 then V; = 0. In particular if x 2 X, thenV; =0

A4 The incidence of infection for uninfected compartments is zero. That is to say F; = 0 for
i>m.

A5 If the population is disease free then the population will remain free of disease. Thus if

We know that the system (28) has disease free periodic solution given in (25). Now we
de ne F(tx(1) = FEx@®) VEx@®)and M) = SHGED 17§ 14

@x;j

where fi(t; x(t)) and x; isthe i  th component of f(t;x(t)) and x respectively. Now
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from (29) and (30) we obtaina4 4 matrix given in (34)

o | ($$ | o o1l
0 + 0 0
ro=B, o . 0% 34
0 0 0 2

We then let  a()(t) be the monodromy matrix of the linear T- periodic system g—i =
A(t)z. Then A (T) < 1 which implies that E is linearly asymptotically stable in the
in the disease free subspace Xs = fx 0:x; =0;8i=1:::mgwherei =1:::mare
the infected compartments. Thus the condition (A6) stated below holds.

A6 The disease free periodic solution is asymptotically stable in a disease free subspace Xs
thatis A (T) <1where A (T) is the principal eigenvalue of ¢ ().

Next we set F (t) and V (t) are two 10 10 matrices de ned by (31), then using (29) and
(30) we get matrices F (t) and V (t) given in (32) and (33) respectively. We can further
see that matrix F (t) is non-negative, and V (t) is cooperative in the sense that the off-
diagonal elements are non negative. Let Y (t;s);t s, be the evolution operator of our

T -periodic system
dy

— = V(dy:
= vy (35)
That is for eachs 2 Rthe 10 10 matrix Y (t; s) satis es
dYéf = V@yY(ts)st sY(ss)=Id (36)

where Id isa 10 10 identity matrix. Thus the monodromy matrix v () of (35) equals
Y (t;0);t 0. Therefore the condition (A7) stated below holds.

A7 The evolution of individuals in the infectious compartments decays exponentially due to

natural and disease induced mortalities. Thus (T) <1

Now using the standard theory of linear periodic system by Hale (1980) there exist K > 0 and
} > 0 such that
kY({s)k Ke X9 8t s s2R (37)

We then have
kY(tt aF(t ak KKF({t ake ¥ 8t2R a2[0 1) (38)

Considering the periodic environment we suppose that (s), T - periodic in s, is the distribution
of the new infection atarate F (s) (s) produced by the infected individual who were introduced
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attimes. Givent sthenY (t;s)F(s) (s) yields the distribution of those infected individuals
who were newly infected at time s and remain in the infected class at t. We then have
Z t YA 1
(t) = Y (t;s)F(s) (s)ds = Y(t;t a)F(t a) (t a)da (39)

a1 0

which is the distribution of accumulative new infections at time t produced by all those infected
individual (s) introduce at previous timestot (s t).

Let Ct be the ordered Banach space of all T - periodic function from Rto R", which is equipped
with the maximum norm k : k; and the positiveconeC; =f 2 Cr (t) 0;t2 Rg. De ne

a linear operator L : Cy ¥ Cy by
Z 1

(LYO= Yt aF({ a) (t ada 8t2R 2Cr (40)
0

Now by Wang and Zhao (2008), Diekmann et al. (1990) and Van den Driessche and Watmough
(2002) we name L as the next infection operator, then the basic reproduction number R+ of the
periodic system (8) - (11) is given (41).

Rr= (L) (41)

where (L) is the spectral radius of L.

6.5.1 Characterization of Rt

In this subsection, we investigate whether the basic reproduction number in our periodic system
can characterize the threshold of the disease invasion. To do this we consider the following
linear T -periodic equation

dw _
dt
with parameter 2 (0; 1). LetW(t;s; );t s;s 2 R, be the evolution operator of the system
(42) on R'°, We can clearly see that  y(t) = W(t;0;1), 8t 0. Considering matrix (32)
and (33) we note that for each 2 (0; L), all off-diagonal element of matrix V (t) + =2 are
non negative (cooperative matrix). It follows that the linear operator W (t; s; ) is positive in R

V(t)+@ w; 8t2R (42)

foreacht s, s 2 R Now using Perron-Forobenius theorem by Smith and Waltman (1995) it
entailsthat (W (T;0; ))isaneigen value of W(T;0; ) withanon-negative eigenvector. Also
using matrix similarity concept by Shores (2007) we can easily verify that matrix W (s+T;0; )
is similar to the matrix W (T;0; )andhence (W(s+T;0; ))= (W(T;0; ))foranys2R
where (D) is a spectrum of the matrix D.
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Proposition 2 ((Wang and Zhao, 2008)). We let (A1) (A7) holds for system (8) - (11) then

(i) If (W(T;0; ))=1has a positive solution o, then  is an eigenvalue of L, and hence
Rt > 0.

(i) If Ry > 0,then = Ry is the unique solution of (W (T;0; )) =1

(iii) Ry = 0ifand onlyif (W(T;0; ))<18 >0

This result shows that in order to nd the basic reproduction number, we need to nd the mon-
odromy matrix ¢ v (t) of the system (42) and evaluate it. We then nd the spectral radius
of g v(T) and solve the equation ( ¢ v(T)) = 1 for which is the basic reproduction
number.

6.5.2 Computation of the Basic Reproduction Number

We compute a time-averaged basic reproduction number Ry using the next generation matrix
as outlined by Wesley and Allen (2009), Heesterbeek (2000) and Diekmann et al. (1990). The
method has the advantage over the usual next generation method in that, the steps to reach an
estimate of Ry and the matrix elements of the next-generation matrix have a clear biological
basis. It is easy to handle complex diseases like plague disease which has multiple transmission
roots from different infections agents.

To do this, we rst categorize individuals by their state at the moment they become infected
(type at infection). These types-at-infection refers speci cally to the birth of the infection in the
individual. These categories (type at infection) differs in the way they transmit plague disease
which in-turn differentiate their ability to produce secondary cases.

In our case, we categorize the individuals into eight states and label them as follows: Human
infected with bubonic plague (type 1), Human infected with septsemic plague (type 2), Human
infected with pneumonic plague (type 3), Rodent infected with bubonic plague (type 4), Rodent
infected with septcemic plague (type 5), Rodent infected with pneumonic plague (type 6) Flea
infested with pathogens (type 7) and the Pathogens in the environment (type 8).

We assume and label individual with bubonic plague as stage one of the disease, septsemic
plague as stage two and pneumonic plague as stage three. We also assume that when an indi-
vidual in stage one graduates to stage two we only consider the current stage and ignore the
latter. We assume that the infection only goes in ascending direction that is from stage one to
two, or two to three, but not in the reverse of it.
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Since the system has eight types-at-infection, the next-generation matrix, K, will be a8 8
matrix with elements k;; ’s. Each of the element k;; stands for expected number of new cases of
i caused by one infected individual of j. For example ki, is the expected number of new cases
of human infected with bubonic plague caused by one infected human with bubonic plague.

We now de ne a matrix K whose entries are kj;. The resulting next generation matrix is as
given in (43).

(43)

Then, Rg = (K) where (K) is spectral radius of K.

Some elements equal 0 because not all types of infections cause all other types of infection.
Example human with bubonic plague Iy (type at infection 1) does not produce type at infec-
tion 1 (human infected with bubonic plague), 4 (rodent infected with bubonic plague), 5 (rodent
infected with septicemic plague), 6 (rodent infected with pneumonic plague) and 8 (pathogens
in the environment). This means that k1, K14, K15, K15 and kig are 0. The type at infection 2 (hu-
man being infected with septicemic plague) also does not produce Type at infection 1 (human
being infected with bubonic plague), 4(rodent infected with bubonic plague), 6 (rodent infected
with pneumonic plague) and 8(Pathogens in the environment). This also means that K1, Ko4,
koe and kg are zero (0). The type at infection 3 does not produce type at infection 1(human
being infected with bubonic plague), 2 (human being infected with septicemic plague), 4 (ro-
dent infected with bubonic plague), 5 and 7 which means that ks;, ks, Kas, K35 and ks7 are zero.
Type at infection 4 does not produce type at infection 1, 2, 3, 4 or 8 which means that k41, Ky,
K43, Kaq and kyg are zero. Type at infection 5 does not produce type at infection 1, 3, 4, and 8
then ksq, Ks3, Ks4 and ksg are zero. The type at infection 6 does not produce type at infection 1,
2,4, 5 and 7 thus kg1, Kep, Kes, Kes and kg7 are zero. Type at infection 7 also does not produce
type at infection 3, 6, 7,and 8 thus k73, k7e, k77, and kg are zero. And the type at infection 8
does not produce type at infection 1,2, 4,5, 7 and 8 which means that kg;, Kg,, Kgs, Kgs, kg7 and
kgg are zero. Incorporating these, we modify the matrix K as shown in matrix (44)
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Op 0 o 0 0 ko 0

0
Ky ko 0 0 kis 0 ky O
0 0

i
— 47
K=B0 0 0 ke ks 0 ko O (44)

0 0 O Kkesa Kes kes 0 Kes
k71 k2 0 ks ks O 0 O
0 0 kg3 O 0 kg O 0

We will now explain the derivation of each matrix-elements in detail. We employ the deriva-
tion steps by Gail and Benichou (2000) to drive the expressions for k;;. We mainly base our
derivation on the adequate contact rate between the infected individual type j and the suscepti-
ble individual type i, the expected duration of infection of individual type j and the probability
that the individual type j survive the duration between the latent stage to the time an individual
experience the onset clinical disease as in (45)

1 L
Effective Duration Probability that the
Kij = contact - of individual survive (45)
Rate infection the incubation period

The production of Ig, depend on probability that the susceptible ea becomes infectious ( ).
We also consider the rate at which I adequately bites the susceptible human and the bite results
to a human infected with bubonic plague I at the average value of transmission rate . The
total number of human infected with bubonic plague caused by one ea infested with pathogens
is as given in (46).

2 fh
+ 2+

Kiz = (46)

Septicemic plague in human may be produced in various way; progression of untreated hu-
man with bubonic plague to human with septcemic plague, adequate contact(including sexual
contact) between humans with septicemic plague, adequate contact between rodent and human
with septicemic plague and from the ea infested with pathogens. We consider the progression
rate of infected human with bubonic to septicemic 3 3, the adequate contact (it may be sexual
contact ) rate between humans with septicemic plague, rodent infected with septicemic plague
and the infected ea to human with septicemic plague at the average rates ~hsh, rsnh and “fn.
Then the number of human infected with septicemic plague from all the mentioned infectious

176



agents is as given in (47a), (47b), (47c) and (47d).

Koo = 2323 473
2 (22% D1+ 3+ ) (472)
Koy = 33 23 hsh 47b
2 33+t 1 23+ 1 (a+ 1+ 15) (47b)
1 ) h
k — 22 + 3( rs 47¢
2 (22+ 3) 3(1 )+ 3 (a+ 3+ 35) (47c)
Ko7 = L (47d)

The proportions ; and of untreated g and Iy may progress and become I4p at the pro-
gression rates 3 and 4 respectively. We multiply the average period the Ig remain infected
with the rate at which they progress to Ip. I4p may also result from the airborne transmission
from the human or rodent with pneumonic plague at the average rate o Or ~rpn respectively.
And through the direct interaction with the environment at the average rate T;. Then the total
number of human infected with pneumonic plague from the stated ve sources is given in (48a),
(48Db), (48c), (48d) and (48e)

2 321
ka1 = (48a)
(22% 1)( 3+ 1+ 1)
33 2 3 4
Ksp = + (48b)
33+ 1 23+t 1 4+ 1+ 15
21 31 4 hph
Kz = + + i (48¢)
21+t 1 31+t 1 4 + 3 s+ 1+ 1p
21 3 4 rph
Kss = + + P (48d)
21+ 3 3 + 3 4+ 3 3t 3p
_ o o —
4 1 2 L]
k38: — _+_ —+ —— — (486)
i 1+ 4 2+ 4 4

Production of number of rodent with bubonic plague Irg depend only on the ea infested with
pathogens. The infection depends on the infection period of the ea that survive the incubation
period and the proportion at which the adequate contact between infected ea and susceptible
rodent causes bubonic plague at the average rate 3 ¢, as given in (49).

Ky = 3 1r 49
7 + 2+ (49)

The septicemic plague in rodent is produced in three ways; one is when infected rodent with
bubonic plague progresses and become septicemic plague infectives at the rate 3(1 ). Two,
is after adequate contact (it may also be a rodent eating or biting an infected individual) between
the susceptible rodent and a rodent infected with septicemic plague or human at the average rate
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rsr OF  hsr respectively. Three is from the ea infested with pathogens with the proportion that
the adequate contact between I and the susceptible rodent results to Irs. The total number of
Irs infected from these infectious agent is as given in (50a), (50b), (50c) and (50d).

k — 3 3 + 2 3 hsr 50a
> 33+ 1 23t 1 4+ 1+ g (50)
1)
Kss = 2 3 3 50b
> (23+ 3)( 3+ 3+ z) (50b)
1 )
k — 2 2 + 3( rsr 5OC
% (22%+ 3) 31 )+ 3 4+ 3+ 3 (50¢)
ks = L (50d)

+ 2 2t 2
Irp may be the result of airborne transmission between the susceptible rodent and the human
and rodent with pneumonic plague at the average rate ppr and e respectively. 1t may also
occur from the progression of untreated Igrg and Irs at the rate 3 and 4 respectively. The
pathogens in environment may also cause Irp after the adequate interaction at the average rate
T5. Now the total number of Irg resulting from these interaction are in (51a), (51b), (51c),
(51d) and (51e).

k63 — 21 + 31 + 4 hpr (51&)
21+t 1 31+t 1 4 + 1 s+ 1+ 1p
Kea = 233 51b
T (os+ )(s+ 3+ a) (51b)
1 ) 4

Kes = 22, 3l 51c

® (22+ 3) 3(1 )+ 3 4+ 3+ 3 (51c)

k — 21 + 3 + 4 rpr 51d

% 21+ 3 3 *t 3 4+ 3 3+ 3p (1d)
— —

Keg = L+ L+ 2 -2 (51e)
4

Flea are infested with pathogens from human and rodent infected with bubonic and septicemic
plague at the average rate “npr, nsf» rof and —rs¢. The infection is dictated by the probability
that human and rodent with bubonic and septicemic plague survive the incubation period and
the adequate rates of contact. From these interaction we get the total number of infectious ea
is as given in (52a), (52b), (52c) and (52d).

Ko = 2 2 hbf 504
b (22% D1+ 3+ 1) (522)
Ko = 33 2 3 hsf 52
2 33+t 1 23+t 1 4t 1+ g6 (52b)
k — 2 3 rbf 52¢C
74 (23+ 3)( 3+ 3+ z) (52¢)
k75 — 22 + 3(1 ) rsf (52d)

(22+ 3) 3(1 )+ 3 4t 3+ 3¢
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The pathogens are released in the environment at the average rates —1 and 1 from Iyp and Irp
respectively. The released number of pathogens at a given time depends on the infectious period
of the rodent and human infected with pneumonic plague. And the probability that I;p and Irp
survive the incubation period. The total pathogens in soil/environment is as given in (53a) and
(53b).

21 31 4 1
Kes = + + (53a)
211+ 1 31+ 1 4 + 1 s+ 1+ 1p
21 3 4 2
Kes = + + (53Db)

21+ 3 3 + 3 Vi 3+ 3p
Each element in the matrix K represent the expected number of secondary cases produced
by infected individual j during the entire infectious period of that particular individual into a
completely susceptible population i (Hartemink et al., 2008).

Basic Reproduction Number Rq

We obtain the average basic reproduction number Ry by computing the maximum modulus of
the eigenvalues of the next-generation matrix K (Diekmann et al., 1990; Heesterbeek, 2000).
Now using Maple computing software package, the basic reproduction number is:

14T K22(S) + Kss(S) 1S 1 As 1S 1 As
Ro:?0 n +3 A1+§Q§A4+3—A4+§ A, §%A4 A
+ g As ds
4 AL+ ShsAL+ 2
in which:
A= 3#3;'28#1; A, = 3#3 - 8#1; As = bttt # 8t

1
o= B-((H]  Tototh Sttty + 2TH, + 2THiy))+

(13 T2ttty sttty + 2TH2 + 2THAE A2 + 12#, 3#s#)%)3)?
As = Ig)i(#i + 12#, 3tsth)
where

#1 = K2(S)kss(S)  kiz(s)k7i(s)  Kaz(S)kza(S)  Ks7(S)kzs(S)

#2 = Ki7(8)kss(S) (K17(8)kza(S) + Ka1(S)k72(S))  Kaz(S)(Kas(S)ksa(S)kz2(S)
+ K22(S) (Kss(S)k7a(S) + ksa(S)k75(S)))

#Hs = koa(s) kss(s)

#a = (K22(S) + kss()) (K17 (S)k71(S) + Kaz(S)k7a(S))  kra(S)(kiz(S)kar(s)  kar(S)kss(s)
+ kos(S)ks7(S))  Krs(S)(Kaz(S)Ksa(S)  Kaa(S)Ks7(S))
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Since the system has multiple infectious types from multiple hosts then the next generation ma-
trix produce the average value of the geometric mean of the number of infections per generation
and the the basic reproduction number is the average number of secondary infections (Li and
Blakeley, 2011). It is shown that the basic reproduction number of plague disease depends on
the expected number of new cases of human infected with bubonic plague caused by one in-
fected ea (ki7), the expected number of new cases of human infected with septicemic plague
caused by one infected human with bubonic plague (K»1), the expected number of new cases of
human infected with septicemic plague caused by one infected human with septicemic plague
(k22 ), the expected number of new cases of rodent infected with bubonic plague caused by one
infected ea (k47), the expected number of new cases of rodent infected with septicemic plague
caused by one infected rodent with bubonic plague (ks4 ), the expected number of new cases of
rodent infected with septicemic plague caused by one infected rodent with septicemic plague
(kss), the expected number of new cases of rodent infected with septicemic plague caused by
one infected ea (ks7), the expected number of new cases of of new cases of ea infested with
Yersinia pestis caused by one infected human with bubonic plague (k71), the expected number
of new cases of ea infested with Yersinia pestis caused by one infected human with septicemic
plague (k7,), the expected number of new cases of ea infested with Yersinia pestis caused by
one infected rodent with bubonic plague (k;4) and the expected number of new cases of ea
infested with Yersinia pestis caused by one infected rodent with septicemic plague(k;s). The
result may also be interpreted as: among all elements of the matrix K, the k;;, that appear in
Ro gives more signi cant involvement in the dynamics and spread of plague disease.

6.6 Numerical Results and Discussion

Here we use the parameters values of model system (8) - (11) given in Table 16 to study the
transmission trend of plague disease. Simulation results are given to show the effect of different
parameters on the periodic reproduction number. We also chose temperature data obtained
from Tanga region from January to December 2013 to show the seasonal distribution in the
the number of secondary cases of plague infections. It is observed that simulation results from
time averaged seasonal parameters and those seasonal parameters treated mathematically as
sinusoidal functions matches the real seasonal uctuation data (Temperature).

Results shows that the increase in number of individuals infected with bubonic plague, to a large
extent affects the increases in number of individuals with septicemic and pneumonic plague
disease. This is due to the fact that, individual with bubonic plague progresses and become
either septicemic or pneumonic plague infectives. This in turn leads to the signi cant increase
of plague disease transmission rate and the average number of secondary infections. Figure 46
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and Fig. 45 show how the progression rates from individuals with bubonic plague to individuals
with septicemic plague affects the average number of secondary infections in human beings and
rodent respectively. It is illustrated that the increase of human beings and Rodents progressing
to become septicemic plague infectives, affects the disease dynamics by increasing the average
number of secondary infections. We see similar result when we evaluate the periodic reproduc-
tion number basing on the temperature data from Tanga region (Sub-Fig 45c) and (Sub-Fig 46c)
and time averaged parameters (Sub-Fig 45b) and (Sub-Fig 46b) for human beings and rodents
respectively. These ndings necessitate the need for early treatment of plague disease infectives
especially the primary forms (Bubonic and septicemic plague) before they progress to a highly
fatal and fast spreading plague forms like pneumonic plague disease. It is thus important for the
government and other health stake holders to ensure the availability of effective plague disease
treatment especially in high risk areas.

@ (b)

(©)

Figure 45: Effect of progression rates from Iyg to Iys on the Periodic reproduction number.
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Figure 46: Effect of progression rates from Irg to Irs on the Periodic reproduction number.

Increase of plague disease transmission through ea bite in Human beings and Rodents popula-
tions alter the whole dynamics of plague disease. Results in Fig. 47 and Fig. 48 shows the effect
of infection from infectious ea to Human beings with bubonic and septicemic plague on the
average number of secondary infections. The infection from ea to rodents with bubonic and
septicemic plague disease also shows the signi cant effect on Ry as illustrated in Fig. 49 and
Fig. 50 respectively. The results generally shows that when the periodic infection rates from

ea increases the infectious human beings and rodent increases as well, this in-turn affect the
general plague disease periodic transmission and spread. These results are in conjuncture with
what is observed when Ry is evaluated using the temperature data and time averaged seasonal
parameter as in Sub-Fig. 47c and Sub-Fig. 47b and Sub-Fig. 49c and Sub-Fig. 49b for human
beings and rodents respectively
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Figure 47: The effect of infection from I to Human beings with bubonic plague on the Periodic
Reproduction Number.
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Figure 48: The effect of infection from I to Human beings with Septicemic plague on the Periodic
Reproduction Number.

(@) (b)
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Figure 49: The effect of infection from I to Rodents with bubonic plague on the Periodic
Reproduction Number.

(@) (b)
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Figure 50: The effect of infection from I to rodents with septicemic plague on the Periodic
Reproduction Number.

The result calls attention for the need to control the number of infectious eaand ea population
in general as the way of controlling the plague disease. The study recommends that for the
appropriate and most effective way to control ea population we rst need to study the ea’s
ecology and its local patterns of disease transmission. One of the most important and cost
effective strategy of controlling the vector ea is environmental management strategies that can
reduce or eliminate vector breeding grounds. For example in residential areas people must be
educated to improve their surrounding environment in a way that do not fevers the survival and
growth of vector ea. This may be through improving the design of water systems, improve
waste disposal and water storage, discourage deforestation and loss of biodiversity and living in
a well ventilated housing that is not close to animals.

There are also biological controls tools like bacterial larvicides and larvivorous sh may be
used to control ea population (Rozendaal, 1997). These control methods aim at killing vector
larvae without generating the ecological impacts as they don’t use chemicals. Another strategy
is using chemical methods, which mainly shorten the lifespan of vectors. These tools are such
as indoor residual sprays, space spraying, and use of chemical larvicides and adulticides. Since
most of these methods have side effects to the environmental ecology they are recommended
to be used when other safe strategies fail. Moreover, even though these chemicals are not
environmentally friendly we argue to the environmental stake holders to recommended the use
of chemical methods of vector control that reinforces linkages between health and environment.

Reducing the number of ea population will reduce the infection rates to human beings and
rodents and ultimately reduce the number of secondary infections. Sub-Fig 51a shows how
reducing the number of infectious ea reduce the number of secondary infections. This is also
true when the parameters that are affected by seasonal weather variation are evaluated using the
temperature data in Tanga (Sub-Fig 51c) and using the time averaged seasonal parameters (Sub-
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Fig 51b). This result is in light of the fact that, the reduction of ea population will reduce the
number of individual with bubonic and septicemic and as a result reduce number of pneumonic
plague infectives that result from the progression of individual with bubonic and septicemic
plague.

(@) (b)
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Figure 51: Effect of increased number of ea’s death rate on the periodic reproduction number.

The reduction of ea population will not only reduce the infection from ea to other individual
but also the rate at which ea gets the disease from other individuals (Human beings and Ro-
dents). When the ea population is reduced it will as a result reduce the interaction between
susceptible ea and other infectious individual and vice-versa. The number of eas getting the
disease increases with the increase with the rate at which ea acquire infection from infectious
human beings with bubonic plague (see Sub-Fig 52a) and those with septicemic plague (see
Sub-Fig 53a). We further observe that the increase of infectious ea may be contributed by the
infectious rodents with bubonic plague (see Sub-Fig 54a) and those with septicemic plague (see
Sub-Fig 55a). We can also observe the similar results when the parameters are are evaluated
basing on the temperature data in Tanga region and when the parameters are timely averaged
as in Sub-Fig 52c¢ and Sub-Fig 52b and Sub-Fig 54c and Sub-Fig 54b for human beings and
rodents respectively. Therefore, using these results, we settle to the point that increasing trans-
mission rate in ea population from Human beings and Rodents with bubonic and septicemic
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plague raises the average number of secondary plague disease infections.

(@) (b)
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Figure 52: The effect of increased infection rate to Fleas from the infectious Human beings (Iyg) on
the Periodic Reproduction Number

(@) (b)
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Figure 53: The effect of increased infection rate to Fleas from the infectious Human beings (Igs) on
the Periodic Reproduction Number
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Figure 54: The effect of increased infection rate to Fleas from the infectious rodents (Irg) on the
Periodic Reproduction Number
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Figure 55: The effect of increased infection rate to Fleas from the infectious rodents (Irs) on the
Periodic Reproduction Number

Physical contact that include sexual contact between two infectious individual (Human beings
and Rodents) may lead to septicemic plague. The increase in the number of individual with
septicemic plague affects the general dynamics of plague disease particularity the average num-
ber of secondary infections. It is illustrated that increasing infection rate from a Human beings
with septicemic plague to the other susceptible Human (see Sub-Fig 56a) and from Rodent with
septicemic plague to the susceptible Rodents (see Sub-Fig 57a) increases the average number
of secondary infections. The result again shows a clear correlation when parameters are eval-
uated based on the Temperature data from Tanga region (see Sub-Fig 56¢ and Sub-Fig 57¢ )
and when are averaged (see Sub-Fig 56b and Sub-Fig 57b) for human beings and rodents re-
spectively. This shows the necessity to educate human beings practice safe sex using protective
gears and taking necessary precaution when handling people or animals with septicemic plague.
It also tells us that, there is a necessity to quarantine people and animals that immigrate from
areas that are infected by septicemic plague so that they do not affect other Human beings or
animals and thus increases the endemicity of the disease.
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Figure 56: Effect of infection rate ( nhsh) on the Periodic reproduction number.
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Figure 57: Effect of infection rate ( rsr) on the Periodic reproduction number.
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The distribution of the basic reproduction number is based on the seasonal weather condition of
a particular area at a particular time. This is what causes the unpredictability of the number of
secondary cases of plague disease infection (Bubonic, septicemic and pneumonic plague) as it
will change whenever the weather conditions changes. We evaluate the distribution of the basic
reproduction number based on the data we obtained on daily temperature (°C) and humidity (%)
from ve regions in Tanzania from January to December, 2013. Figure 58, Fig. 59, Fig. 60, Fig.
61 and Fig. 62 shows the seasonal distribution of basic reproduction number when evaluated
based on the Temperature and Humidity data from Kigoma, Mbeya, Mtwara, Singida and Tanga
regions respectively.

(@) (b)

Figure 58: Distribution of R based on uctuation of Temperature (Sub-Fig 58a) and Relative
Humidity (Sub-Fig 58b) data in Kigoma

(@) (b)

Figure 59: Distribution of Ry based on uctuation of Temperature (Sub-Fig 59a) and Relative
Humidity (Sub-Fig 59b) data in Mbeya
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Figure 60: Distribution of Ry based on uctuation of Temperature (Sub-Fig 60a) and Relative
Humidity (Sub-Fig 60b) data in Mtwara

(@) (b)

Figure 61: Distribution of Ry based on uctuation of Temperature (Sub-Fig 61a) and Relative
Humidity (Sub-Fig 61b) data in Singida

(@) (b)

Figure 62: Distribution of R based on uctuation of Temperature (Sub-Fig 62a) and Relative
Humidity (Sub-Fig 62b) data in Tanga

The features displayed in these results clearly show how seasonal weather uctuation can be
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of signi cant effects on the number of secondary cases of plague disease. It can be noted
that there is a seasonal pattern in new plague disease infection cases. We therefore vindicate
that the number plague disease infectives peaks whenever the weather condition is favorable
for plague disease transmission and it drops when the weather condition do not favor plague
disease transmission.

6.7 Conclusion

The transmission of plague disease occurs in several pathways which makes the modeling of the
disease challenging and very complex. Moreover all ways that lead to plague disease transmis-
sion are directly or indirectly affected by seasonal weather variation which cause seasonality in
plague disease epidemic. The effect of seasonal weather variation has been a glowing concern
in different epidemiological studies. This in-turn dictate that in order to study the dynamics and
propose the effective control strategies of the plague disease we must incorporate the effect of
seasonal weather variation. In this study we have analysed the plague disease model incorpo-
rated with the factors that are affected by the seasonal weather variation in order to study its
effects on the dynamics of the plagues disease. We have computed basic reproduction number
and depict how it can be affected by seasonal weather variation through numerical simulation.
We were able to deduce that, progression rates from one primary form to secondary form of
plague infection, ea’s infection rate and the vector ea abundance pose the signi cant effect
on the increase of the average number of secondary cases of plague infection. Therefore the
effective control strategies must take into account these factors as they have shown to have a
signi cant contribution on the increase of the average number of secondary cases of plague
infection.
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CHAPTER SEVEN

Plague Disease Model with Weather Seasonality °

Abstract: The plague disease model that include the effect of seasonal weather variation in its
transmission is investigated in this paper. The disease is caused by an extremely virulent bac-
teria Yersinia pestis named after a French bacteriologist Alexandre Yersin. The analysis shows
that, when the periodic reproduction number (Rt) is greater than one there exist a globally
asymptotically stable disease free equilibrium solution (DFS). Using fundamental existence-
uniqueness theorem we were able to prove the existence of positive periodic solutions. The
analysis further shows that when Rt > 1 then there is at least one positive periodic solution.
We additionally establish the conditions for global stability of periodic solutions of the model
and nally using numerical simulation we depict the behavioral dynamics of plague disease and
justify the theoretical solutions.

Key words: Periodic solutions; disease free equilibrium; local stability; global stability; Lya-
punov function;

7.1 Introduction

Plague disease is a severe, frequently lethal and potentially epidemic re-imaging disease caused
by infection with the gram negative bacterium called Yersinia pestis (Wagner et al., 2014). It is
greatly affected by seasonal weather variation as it in uences all components involved in plague
disease system (Ari et al., 2011). In most cases, seasonal uctuation of weather condition is
regarded as the primary factors that cause the recurrent of plague disease circle and is probably
the factor that enlighten the reasons for variability of plague disease from small to large scales
(Patz et al., 2000, 2003). Weather variation dictates the infection rate of the plague disease, as
it affect natural demographic behaviour of the populations involved in its dynamics (Stenseth
et al., 2006; Gage et al., 2008).

The environmental condition varies due to seasonal uctuation of weather parameters which
naturally are subjected to uctuation in time. Recently the issue of effect of seasonal weather
variation in the dynamics of infectious disease has become the key point to many epidemiolog-
ical researchers due to the fact that many infectious disease are affected by different element of

8This chapter is based on a research paper: Ngeleja, R. C., Luboobi, L. S., & Nkansah-Gyekye, Y. (2018).
Plague Disease Model with Weather Seasonality. Mathematical biosciences.
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weather conditions in the environment (Altizer et al., 2006). The variation in disease dynam-
ics caused by season weather variation may be due to its ability to alter infection rate of the
disease, birth and death rates and immigration rates (Ma and Ma, 2006; Lou and Zhao, 2010).
Now if the desired disease dynamics is affected by these uctuations it changes from being an
autonomous disease model system to non-autonomous which is a bit tough in analyzing (Bai
and Zhou, 2011).

To better understand the dynamics of infectious diseases we use mathematical models, which
are the powerful tools for studying the wide range of phenomena in real world (Hannon and
Ruth, 2014). In most cases mathematical epidemiology results re ect the reality and may be
useful in predicting the dynamics of the disease in the particular range of time (Keeling and
Rohani, 2008). However in most epidemic models, the model parameters such as transmission
rates, migration rates and birth and death rates are mostly considered to be constants regardless
of the seasonal behavior of most of the infectious diseases due to weather conditions uctua-
tions (Altizer et al., 2006). Therefore for more realistic disease dynamics and result, we must
take into account the seasonal variation of the epidemic due to weather uctuation. In this pa-
per we study the dynamics of non-autonomous model system of plague disease with periodic
transmission rate. We therefore assume the seasonal transmission to be sinusoidal, in a form as
given in ().

() = o(1+ cos(2 t)) 1)

where is the amplitude of seasonal variation in transmission also known as strength of sea-
sonal forcing and g is the average transmission rate.

We discuss the plague disease system dynamics in terms of global stability of the disease-free
equilibrium, the existence of positive periodic solutions and the stability of positive periodic
solution. We further use numerical simulations to illustrate the theoretical results.

7.2 Model formulation

The model has four settings: Human population, rodent population, ea population and
pathogens in the environment (A). The total human population is divided into six compartments:
susceptible human (Sp), exposed human (Ep), bubonic plague infectives (I4g), septicemic
plague infectives (Is), pneumonic plague infective (Ip ), Recovered human (Ry) and Ny =
Sh +Ex + lyg + s + Iyp + Ry. Total rodent population is divided into  ve compartments:
susceptible rodent (Sgr); exposed rodent (Er), bubonic plague infectives (Irg), septicemic
plague infectives (Irs), pneumonic plague infective (Irp) and N3 = Sg+Er+Igrg +1Irs+Irp.
The total ea population is divided into two compartment: susceptible ea (Sg), infectious ea
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(IF) and N, = Sg + k.

Human being gets plague (Bubonic, pneumonic and septicemic) infection after they adequately
interact with various infectious agents as follows: infectious human and rodent with pneumonic
plague through airborne transmission at the periodic rates non(t) and ,n(t) respectively;
infectious human and rodent with septicemic plague through direct physical contact including
sexual contact at the periodic rates psh(t) and sy (t) respectively; infectious ea at a periodic
rate ¢n(t) and pathogens in the environment at the periodic rate !, (t) which makes the force
of infection to human beings as given in (2)

hph (D) 1 + hsh(t)IHS+ fh(t)I_F+ mh(Dlrp +  rsh(Dlrs

Gl(t) = N]_ N2 N3

+ LA (2

Rodent also gets plague infection when they adequately contact with various infectious agents as
follows: infectious rodent and human with pneumonic plague through airborne transmission at
the periodic rates () and - (t) respectively; infectious rodent and human with septicemic
plague through direct physical contact including sexual contact at the periodic rates (t) and

hsr (¥) respectively; infectious ea at aperiodic rate ¢.(t) and pathogens in the environment
at the periodic rate ,(t) which makes the force of infection to rodents as given in (3)

hor(Dlhp + hsr(Dlhs
N1

rpr (t) I RP T rsr (t) I RS
N3

Ga(t) = + fr(t),'\,—2+ FLMA ()

Susceptible ea may get infection when they bite human beings or rodents with bubonic or
septicemic plague at the periodic rated rates ppr(t) O nsr(t) OF e (t) Or (s (t) respectively
which makes the force of infection in eas as given in (4). Human being and rodents with
pneumonic plague infest the environment with pathogens causing plague disease at the periodic
rates 1(t) and ,(t) respectively.

hof (D e + hsf(t)IHS+ (D) Ire +  rsr(t)Irs

Gs(t) =
3() N]_ N3

(4)

7.2.1 Variables and Parameters used in the model
This section presents variables and parameters, their description and their values as used in

the model. We obtain the parameters from the literature that relate to this study, the present
information on plague disease and through estimation using sensitivity analysis and simulations.
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Table 17: Variables and their description for effect of weather on plague.

Variable Description

SH Susceptible Human population

Eq Exposed human population

lys Infectious human population infected with bubonic plague
Iys Infectious human population with septicemic plague
Inp Infectious human population with Pneumonic plague
Ry Recovered Human population

Sk Susceptible rodents

Er Exposed rodents

Ire Infectious rodents with bubonic plague

Irs Infectious rodents with septicemic plague

Irp Infectious rodents with pneumonic plague

Se Susceptible eas

Ie Infected eas

A Pathogens in the soil/environment

Table 18: Parameters and their description for effect of weather on plague.

Parameters Description Value Reference/Source
ot (1) Adequate contact rate: between Igg and ea 0.1 Eisen et al. (2007)
rst (1) Adequate contact rate: between Igs and ea 0.1 Eisen et al. (2007)
th () Adequate contact rate: between I and human 0.0641  Eisen et al. (2007)
r () Adequate contact rate: between I¢ and rodent  0.0641  Eisen et al. (2007)
hph () Adequate contact rate: between Iyp and Sy 0.39 Estimated
hsh (1) Adequate contact rate: between lys and Sy 0.12 Estimated
rbh (1) Adequate contact rate: between Igg and Sy
rph () Adequate contact rate:between Igp and Sy 0.19 Estimated
rsh () Adequate contact rate: between Igs and Sy 0.21 Estimated
1 Probability of progressing from Sy to Ex 0.99 Estimated
2 Progression rate out of Ey to infectious state  0.23 Gani and Leach (2004)
1 3 Progression rate out of lyg to Iyp
2 3 Progression rate out of g to Ry
3 3 Progression rate out of Iy to Iys
1b Disease induced death rate of I4g 0.04 Keeling and Gilligan (2000a)
4 Progression rate out of lys to Iyp and Ry 0.06 Estimated
1s Disease induced death rate of Iyg 0.04 Estimated
5 Progression rate out of Iyp to Ry 0.4 Gani and Leach (2004)
1p Disease induced death rate of Iyp 0.63 Kugeler et al. (2015)
1 Probability of progressing from Sg to Eg 0.92 Estimated
hot (1) Adequate contact rate: between Iyg and ea 0.1 Eisen et al. (2007)
hst (1) Adequate contact rate: between Iys and ea 0.1 Eisen et al. (2007)
ror () Adequate contact rate: between Igp and Sg 0.9 Estimated
rsr (1) Adequate contact rate: between Igs and Sg 0.9 Estimated
hpr () Adequate contact rate: between Iyp and Sg 0.00005 Estimated
hsr (1) Adequate contact rate: between lys and Sg 0.00008 Estimated
2 The rate at which rodent become infectious 0.98 Estimated
3 Progression rate out of Igg to Igs and Irp 0.194 Tollenaere et al. (2010)
3b Disease induced death rate of Irg 0.1 Estimated

Continued on next page
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Table 18 Continued from previous page

Parameters Description Value Reference/Source
4 Progression rate out of Igs to Irp 0.05 Estimated
3s Disease induced death rate of Irs 73 Tollenaere et al. (2010)
3p Disease induced death rate of Igp 0.14 Estimated
$ Progression rate of Ry to Sy 0.33 Kugeler et al. (2015)
1 Natural death rate for Human being 0.04 Keeling and Gilligan (2000a)
2 Natural death rate for Flea 0.2 Bacot and Martin (1924)
3 Natural death rate for rodent 1 Morand and Harvey (2000)
(b Adequate contact rate: A and Human being
1,(t) Adequate contact rate: A and rodent
1(t) Recruitment rate of A by Iyp 0.2 Estimated
2(t) Recruitment rate of A by Irp 0.4 Estimated
4 Natural death rate for Pathogens 0.1 Estimated
1 Recruitment rate of human beings 0.09 Estimated
2 Recruitment rate of eas
3 Recruitment rate of rodents

Figure 63 shows the dynamics of complex interaction between human beings, rodents,

eas

and pathogens in the environment that lead to plague disease transmission from one infectious

individual to the susceptible individual.

Figure 63: Compartment Model for Plague Disease
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Using the description of infection, variables and parameters stated in Tables 17 and 18 and the
compartmental diagram in Fig. 63 we derive the system of differential equations that describe
plague disease dynamics in human beings, rodents, eas and pathogens in the environment as
given in (5) - (8).

Human beings

ds
d_tH = ;+BRy  1Gi()Sy 1S (5a)
dE
dtH = 1G1(t)SH 2En 1Ewn; (5b)
dl
d"t'B = , ,En slue (1+ w)lus; (5¢)
dl
d:'S = 3 3lus+ 2 3EH alus (14 19)lus; (5d)
dl
d|_t|P = 5 1EH+ 3 1|HB+ 4 IHS 5|Hp ( 1+ 1p)|HP; (58)
dR
dtH = 3 2|HB+ 4(1 )IHS+ 5|Hp $RH lRH: (Sf)
Rodents
ds
d_tR = 3 1G2(t)Sr  3Sr; (62)
dE
d_tR = 1G,()Sk  Er  3Eg; (6b)
dl
dF;B = 23Er slre ( 3+ ap)lre; (6¢)
dl
d':S = 5 ZER+ 3(1 )IRB 4|Rs ( 3+ 3S)IRS; (6d)
dl
dip = ,1Er+ 3 lgg+ 4lrs ( 3+ 3p)|RP; (6e)
Fleas
ds
— = GUSe S (72)
dl
d_::: = Gg(t)SF ( o + 2)||: (7b)
Pathogens iA o1 o
_ 1(Oyp 3(DIrp )
E = 4+ N, + N; a(DA: (8)

7.3 Preliminaries

PrOpOSition 3. The solution (SH, En, e, lHs, IHp, RH, SR, Er, Irg, Irs, Irp, S[:, P A)
of system (5) - (8) with positive initial condition is positive and ultimately uniformly bounded
on[0; 1).
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Proof. Assume the solution
(SH; En; lhe; lus; lnp Ry Sk ER; Ire; Irs; Irp; Sk IES A)
with positive initial condition exist and is unique on [0; b) where 0 < b < .. Since

S, = 1+$BRy  Gi()Sy  1SH ( 1G1()Sh + 1Sw)
Z t

Sh Su(0)exp 1G1()+ 1 dx>0
0

for all t 2 [0;Db), following the same procedure we ca prove that E > 0, Iyg > 0, Iys > 0,
lyp >0, Ry >0,SR >0,ER>0,Igg >0,Irs > 0,Igp = 0,Sg =0, I¢ >0and A>0

Furthermore Since the system is modeling Human, Rodent, Vector( ea) and pathogens pop-
ulations, we assume that all state variables and parameters of the model are non-negative
8t 0. We then analyze the model in a suitable feasible region. We are able proved that
all forward solutions in RY* of the system are feasible if they enter the invariant region  for

- H R F A

where

H = (Su;En;lue; lns; lup;Ru) 2 RS 1Sy +Epy + lyg + lus + lyp + Ry Ng
R = (Sr;Er;lre;lrs;Irp) 2R :Sg+Er+lgg + lrs + Irp N3
F=Gr ) 2RI S+ N,

A=A2R

and s the positive invariant region of the whole system. O

7.4 Basic reproduction number

In this section, we drive the expression for the basic reproduction number of the plague disease
system (5) - (8). The system has disease free equilibrium point given as,

0(g0-E0-40 -0 -0 -R0.g0.-E0.J0 -0 .0 .gO0. 0. A0
E°(Sh: ERi lnsi Ths: Inp: RA: SR ER: Ire: IRs: Irp: Ski 1R AY)

— 1-0-N-N-N-N- 3:0-N-N*N- 25« - . (9)
- _11010)010101_3101010101_21010 .

Now following the method of nding the basic reproduction number of non-autonomous model
systems by Wang and Zhao (2008), we let C+ be the ordered Banach space of all T - periodic
function from Rto R", which is equipped with the maximum norm k : k4 and the positive cone

Ci=f 2Cy (t) 0;t2Rg. Wede nealinear operatorL: Cr ¥ Ct by
yA 1
(L @)= Yt aF((t a) (t a)da; 8t2R 2Cy (10)
0
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where L is the next infection operator. Then the basic reproduction number is given by
Rr= (L) (11)

where (L) is the spectral radius of L.

7.5 Global Stability of DFS

By Zhang and Zhao (2007) [Theorem 2.2] if Rt > 1, then DFS is unstable and if Ry < 1
then DFS is locally asymptotically stable. Therefore we only need to prove that DSF is globally
attractive for Rt < 1. Thus we show that independent of the initial population size if the
average number of secondary infections is less than one that is Rt < 1, then the disease free
solution is globally asymptotically stable and then the disease dies out.

Since Sy (t), En (1), 1hs(t), 1ns(D), lhp (1), Ry (1), Sr(t), Er(L), Irs (D), Irs(t), Irp (1),
Sk (1), 1= (t) and A(t) is a non-negative solution for system (5)- (8) in , using Proposition 3
we have:

S (D) + En (D) + Iua(t) + Ius (D) + lup () + Ry (D) —i

Sr(t) + Er() + Irg(t) + Irs(t) + Irp (1) _j

and
SE(t) + 1g(t) =2
2

at disease free we will have,

Sy - Ss 2 s = (12)
1 3 2

Using (12) we can then modify system (5)- (8) fort 0. The auxiliary system becomes:

Human beings

dEy

i G0 Ew B (13a)
dIdHtB = , ,Eq4 slue (1+ w)lue; (13b)
d:j.:s = 33lpug+ 23En  4lus (1+ 19)lus; (13¢)
d:;cp = 21En+ 3 1lus+ 4 lus slup (1 1p)lup; (13d)
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Rodents
dEgr

dt 1Go()—  Er  3Eg; (14a)
3
dl
dF;B = 23Er slre (3t a3)lre; (14b)
dl
d':S = , ,Er+ 31 )IrB alrs  (3+ 35)lRs; (14c)
dl
dF;P = 21Er+ 3 Irg+ 4lrs ( 3+ 3)lre; (14d)
Fleas
le 2s
gt Gs(t)— ( 2+ 2l (15a)
t 2
Pathogens
dA 1(0)1up 3(Dlrp
== + + A: 16
dt +® Ny N3 o) (1)
which can be written as:
OEH 1, O E, 1
lus IhB
lus Ihs
II|E_|p |I|E—|P
R — R
& =FO VO 17)
Irs Irs
Irp Irp
||: IF
A A

Using Zhang and Zhao (2007) [Lemma 2.1] we deduce that there exists a positive T - periodic
function %(t) such that e "%(t) is a solution of (17), where = %In( ( E® vay(M)).

We chose t; 0 and a real number " > 0 such that

Ot
Ihe(t1)
Ihs(ty)
IE P((ttl))
R\l "
ra(t)E O (18)
Irs(t1)
Irp (1)
Ie (ta)
A(ty)
Using comparison principal, we get
.t
Ihe(t)
Ihs(t)
Ent)

R "y (t t1).
IRB(t) /U(t tl)e ; 8t t, (19)
IRS (t)

Irp (1)
1= (1)
A(t)
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Using Zhang and Zhao (2007) [Theorem 2.2] it is easy to deduce that Rt < 1 if and only
if ( o vap(T) <1l andthus = In( ( E@ vay(T))) < 0. Therefore the disease
free equilibrium solution is globally and asymptotically stable if Ry < 1. It then leads to the
following theorem.

Theorem 7.16
The Disease Free solution E° of plague disease is globally asymptotically stable if R+ < land
unstable if Rt > 1.

7.6 Existence of Positive Periodic Solutions

De ne Xo = (Sh; En; lue; Ibs; lhpi Ru; Sk ER; Ire; Irs; Irp; Sk IF;A) 2 X D El >0,
lhg > 0;lys > 0;lyp > 0;Er > 0;1gg > 0;1gs > 0;1gp > 0;1g > 0;A > 0 and
@Xo = XnXy, denote u(t; Xp) as the unigue solution of the system (5)- (8) with the initial value
Xo = (SYEL g 12s: 100 RY: SR ERi 135 1355 1353 SR 12, A%). LetP : X B X be

the Poincare map associated with system (5)- (8), that is
P (Xo) = u(T; Xo); 8%y 2 X;

where T is the period . We then apply the fundamental existence-uniqueness theorem, u(t; Xo)
is the unique solution of the system (5)- (8) with u(0; Xg) = Xo. This proves that P is uniformly
persistent with respect to (Xq; @Xo)

We have proven that X and X is positively invariant and P is point dissipative and uniformly
persistence with respect to (Xo; @Xo) from Theorem 4.1. For system (5)- (8), by continuity
theorem we have the Proposition 4

Proposition 4. When Ry > 1 there exist a * > 0 such that when k ( o) Po k * for any
( o) 2 Xo we have limy, 1supd[P™( o); Po]

— (Q0.F0.940 .0 .0 . PO .Q0.pE0.40 .0 .0 .0.30. A0
Where O—(S ’EH’IHB’IHS’IHP’RH’SR’ER’IRB’IRS’IRP’SF’IF’A)

Proof. By Zhang and Zhao (2007) we know that Rt > O ifand only if ( gy v(T) > 1
by continuity of the spectrum for matrices (Kato, 2013) we can choose } > 0 which is small
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enough suchthat ey vy my(T) > 1where

(@) 1
00 Y}y O0O0 } ¥} } }
0 00O0OOOUDODUOOU OPWO
0 00O0OO0OOUOOOTD O
003300333}
_BO O 00
My=Bo o 0 000000 0 (20)
0 00O0OOOOOOTP O
0 00O0OOOOOO OTP O
0Oy 3 0O0F FPO0OO0OO
0 00O0OODOUOUOOTDO
We then prove by contradiction that
limsupd(P™( ¢);Po) 3} 8 2Xq (21)
m 171
If not then
limsupd(P™( o);Po) <} (22)
m 171
for some o 2 X,. Without loss of generality we assume that
d(P™( o);Po) <}, 8m 0 (23)
By the continuity of the solutions with respect to initial values we obtain
Ku(t;P™( o)) u(t;Po)k 3} 8m 0;8t2[0;T] (24)

Now foranyt Olett=mT +t;, wheret; 2 [0;T]and m = % is the greatest integer less
than or equal to % We then have

ku(tP™( o)) u(t;Po) k=ku(t;;P™( o)) u(ty;Po)k 38t 0 (25)

Itthen impliesthat Sy 3 Su(®) Sh+3Sk 3+ Sk Sk+3SE ¥} Se(d
SE+3}t 0. Nowfork( o) Pok 3} wethen have

WG B B (262)
dld:B = 22B0 3w (1F w)lues (26b)
dlde = 33lug+ 23En  alus (1+ 19)lus; (26¢)
dIdHtP = 2 1Bu+ 3alpe*+ 2 lus  slup (1+ 1p)lkp; (26d)
d(l;\’tH = 3 o0ps+ 4(1  Dlys+ slpp BRy Ry (26¢)
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Er & P Er Ex;

dt
dIRB .
qt = - 3ER 3|RB ( 3+ 3b)IRB,
dl
dF';S = 22BEr+ 31 )lre  4lrs ( 3+ 39)lrs;
dl
dF\t’P = , Er+ 3 Igg + 4|RS (3+ 3p)|RP;
dle <
W Gs()(SF }) ( 2+ 2)Ie
dA 1(Ol4p 3(DIrp
dt 4(0) N, N3 +(0
Next we consider the linear system

dE

dtH = 1Gi()SH P 2En 1Ew;

dl

d':B = - ZEH 3|HB ( 1+ 1b)IHB;

dl

dTS = 3 3lyg+ 2 3En alhs (1% 19)lus;

dl

dHtP = o lEH+ 3 1|HB+ 4 IHS 5IHP ( 1+ 1P)IHP;

dRy

il olpg + 4(1 )lps+ slpp BRy 1RH:
dE
d_tR: 1GO(Sk P Er sEr;
dl
thB = 9 3ER 3|RB ( 3+ 3b)IRB;
dl
dis = 22Er+ 3(1  )lre  4lrs  ( 3+ 35)lrs;
dl
dF;P = 21Er+ 3 lre+ 4lrs ( 3+ 3p)lre;

dstF: G®)(ES B (2% e
B = o+l 2Ol g

(273)
(27Db)
(27¢)

(27d)

(28a)

(29)

(30a)
(30b)
(30c)
(30d)

(30e)

(31a)
(31b)
(31c)

(31d)

(32a)

(33)

Using Lemma 2:1 in Zhang and Zhao (2007) it follows that there exists a positive T - periodic
function fft) such that f(t) = e tfft) is the solution of the linear system (30) - (33) where

= %In( ( Fo vy mp(T)))
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Nowsince ( @ v my)(T)) >1wheng(0) >0,9(t) ¥ 1 ast ¥ 1 whenwe apply
the comparison principal as stated by Smith and Waltman (1995)we have

En(@©) 0, 1us(0) 0, 14s(0) 0, 14p(0) 0, ER(0) O, Ire(0) O, Irs(0) O,
Irp(0) O, Ig(0) O,A0) OEH T A, lpyg ¥ A, lps ¥ A, 1y T 1,
ErR " AL, Igg Y A, lgs ¥ A, Igp ¥ 4,1 ¥ 1 andA ¥ A ast ¥ 1A.This
lead to a contradiction. O

Now let M@ = f( 0) 2 @Xo : Pm( 0) 2 @Xo, 8m Og
We claim that
Mg = f(Sn;0;0; 0; 0; Sg; 0;0;0;0; S¢;0;0) : (Sw; Sr;SF) 0Og (34)

Obviously T(Sy; 0;0;0;0;0; Sgr; 0; 0;0;0; SE;0;0) 2 X : (SH;Sr;SE) 0 Mg
We therefore need to prove that

Mg  F(Sh;0;0;0;0;0; Sg;0;0;0;0;Sg;0;0) 2 X : (SH;Sr;Se) 09 Mg

That is for any ( o) 2 @X, we have
Eq(mT) = lus(MT) = lus(MT) = Iup(MT) =Ru(MT) = Er(MT) = Igg(MT) =
|Rs(mT): |Rp(mT) = ||:(mT) = A(mT) 8m 0

If there exists an m; 0 such that:
(En(miT); lus(MiT); lns(MaT); lup (M1 T); Ru (M1 T), Er(M1T), Irg(M1T), Irs(M1T),
Irp (M1T), Ie(MT), A(MT))" > 0;

We replace the initial time O with m;T following the same process as in Dumont et al.
(2008) we can prove that Sy > 0;Sg > 0;Sg > 0. Analogously we also have
(En(MT), Ius(MT), lus(MT), Iup(MT), Ru(MT), Er(MT), Ire(MT), Irs(MT),
Irp (MT), I (MT), A(MT))" >0, 8t > m,T. Thus we have

( (1) 2 X8t >m,T

where (1) = (S (t); En(D); Tus (D); lus(1); Tup (1); Ru(1); Sr(1); Er(Y); Irs (D); 1rs (1); Irp (1),
Se(); 1 (1); A(t)) which contradicts that ( o) 2 @X, that requires P™( o) 2 @X,; 8m 0.
So the equality (34) holds, which implies that Eq is the only xed point of P and acyclic in

0Xo.

Po = (Sw;0;0;0;0;0;Sg;0;0;0;0; Sg; 0; 0) is an isolated invariant set in X and WS(Pg) \
Xo = . By the acyclicity theorem on uniform persistence for map (see Zhao (2013)) it follows
that P is uniformly persistent with respect to (Xo; @Xo).

206



Using the study by Zhao (2013) (Theorem 1.3.6) implies the P hasa xed point (S, (0); E, (0),

s (0); 145(0); 14p (0); R4 (0); Sk (0); ER(0); 1rg(0); 1rs(0); Irp (0); S (0); 1 (0); A (0)) 2
Xo.

Now from the rst equation of the system (5) - (8) we have

Z

R R
Sp=e o COT BG4 () 4+ BRy)e o 10T g

Z

R R
e 0( 161+ s o 5( 161+ DG > 0 8t 2 [0; T]
0

0

The seasonality of S,, implies that S.,(t) > 0 for all t > 0. Following the same process as in
Lemma 5.1, we get E;(t) > 0, I45(t) > 0, I45(t) = 0, 145 (t) > 0, R4(t) > 0, Sg(t) > 0,
Er(t) >0, Igg(t) > 0,Ig5(t) >0, Igp(t) > 0SL(t) >0, I-(t) >0and A (t) >08t 0.
Therefore ,

Su®, Eq(®), 1ag(®), Tas(®), Typ (1), Ry (1), Sr(D), Er(D), Ira(t).Irs(t), Irp (1) S (1),
I (t) A (1)) is a positive T -periodic solution of system (5)- (8). Thus lead to Theorem 7.17
below

Theorem 7.17
System (5)- (8) has at least one positive periodic solution.

7.6.1 Global stability of the positive periodic solution

Here we establish the suf cient condition for the global stability of positive periodic solution.
A system (5)- (8) is said to be globally attractive if there exist a positive periodic solution

solnl(t) =(Shi(t), Eni(), lnus1(), lnsi(t), lup1(t), Rpi(t), Sri(t), Eri(b),
Irg1(t),Irs1(t), Irp1(t) SE1(t), 11 (1) AL(t)) for a system (5)- (8) and any other solution

soln2(t)  =(Sh2(t), En2(t), Ihe2(t), lhs2(t), lThp2(t), Rua(t), Sro(t), Era(t),
Irg2(1),Irs2(1), Irp2(t) SE2(1), Ig2(t) Ax(t)) with positive initial values such that

tIiznlj solnlj(t) soln2;(t)j= 0
where solnl; and soln2; are the two solutions of the system (5)- (8).

We prove the global stability of the positive periodic solution using Korobeinikov approach.
We rst formulate a suitable Lyapunov function for plague disease model (Korobeinikov, 2004,
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2007)

The Lyapunov function is as given in the form below;

\Y ai(Yi

y; Iny;)

where a; is de ned as a properly selected positive constant, y; de nes the population of the ith

compartment at time t,

and y; is the periodic solution for model system (5)- (8) at time t.

Now the Lyapunov function is,

V. = Wi(Sy
+Wa(lhs
+W-7(Sr
+Wio(lrs
+Ways(le

SH In SH) + Wz(EH

Ey INEn) + Wa(lhe

s INnlhs) + Ws(lnp
SR In SR) +W8(ER

Irs INlrs) + Wy (Irp

ER In ER) + Wg(IRB

Irp INIrp) + Wi2(SE

SF In SF)

|F|n||:)+W14(A A |nA)

The constants W; are non negative in

for1 = 1;2;3:::12 , V is Lyapunov function. The

function V together with its constants Wy; W:::Wy4 are chosen such that V is continuous and

differentiable in a space

We compute the time derivative of V this yields;

dv

ST Wi IHE W, BT W jEm)tlie s w1 js)ds
W1 ey w1 Dyes N ST+ We(l )G
W1 ,gg)dd? Wt 19+ W1 ,gp":;f’
+Wyo(1 + Wy3(1 i)ﬂ"’wﬂ(l AX £

Using system (5)- (8) we will have

VoW I +SRe 1GDSH  Su]
+W>(1 —H)[ 1G1(OSH 2BEn 1Eni]
+W;(1 ::E)[ 2 2BEn slue (1 + w)lus’]
+W,(1 le)[ 33lme+ 23En  alus (17 19)lusi]
+Ws(1 ,HP)[ 2 1IEn+ 3 1lus + 4 lus slip (1 + 1p)lup;]
+We(1 RH)[ s 2l + 41 Dlus+ slup SRu 1Ruj]
+W(1 &) s 1G(Sk  Swil
+Wg(1 E—i)[ 1G2(Sr 2Er  3ER;]
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+Wo(1 :E—E)[ 23Er  3lre (3t a)lre;]

+Wio(l BS) 2 2Er+ 3(1 )re  alrs  ( 3+ 39)lrs;]

Irs

+Wy, (1 :i—i)[ 2 1Er+ 3 lre+ 4lrs ( 3+ 3p)lre;]

+Wi,(1 g—i)[ 2s G3(t)Se 2SE; ]

+Wis(1 ) Gs()Se  ( 2+ 2)le]

W1 [ 4+ l(f\),lal + Z(tN);RP aA]

Using system (5) - (8) at endemic equilibrium we can after simpli cation we get the following;

Vo wa SHY w,a Sy w,a ey w,a Mesy
SH En Ihe Ihs

Wl ey wea REy ow,a Ry ow,a Ery
Ihp Ry Sr Er

Wol EBY Wi Ry w,a YRy w,a 3 @39)
Ire Irs Irp Sk

| A
Wizl -F)? Wyl —)?
= A

+ F(Sh; En; lhe; lhs; lnp; Ru; Sk Er; Ire; Irs; Irp; Sk IE; A)
where the function F(SH, En; lue: lHs, lHp; RH,SR, Er; Irg; Irs; IRP;SF; IF,A) is non
positive. We follow the procedures by McCluskey (2006); Korobeinikov and Wake (2002).
We take:

F(Su;En; lae; lus; lup; Ry Sk Er; Ire; Irs; Irp; Sk IF;A) 0

for all

S Eni lhe; lus: e Ru; Sr; Er; IrB; Irs; Irp; SE; I A

. Then dd—‘{ 0 for all Sy; En; Ine; Ins; lhp; RH; SR ERr; Ire; Irs; Irp; Sk; I, A and it is
zerowhen Sy = S, ,Enq = Eyilus = lggilus = lgsilup = 1ypi Ry = Ry Sk =
SrRiEr = Egilrg = Iggilrs = lgsilrr = Igp:Se = Sg; Ig = Ig; A = A . Hence the
largest compact invariant set in Sy; En; lyg; Ihs; lip; RH; SR ER; IrB; Irs; Irp; Sk I A
such that ‘L—‘{ = 0 is the singleton E which is periodic solution of the plague disease system (5)-
(8). Using LaSalles’s invariant principle by La Salle (1976), it entails that the periodic solution
of plague disease system (E ) is globally asymptotically stable in the interior of the region of
SH;En; e Ibs; lhp; Ru; Sr; Er; Ire; Irs; Irp; Sk; I; A and thus leads to Theorem 7.18.

Theorem 7.18

If Rt > 1 then the model system (5) and (8) of plague disease has a unique periodic solution
E which is globally asymptotically stable in Sy, En, Ing, lns, lhp, RA, Sr, Er, IrB, IRrs,
Irp, Sk, IF, A.
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7.7 Numerical Results and Discussion

We use the parameter values given in Table 18 to study the behavior of the model system (5) -
(8) through numerical simulation. Sub-Fig. 4b shows the dynamics in human population and
the solution trajectory in (Sh, En, lne, IHs, Inp)-Space. We can see that, there is a periodic
decrease of the susceptible and exposed populations to its periodic solution. This behavior is
caused by the presence of all three main forms of plague disease, which consequently lead
to mammoth increase of the force of infection. Number of human beings who recover from
the disease somewhat periodically increase and then drops off to its periodic solution. Human
population experiences a very little recovery rate due to the assumption that there is no effort
invested in treating the infected individuals, which is also justi ed by Gani and Leach (2004).
As the disease become endemic the number of susceptible individuals will decrease and become
exposed to the disease and then infected in any of the three forms of plague depending on the
kind of transmission and individual got into.

Figure 65a shows the dynamics of rodent population, We can see that the infected rodent pop-
ulation ( Irg, Ire and Irg) experience the periodic increase before it lingers to its periodic
solution. The number of susceptible and exposed rodent periodically decreases due to endemic-
ity of the disease to their periodic solutions.

When there is an increase in human beings and rodents infected with plague disease, the rate
of transmission of the disease from Human being and rodents to ea also increases. Figure 66a
shows the dynamics in ea population, it shows a signi cant increase of I which is mostly
contributed by the increase in number of Iyg, Ins, Irs and Igs. The pathogens in the en-
vironment also shows a periodic increase to its periodic solution as in Fig. 67. The behavior
shown by the pathogens in the environment is mostly contributed by the increase in number of
individuals (Human beings and Rodents) with pneumonic plague.

Figures 5, 65b and 66b shows the orbits in (Sy, Ex, | = Ius + Ius + Iyp) phase-space,
(Sr, Er, I = Irg + Irs + Irp) phase-space and (Sy, 1) phase-space for Human beings,
rodents and ea populations. These orbits shows the magnitude of periodic solutions which
is determined by the strength of seasonal forcing ( ). The repeated oval shapes illustrated by
these Figures also represent the existence and global stability of the periodic solution in these
populations.
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(@) (b)

Figure 64: Figure 64a gives the dynamics of Human with baseline parameter values given in Table 18.

Figure 64b gives the (SH, EH, | = Iy + Ins + Ixp) phase-space plot of system 5

@ (b)

Figure 65: Figure 65a gives the dynamics of Rodent with baseline parameter values given in Table 18.
Figure 65b gives the (Sr, Er, | = Irg + Irs + Irp) phase-space plot of system 6

(@) (b)

Figure 66: Figure 66a gives the dynamics of Flea with baseline parameter values given in Table 18.
Figure 66b gives the (S, Ig) phase-space plot of system 7
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Figure 67: The dynamics of Pathogens in the environment with baseline parameter values given in
Table 18

Weather variation affects the dynamics of plague disease in deferent magnitudes depending on
the intensity and the duration it stays supportive or not supportive to the transmission of plague
disease (Chiyaka et al., 2010). Figure 68, Fig. 69 and Fig. 70, Fig. 71, Fig. 72 and Fig. 73, Fig.
74 and Fig. 75 shows that the increase of the amplitude of seasonality periodically increases
the number of infectives in Human beings, Rodents, Fleas and Pathogens in the environment
respectively.

Figure 68: The Effect of the Amplitude of Seasonality in the dynamics of Iyg.
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Figure 69: The Effect of the Amplitude of Seasonality in the dynamics of Iys.

Figure 70: The Effect of the Amplitude of Seasonality in the dynamics of Iyp.

Figure 71: The Effect of the Amplitude of Seasonality in the dynamics of Irg.

Figure 72: The Effect of the Amplitude of Seasonality in the dynamics of Irs.
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Figure 73: The Effect of the Amplitude of Seasonality in the dynamics of Irp.

Figure 74: The Effect of the Amplitude of Seasonality in the dynamics of Ig.

Figure 75: The Effect of the Amplitude of Seasonality in the dynamics of Pathogens in the

Environment.

These results suggest that, when the weather condition fevers the increase of transmission rates
of plague disease in Human beings, Rodents, Fleas and Pathogens in the environment the preva-
lence of the disease increases signi cantly. The effect posed by weather variation on the rate
of transmission of plague disease, is mainly based on how long and to what extent the weather
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condition favors or hinders the plague disease transmission. This implies that for effective con-
trol results the control measures should be put in place to reduce infection in accordance of the
uctuation of the plague disease transmission due to seasonality.

The initial conditions used in this model are partly from related literature and others are esti-
mated. In most cases initial values are observed to have stronger in uence on the infectious
classes. However in other cases the in uence may be little or almost of no effect on the in-
fectious classes (Zhang et al., 2012). It is then important to study the effects that the initial
condition within the particular population has on the dynamics of the plague disease infection
in human beings, rodents, eas and pathogens in the environment. From Fig. 76 and Fig. 77
we can see that the changes of initial conditions in susceptible human beings Sy (0) shows the
signi cant effect on the human infectious classes Iyg, Ins and Iyp. We can also see the same
behavior in infectious rodent and ea as the initial values for Sg(0) and Sg(0) changes as in
Fig. 78, 79 and 80 respectively.

(@) (b)

Figure 76: The Effect of initial conditions of Sy on the number of Iyg and Iys

Figure 77: The Effect of initial conditions of Sy on the number of Igp
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@ (b)

Figure 78: The Effect of initial conditions of Sy on the number of Igg and Irg

(@)

Figure 79: The Effect of initial conditions of Sy on the number of Irp

(@)

Figure 80: The Effect of initial conditions of Sk on the number of 1.

This entails that the increase (decrease) of the initial values will result to the increase (decrease)
of the adequate interaction which lead to the disease within the particular population. It thus
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shows that, reducing the interaction between the susceptible individuals and the infectious hin-
ders the spread of the disease from one individual to the other. This then concludes that an
outbreak of the disease that occur in areas with dense population spreads faster compared to the
one in area of low population.

The effect of changes of initial conditions may also be extended between two different popu-
lations in which the change of initial values in one population affects the dynamics in another
population. Figure 81, Fig. 83, Fig. 84, Fig. 82 and Fig. 85 shows that, the changes in the
initial values of Sk (0) and Sg(0) has the marginal effect to the infectious human beings and
pathogens in the environment respectively.

(@) (b)

Figure 81: The Effect of initial conditions of Sk on the number of Ig and s

Figure 82: The Effect of initial conditions of Sk on the number of I4p
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(@ (b)

Figure 83: The Effect of initial conditions of Sg on the number of Iyp and Iyg

Figure 84: The Effect of initial conditions of Sg on the number of I4g

(@)

Figure 85: The Effect of initial conditions of Sg on the number of A

Not all changes of initial conditions have signi cant effects to the dynamics of plague infection
in another population. Some have a minor effect to other population and the reason may be due

218



to the nature of interaction of the respective populations. Figure 86 and Fig. 87 shows that the
changes in initial conditions in Sy (0) has a negligible effect in the dynamics of the disease in
rodents, eas and pathogens in the environment. The same result can also be seen in Fig. 88
which shows that the changes in initial conditions of susceptible ea Sg(0) do not affect the
incidences of infection in rodents and the pathogens in the environment. Moreover we can also
see the that the changes of initial conditions in susceptible rodents Sg(0) have no effect on the
pervasiveness of infection in eas and pathogens in the environment as in Fig. 89.

(@) (b)

(c) (d)

Figure 86: The Effect of initial conditions of Sy (0) on the number of infectious rodent and ea.
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(@)

Figure 87: The Effect of initial conditions of Sy (0) on the number of pathogens in the environment.

@ (b)

(©) (d)

Figure 88: The Effect of initial conditions of Sg (0) on the number of infectious rodent and pathogens
in the environment.
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(@)

Figure 89: The Effect of initial conditions of Sg(0) on the number of infectious ea.

Infectious ea plays a vital role in the transmission of the primary forms of plague disease in
Human beings and Rodents. This gives it an ability to change the dynamics of plague disease
by signi cantly increase the number of infectious individuals with bubonic and/or septicemic
plague. Figure 90 Fig. 91 and Fig. 92 show the effect of infectious ea in the dynamics of
plague disease in Human beings and Rodents respectively. We can see that in both Human
beings and Rodents, presence of ea lead to the increase in the number of infectious classes
of all three forms of plague disease. The graphs shows that Human beings and Rodents with
bubonic plague are mostly affected followed by those with septicemic plague and lastly the
pneumonic plague infectives. In both populations, bubonic and septicemic plague infectious
classes are highly affected by ea in light of the fact that they are directly transmitted through

ea bite. Thus the increase of infectious ea proportionally increase the bubonic and septicemic
plague infection rates.

(@) (b)
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(c) (d)

Figure 90: The effect of ea in the dynamics of plague in Human population.

(@ (b)

Figure 91: The effect of ea in the dynamics of Sk and Irg.

@) (b)

Figure 92: The effect of ea in the dynamics of Irs and Irp.

The dynamics and transmission of plague disease in Human population is mainly sustained by
the presence of infectious eas, rodents and the pathogens in the environment. Each of these

222



agents plays different role in the transmission and spread of plague disease. Figure 93 and Fig.
94 shows the contribution of each agent in the dynamics of plague disease in human population.
It shows the dynamics of human population when these plague disease transmission agents in
different levels are assumed not to contribute to the transmission of plague disease. The results
shows that, the absence of ea alone lead to a very signi cant decrease of the infectious human
beings compared to the absence of rodent alone. However the decrease of infection appear to
be of much signi cance when both ea and rodent are removed from the human dynamics of
plague disease. Moreover, since the pathogens in the environment mostly affect the Human
lungs causing pneumonia, it is the reason why we see that the removal of pathogens in the
environment affect more the human being with pneumonic plague than those with bubonic and
septicemic plague.

(@ (b)

Figure 93: The effect of non-human plague agents in the dynamics of plague in Sy and Iyg.

@ (b)

Figure 94: The effect of non-human plague agents in the dynamics of plague in Iys and Iqp.

The substantial decrease of infectious classes shown in Fig. 94 justi es the tangible role played
by ea, rodents and pathogens in the environment in the transmission and spread of plague
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disease in Human population. This con rms that controlling ea’s and rodent population will
reduce the interaction between Human being and non human agents of plague disease and as a
result reduce the transmission and spread of plague disease. It also suggests that maintaining
the good environmental hygiene mostly to the people living in rural areas should be encouraged
in order to reduce multiplication and growth of pathogens in the environment which will in-turn
reduce the probability of being affected by the pathogens in the environment.

These results suggest that, when the weather condition favours the increase of transmission
rates of plague disease in Human beings, Rodents, Fleas and Pathogens in the environment the
prevalence of the disease increases signi cantly. The effect posed by weather variation on the
rate of transmission of plague disease, is mainly based on how long and to what extent the
weather condition favours or hinders the plague disease transmission. This implies that the
control measures should be put in place to reduce infection in accordance of the uctuation of
the plague disease transmission due to seasonal weather variation.

7.8 Conclusion

Seasonality continues to be a the great challenge for effective planning and control of infectious
diseases. In most cases, these uctuations are unpredictable in terms of time they occur and
scope, which extremely harden the proper and effective control plans. In this paper we have
formulated and analyzed the plague disease model with periodic infection rate. We de ned
the basic reproduction number Ry for the proposed model. We have shown that under some
appropriate biological assumption the disease free equilibrium of the plague disease model is
globally asymptotically stable if Rt < 1. If Ry > 1 then the proposed model has at least one
periodic solution which is globally asymptotically stable. Also using numerical simulation we
have shown the global behavior of the model. From our simulation result we can deduce that
the periodic solution of the plague disease model exists and is globally asymptotically stable.
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CHAPTER EIGHT

General Discussion, Conclusion and Recommendations

8.1 General Discussion

In this study, the mathematical models for the dynamics of plague disease have been devel-
oped and analyzed. The models include four populations which are human, rodent, ea and
pathogens in the environment. The plague disease model is developed in three stages in which
the rst stage is the development of bubonic plague model which in our case is considered as the
primary form of plague disease. We then develop the pneumonic plague disease model while
incorporating the features and characteristics that link it with bubonic plague. Third stage is the
development of the combined model of all three forms of plague disease (Bubonic, Pneumonic
and septicemic plague). We nally modify and analyze the general model by incorporating
variations in the parameters due to seasonal weather variation.

In Chapter Two, we developed a bubonic plague disease model that considered two major modes
of transmission which are through infected ea bites and the interaction with the infected ma-
terials in the environment. We used the next generation matrix methods to compute the basic
reproduction number Ry. We then performed the sensitivity analysis of Ry to determine the
effects of various parameters. We are able to deduce that the number of secondary cases of
individuals with bubonic plague depends on: ea’s infective period, probability that a rodent
survive the infected class, the adequate contact rate ea to human, rodent infectious period, the
probability that ea gets the disease from the rodent or human, human infectious period, prob-
ability that human survive the infected class, the rate at which eas get infected, the adequate
contact rate between ea and rodent, and the rate at which human and rodent become exposed
to the disease.

In Chapter Three, we worked on the existence of equilibrium points and established the con-
ditions for their local and global stability. The analysis shows that both endemic equilibrium
and disease free equilibrium points exist. Using the basic reproduction number R, computed
in Chapter Two we established the condition for persistence and extinction of the disease. We
were able to deduce that the disease free equilibrium point is locally and globally asymptoti-
cally stable when Ry < 1 and unstable when Ry > 1 while the endemic equilibrium point was
found to be locally and globally asymptotically stable when Ry > 1 and unstable when Ry < 1.

In Chapter Four, we developed a pneumonic plague disease model to assess the dynamics of
plague disease when the bacteria are in lungs. In this model we considered the community
with individuals with both bubonic plague and pneumonic plague in light of the fact that after

225



three to seven days of bubonic infection, infected individuals with bubonic plague progresses to
become pneumonic plague infectives. We thus have two infective classes, the individuals with
pneumonic plague and the other with bubonic plague. The analytical result in this model shows
that the disease free equilibrium and the endemic equilibrium are locally and globally asymp-
totically stable whenever they exist. We also show that the transmission and spread of pneu-
monic plague depends on the favorable condition of the environment as it is mainly transmitted
through aerosol droplets. The results further postulate that the adequate contact rate between
the infected individual and the susceptible, the incubation period and the infectious period of
an individual are the main factor that drive occurrences and the dynamics of pneumonic plague
epidemic whenever it occurs. These three factors also de ne the number of secondary cases of
infection any infected individual can produce when introduced in any completely susceptible
population.

In Chapter Five, we formulated the mathematical model that includes the bubonic plague infec-
tives, pneumonic plague infectives and the individuals that are affected by the bacteria causing
plague in their blood system (Septicemic plague infectives). This gave us the combined plague
disease model that has all three forms of plague disease considered in our study. In here we con-
sider three infectious classes which are the individuals with Bubonic plague, Septicemic plague
and Pneumonic plague. In the combined plague disease model we still found that the number
of secondary cases is the function of the adequate contact rate between the infected individual
and the susceptible, the incubation period and the infectious period of the infected individual.
We are able to show that the model is well posed and found the disease free equilibrium point
and the endemic equilibrium point to be locally and globally asymptotically stable whenever
they exist. The result shows the compact relationship between the increase of the number of in-
dividuals with pneumonic plague and the increase of the secondary cases of pneumonic plague
infectives. This proves that even in the absence a vector ea and the adequate interaction be-
tween individuals from different populations plague can still prevail within human population
and may lead to a signi cant number of deaths.

We also observed the a signi cant relationship between the increase of primary forms of plague
disease to the secondary forms. This result is due to the fact that there is high possibility of
individual with a primary form of plague disease to progress and become secondary forms of
plague disease infectives. For example the increase in the number of individuals with bubonic
plague eventually lead to the increase in the number of individuals with pneumonic plague
and septicemic plague. Also the increase of the number of individual with septicemic plague
proportionally increase the number of individual with pneumonic plague. This result calls for
attention to the importance of early treatment to control the spread of plague disease. The result
may be the reason why plague disease still affect mostly african countries as most of her people
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do not have access to drugs for treating or preventing plague disease.

The environment also appear to be the potential agent in the spread and transmission of plague
disease. We noted that, upon favorable condition pathogens survive in the environment and
remain infectious for the long period of time. Then the environment may act as an agent of
transmission and spread of plague disease and the adequate contact with a susceptible indi-
vidual leads to infection. The results show the compact relationship between the increase in
number of individuals with pneumonic plague and the increase in the number of pathogens in
the environment. We are able to show how and to what extent each individual in each possible
disease transmission in a pair of one susceptible and one infected individual (k;;) contribute to
the number of secondary cases of plague disease. Due to these results we were able to deduce
that the best, effective and sustainable way to determine the actual number of secondary cases
of plague disease is to nd out how and to what extent each individual from each population of
each form of plague disease has contributed to the basic reproduction number.

In Chapter Six and Chapter Seven, we modeled the plague disease that incorporate the param-
eters that are affected by seasonal weather variation. The study considers three element of
weather which are Temperature, Humidity and Precipitation. To asses the impact of these ele-
ments of weather we assume all weather affected parameters ultimately affect the transmission
rates of the plague disease. We then modi ed the transmission rates to be the function of time,
and for mathematical convenience we assume disease transmission rates to be sinusoidal. In
here we are able to show that the positive periodic solution exist and it is locally and globally
asymptotically stable when the average number of secondary infections (R+) is greater than 1
and unstable when Rt < 1. The results show that, the seasonal weather variation dictate the
longevity, lifestyle, death rates, immigration rates, multiplication rates and reproduction rate of
individuals. This in-turn affect the transmission, spread and ultimately the whole dynamic of
the plague disease. It is seen that seasonal weather variation makes the dynamic of the disease
to be suicidal in which the rate of infection increases or decreases when the weather condition
favors or hinder the disease transmission respectively.

We found that the effect posed by the seasonal weather variation to the dynamics of plague dis-
ease depends on two major factors: one is the extent to which the condition favors components
and factors that positively or negatively affect the spread and transmission of plague disease,
two is the duration at which the weather condition remain favorable or unfavorable to the trans-
mission and spread of plague disease. The result shows that the little twist of the amplitude of
seasonality bring about the signi cant change in the dynamics of plague disease. Awareness of
the capacity to shift the dynamic of plague disease that the change of seasonality amplitude has
is very important as it helps to know when and what control measure should be applied when the
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amplitude is high, moderate or low to effectively control the disease. However we should also
put into consideration the factors that leads to the increase or decrease of the baseline quantity
of the infection rate from one individual to the other for better results.

8.2 Conclusion

Generally we have formulated the mathematical models that show the dynamics of plague dis-
ease covering all possible ways in which plague disease can be transmitted. We have also ex-
plored the effect of seasonal weather variation in the dynamics of plague disease. The models
formulated in this study represent the behavior of Human beings, Rodents(and other domestic
animals), Fleas and pathogens in the environment that give a very complex interaction that may
lead to transmission and spread of Plague disease. All model formulations and analysis are
based on the assumptions and the values of the parameter that are presented in this study. Al-
though this work doest exhaust all forms of plague disease but it is the milestone of the studies
on the dynamics of other forms of plague disease. It also paves a way on the further analysis on
the effects of seasonal weather variation on the dynamics of plague disease.

8.2.1 Signi cance of the Research

The signi cances of this study include the following:

(i) The study will improve the current knowledge about the disease especially on the trans-
mission capacity and the dynamics of the disease with accordance to seasonal weather
variation. This will save life of a lot of people especially from rural areas, as they will
take precautions.

(i1) The study will inform policy makers on the threat that may be caused by an outbreak of
plague disease; this will enable them to decide on the best ways of combating the disease
or even preparing the conditions that narrow the possibility of its occurrence.

(iii) Due to the extraordinarily ability of plague disease to cross borders this study will en-
courage and promote international collaborations in health sectors for easy monitoring of
the disease and for security purposes.

(iv) The study will also serve as a milestone to other researchers and pave a way to a even
more exhaustive studies on plague disease.
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(v)

(vi)

The study will in uence the behavior change in most of the pastoralists societies whose
culture increases the chance of contracting and spreading plague disease.

The study will serve as an alert to the national security stakeholders and help them to plan
for the effective way to combat the disease when plague bacterium are used as bio-weapon
by terrorists or enemies.

8.3 Recommendations from the study

The ability of Plague disease to reemerge even after years of silence, the complex transmission

network it has, its ability to spread fast to large population and cross borders, its potential for

being used as a biological weapon and the way in which it can easily be affected by seasonal

weather variation makes plague disease a unique challenge that should be given attention by the

health and national security stakeholders for effective planning of control strategies. Now the

results of this study point to the following recommendations:

(i)

(i)

(iii)

(iv)

There should be a serious and effective provision of education to the people especially
those living in rural areas. This may be done through various education campaign that
should reach out large population in order to raise people’s awareness on: The general
understanding of all forms of plague disease and the way they can be transmitted and
spread. The risk of contracting plague disease when human beings live close to domestic
and wild animals. Risk hobbies such as camping and hunting, occupation like veteri-
narians that may lead to plague infection. The precautions that one should take to avoid
getting the disease when there is an outbreak. The complications that may be caused by
plague disease, like the massive number of deaths it has caused, possibility that plague
disease can lead to gangrene which is the death of tissue that is caused by disruption of
the blood ow due to blood clots in the tiny blood vessels of an individual’s ngers and
toes and may also result in an in ammation of the membranes surrounding ones brain and
spinal cord known as meningitis.

There should be a plan for emergence and effective strategies to combat the disease when
it occur whether naturally or as an outbreak.

The government should give special attention to high risk areas, especially areas where
plague disease has ever occurred and areas with the weather condition that foster rapid
plague disease occurrence, transmission and spread.

There should be a continuous monitoring of ea, rodents and pathogens abundances in
the environment especially those which are close to residential areas.
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(v) Instigate a special plague disease committee in every region that will monitor plague
occurrence in the entire region and help to keep records of plague cases and their conse-
quences in human life. These records are important for further studies on plague disease
and for effective planning of control strategies.

(vi) Ensure the availability of special health practitioners in every hospital, and making sure
that there is an easy access to drugs for treating or preventing plague disease for all. This
will foster early treatment and help to prevent primary forms of plague from progressing
to severe and fatal secondary forms.

(vii) As it is easy for plague disease to cross borders there should be a stable collaboration
between the neighbouring countries in areas like plague disease awareness campaign,
warnings and the strategies to control the disease.

8.4 Future work

This study does not exhaust 100% of a study of plague disease, it may be adjusted in many ways
and analyzed to produce different results to enable the broad understanding of the dynamics of
the plague disease. The study can be extended and adjusted in various ways as given below:

(i) Model optimal control of plague disease under the interventions of vaccination and treat-
ment.

(if) This study assumes that seasonal weather variation ultimately affect the transmission rate
but one may also analyze the effect of seasonal weather variation by looking at each
individual parameter that is affected by weather variation and include it in the model.

(iii) Include other rare forms of the plague disease like pharyngeal plague and meningeal
plague in the dynamics of plague disease.

(iv) Include the effect of drug resistance in the model.

230



REFERENCES

Agar, S. L., Sha, J., Foltz, S. M., Erova, T. E., Walberg, K. G., Baze, W. B., Suarez, G.,
Peterson, J. W. and Chopra, A. K. (2009). Characterization of the rat pneumonic plague
model: infection kinetics following aerosolization of yersinia pestis co92. Microbes
and Infection. 11(2): 205 214.

Aginam, O. (2005). Global health governance: international law and public health in a divided
world. University of Toronto Press.

Allen, L. J., Brauer, F., Van den Driessche, P. and Wu, J. (2008). Mathematical Epidemiology.
Springer.

Altizer, S., Dobson, A., Hosseini, P., Hudson, P., Pascual, M. and Rohani, P. (2006). Seasonality
and the dynamics of infectious diseases. Ecology Letters. 9(4): 467 484.

Altizer, S., Ostfeld, R. S., Johnson, P. T., Kutz, S. and Harvell, C. D. (2013). Climate change and
infectious diseases: from evidence to a predictive framework. Science. 341(6145): 514
519.

Andrianaivoarimanana, V., Kreppel, K., Elissa, N., Duplantier, J. M., Carniel, E., Rajerison, M.
and Jambou, R. (2013). Understanding the persistence of plague foci in madagascar.
PLoS Neglected Tropical Diseases. 7(11): e2382.

Antolin, M. F., Gober, P., Luce, B., Biggins, D. E., Van Pelt, W. E., Seery, D. B., Lockhart,
M. and Ball, M. (2002). The in uence of sylvatic plague on north american wildlife
at the landscape level, with special emphasis on black-footed ferret and prairie dog
conservation. US Fish & Wildlife Publications. p. 57.

Ari, T. B., Neerinckx, S., Gage, K. L., Kreppel, K., Laudisoit, A., Leirs, H. and Stenseth, N. C.
(2011). Plague and climate: Scales matter. PLoS Pathog. 7(9): €1002160.

Armon, R. and Cheruti, U. (2012). Environmental aspects of zoonotic diseases. IWA Publishing.

Aronsson, G. and Kellogg, R. (1978). On a differential equation arising from compartmental
analysis. Mathematical Biosciences. 38(1-2): 113 122.

Ayyadurai, S., Houhamdi, L., Lepidi, H., Nappez, C., Raoult, D. and Drancourt, M. (2008).
Long-term persistence of virulent yersinia pestis in soil. Microbiology. 154(9): 2865
2871.

231



Bacot, A. and Martin, C. (1924). The respective in uences of temperature and moisture upon
the survival of the rat ea (xenopsylla cheopis) away from its host. Journal of Hygiene.
23(01): 98 105.

Bai, Z. and Zhou, Y. (2011). Existence of two periodic solutions for a non-autonomous sir
epidemic model. Applied Mathematical Modelling. 35(1): 382 391.

Balali-Mood, M., Moshiri, M. and Etemad, L. (2013). Medical aspects of bio-terrorism. Toxi-
con. 69: 131 142.

Begier, E. M., Asiki, G., Anywaine, Z., Yockey, B., Schriefer, M. E., Aleti, P., Ogen Odoi, A.,
Staples J, E., Sexton, C. and Bearden, S. W. (2006). Pneumonic plague cluster. Uganda,
2004.. Emerging Infectious Diseases. pp. 1 8.

Benedict, C. A. (1996). Bubonic plague in nineteenth-century China. Stanford University Press.

Benedictow, O. J. (2004). The Black Death, 1346-1353: the complete history. Boydell &
Brewer.

Benkirane, S., Shankland, C., Norman, R. and McCaig, C. (2009). Modelling the bubonic
plague in a prairie dog burrow, a work in progress. PASTA 2009. p. 145.

Bennett, J. E., Dolin, R. and Blaser, M. J. (2014). Principles and practice of infectious diseases.
\ol. 1. Elsevier Health Sciences.

Bevelacqua, A. and Stilp, R. (2009). Terrorism Handbook for Operational Responders. Cengage
Learning.

Bitam, 1., Dittmar, K., Parola, P., Whiting, M. F. and Raoult, D. (2010). Fleas and ea-borne
diseases. International Journal of Infectious Diseases. 14(8): e667 e676.

Borio, L. (2005). Plague as an agent of bioterrorism. In: Mandell, Douglas and Bennett’s
Principles and Practice of Medicine.. Pennsylvania: Elsevier Churchill Livingstone.
pp. 3601 3605.

Brooks, R. S. J. (1917). The in uence of saturation de ciency and of temperature on the course
of epidemic plague. The Journal of Hygiene. 15(Suppl): 881 899.

Brubaker, R. R. (1972). The genus yersinia: Biochemistry and genetics of virulence with 3
gures. In: Current topics in microbiology and immunology. Springer. pp. 111 158.

Burkle, F. M. et al. (1973). Plague as seen in south vietnamese children a chronicle of observa-
tions and treatment under adverse conditions. Clinical Pediatrics. 12(6): 291 298.

232



Burt, J. (2006). Rat. Reaktion Books.
Butler, T. (2012). Plague and other Yersinia infections. Springer Science & Business Media.

Butler, T. (2013). Plague gives surprises inthe rst decade of the 21st century in the united states
and worldwide. The American Journal of Tropical Medicine and Hygiene. 89(4): 788
793.

Castillo-Chavez, C., Blower, S., Driessche, P., Kirschner, D. and Yakubu, A.-A. (2002). Mathe-
matical approaches for emerging and reemerging infectious diseases: models, methods,
and theory. Springer.

Caswell, H. (2001). Matrix population models. Wiley Online Library.

Cavanaugh, D. C. (1971). Speci c effect of temperature upon transmission of the plague bacil-
lus by the oriental rat ea, xenopsylla cheopis. The American journal of tropical
medicine and hygiene. 20(2): 264 273.

Cavanaugh, D. C. and Marshall, J. D. (1972). The in uence of climate on the seasonal preva-
lence of plague in the republic of vietnam. Journal of Wildlife Diseases. 8(1): 85 94.

CDC (accessed January 10, 2016). History of the Plague.
URL.: https://www.cdc.gov/plague/history/index.html

Chenau, J., Fenaille, F., Simon, S., Filali, S., Volland, H., Junot, C., Carniel, E. and Becher,
F. (2014). Detection of yersinia pestis in environmental and food samples by intact
cell immunocapture and liquid chromatography tandem mass spectrometry. Analytical
Chemistry. 86(12): 6144 6152.

Chitnis, N., Hyman, J. M. and Cushing, J. M. (2008). Determining important parameters in the
spread of malaria through the sensitivity analysis of a mathematical model. Bulletin of
Mathematical Biology. 70(5): 1272 1296.

Chiyaka, C., Musuka, G., Magombedze, G. and Mukandavire, Z. (2010). Malaria model with
immigration of infectives and seasonal forcing in transmission. International Journal
of Mathematical Models and Methods in Applied Sciences. 2(3): 1 16.

Cleri, D. J., Vernaleo, J. R., Lombardi, L. J., Rabbat, M., Mathew, A., Marton, R. and Reyelt,
M. (1997). Plague pneumonia disease caused by yersinia pestis.. In: Seminars in respi-
ratory infections. Vol. 12. pp. 12 23.

Cohen, T. and Murray, M. (2004). Modeling epidemics of multidrug-resistant m. tuberculosis
of heterogeneous tness. Nature Medicine. 10(10): 1117 1121.

233



Cornelis, G. R. (2000). Molecular and cell biology aspects of plague. Proceedings of the Na-
tional Academy of Sciences. 97(16): 8778 8783.

Crook, L. D. and Tempest, B. (1992). Plague: a clinical review of 27 cases. Archives of Internal
Medicine. 152(6): 1253 1256.

Davis, D. (1953). Plague in Africa from 1935 to 1949. WHO Bulletin. 9(5): 665 69.

Davis, S. and Calvet, E. (2005). Fluctuating rodent populations and risk to humans from rodent-
borne zoonoses. Vector-Borne & Zoonotic Diseases. 5(4): 305 314.

De La Sen, M., Agarwal, R. P., Ibeas, A. and Alonso-Quesada, S. (2011). On the existence
of equilibrium points, boundedness, oscillating behavior and positivity of a sveirs epi-
demic model under constant and impulsive vaccination. Advances in Difference Equa-
tions. 2011(1): 1 32.

Dembek, Z. F. (2005). Modeling for bioterrorism incidents. In: Biological Weapons Defense.
Springer. pp. 23 39.

Dennis, D. T. and Staples, J. E. (2009). Plague. In: Bacterial Infections of Humans. Springer.
pp. 597 611.

Devaux, C. A. (2013). Small oversights that led to the great plague of marseille (1720 1723):
lessons from the past. Infection, Genetics and Evolution. 14: 169 185.

Dickman, C., Mahon, P., Masters, P. and Gibson, D. (1999). Long-term dynamics of rodent
populations in arid Australia: the in uence of rainfall. Wildlife Research. 26(4): 389
403.

Diekmann, O., Heesterbeek, J. and Metz, J. A. (1990). On the de nition and the computation
of the basic reproduction ratio r 0 in models for infectious diseases in heterogeneous
populations. Journal of Mathematical Biology. 28(4): 365 382.

Drancourt, M., Houhamdi, L. and Raoult, D. (2006). Yersinia pestis as a telluric, human
ectoparasite-borne organism. The Lancet Infectious Diseases. 6(4): 234 241.

Dumont, Y., Chiroleu, F. and Domerg, C. (2008). On a temporal model for the chikungunya
disease: modeling, theory and numerics. Mathematical Biosciences. 213(1): 80 91.

Echenberg, M. J. (2007). Plague Ports: The Global Urban Impact of Bubonic Plague, 1894-
1901. NYU Press.

Eisen, R. J., Dennis, D. T. and Gage, K. L. (2015). The role of early-phase transmission in the
spread of yersinia pestis. Journal of Medical Entomology. 52(6): 1183 1192.

234



Eisen, R. J. and Gage, K. L. (2009). Adaptive strategies of yersinia pestis to persist during
inter-epizootic and epizootic periods. Veterinary Research. 40(2): 6 9.

Eisen, R. J., Grif th, K. S., Borchert, J. N., MacMillan, K., Apangu, T., Owor, N., Acayo,
S., Acidri, R., Zielinski-Gutierrez, E., Winters, A. M. et al. (2010). Assessing human
risk of exposure to plague bacteria in northwestern uganda based on remotely sensed
predictors. The American Journal of Tropical Medicine and Hygiene. 82(5): 904 911.

Eisen, R. J., Petersen, J. M., Higgins, C. L., Wong, D., Levy, C. E., Mead, P. S., Schriefer, M. E.,
Grif th, K. S., Gage, K. L. and Beard, C. B. (2008). Persistence of yersinia pestis in
soil under natural conditions. Emerging Infectious Diseases. 14(6): 941.

Eisen, R. J., Wilder, A. P., Bearden, S. W., Montenieri, J. A. and Gage, K. L. (2007). Early-phase
transmission of yersinia pestis by unblocked xenopsylla cheopis (siphonaptera: Pulici-
dae) is as ef cient as transmission by blocked eas. Journal of Medical Entomology.
44(4): 678 682.

Elschner, M., Cutler, S., Weidmann, M. and Butaye, P. (2012). BSL3 and BSL4 Agents: Epi-
demiology, Microbiology and Practical Guidelines. Wiley-Blackwell, Darmstadt, Fed-
eral Republic of Germany.

Emmeluth, D. and Alcamo, I. E. (2009). Plague. Infobase Publishing.

Enscore, R. E., Biggerstaff, B. J., Brown, T. L., Fulgham, R. E., Reynolds, P. J., Engelthaler,
D. M., Levy, C. E., Parmenter, R. R., Montenieri, J. A. and Cheek, J. E. (2002). Mod-
eling relationships between climate and the frequency of human plague cases in the
southwestern united states, 1960-1997.. The American Journal of Tropical Medicine
and Hygiene. 66(2): 186 196.

Fauci, A. S., Touchette, N. A. and Folkers, G. K. (2005). Emerging infectious diseases: a
10-year perspective from the national institute of allergy and infectious diseases. Inter-
national Journal of Risk and Safety in Medicine. 17(3, 4): 157 167.

Felek, S., Tsang, T. M. and Krukonis, E. S. (2010). Three yersinia pestis adhesins facilitate yop
delivery to eukaryotic cells and contribute to plague virulence. Infection and Immunity.
78(10): 4134 4150.

Fraser, V. J., Laurence Burd, M., Elizabeth Liebson, M., Lipschik, G. Y., C Matthew Peterson,
M. et al. (2007). Diseases and Disorders. Marshall Cavendish Corporation, New York.

Gage, K. L., Burkot, T. R., Eisen, R. J. and Hayes, E. B. (2008). Climate and vectorborne
diseases. American Journal of Preventive Medicine. 35(5): 436 450.

235



Gage, K. L. and Kosoy, M. Y. (2005). Natural history of plague: perspectives from more than a
century of research*. Annual Review of Entomology.. 50: 505 528.

Gail, M. H. and Benichou, J. (2000). Encyclopedia of Epidemiologic Methods. John Wiley &
Sons.

Galtier, N. and Mouchiroud, D. (1998). Isochore evolution in mammals: a human-like ancestral
structure. Genetics. 150(4): 1577 1584.

Gamsa, M. (2006). The epidemic of pneumonic plague in manchuria 1910 1911. Past &
Present. 190(1): 147 183.

Gani, R. and Leach, S. (2004). Epidemiologic determinants for modeling pneumonic plague
outbreaks. Emerging Infectious Diseases. 10(4): 608 614.

Ge, P, Xi, J,, Ding, J., Jin, F,, Zhang, H., Guo, L., Zhang, J.,, Li, J., Gan, Z., Wu, B. et al.
(2015). Primary case of human pneumonic plague occurring in a himalayan marmot
natural focus area gansu province, china. International Journal of Infectious Diseases.
33:67 70.

Gengler, S., Laudisoit, A., Batoko, H. and Wattiau, P. (2015). Long-term persistence of yersinia
pseudotuberculosis in entomopathogenic nematodes. PloS One. 10(1): e0116818.

Gonzalez, R. J. and Miller, V. L. (2016). A deadly path: Bacterial spread during bubonic plague.
Trends in Microbiology. 24(4): 239 241.

Gubler, D. J., Reiter, P., Ebi, K. L., Yap, W., Nasci, R. and Patz, J. A. (2001). Climate variability
and change in the united states: potential impacts on vector-and rodent-borne diseases..
Environmental Health Perspectives. 109(Suppl 2): 223.

Guinet, F., Ave, P, Filali, S., Huon, C., Savin, C., Huerre, M., Fiette, L. and Carniel, E. (2015).
Dissociation of tissue destruction and bacterial expansion during bubonic plague. PL0S
Pathog. 11(10): e1005222.

Hale, J. K. (1980). Ordinary Differential Equations. John Wiley and Sons, Inc, New York, USA.

Hannon, B. and Ruth, M. (2014). Modeling dynamic biological systems. In: Modeling dynamic
biological systems. Springer. pp. 3 28.

Hartemink, N. (2009). Vector-borne diseases: the basic reproduction number rO and risk maps.

236



Hartemink, N., Randolph, S., Davis, S. and Heesterbeek, J. (2008). The basic reproduction num-
ber for complex disease systems: De ning r0O for tick-borne infections. The American
Naturalist. 171(6): 743 754.

Heesterbeek, J. (2000). Mathematical epidemiology of infectious diseases: model building,
analysis and interpretation. Vol. 5. John Wiley & Sons.

Heroven, A. K. and Dersch, P. (2014). Coregulation of host-adapted metabolism and virulence
by pathogenic yersiniae. Frontiers in Cellular and Infection Microbiology. 4.

Himsworth, C. G., Parsons, K. L., Jardine, C. and Patrick, D. M. (2013). Rats, cities, people, and
pathogens: a systematic review and narrative synthesis of literature regarding the ecol-
ogy of rat-associated zoonoses in urban centers. Vector-Borne and Zoonotic Diseases.
13(6): 349 359.

Hunter, P. (2003). Climate change and waterborne and vector-borne disease. Journal of Applied
Microbiology. 94(s1): 37 46.

Inglesby, T. V., Dennis, D. T., Henderson, D. A., Bartlett, J. G., Ascher, M. S., Eitzen, E., Fine,
A. D., Friedlander, A. M., Hauer, J. and Koerner, J. F. (2000). Plague as a biological
weapon: medical and public health management. Jama. 283(17): 2281 2290.

Jackson, T. W. (1916). Plague: Its Cause and the Manner of its Extension, Its Menace, Its
Control and Suppression, Its Diagnosis and Treatment. Vol. 1. Library of Alexandria.

Jaksic, F. M. and Lima, M. (2003). Myths and facts on ratadas: bamboo blooms, rainfall peaks
and rodent outbreaks in south america. Austral Ecology. 28(3): 237 251.

Kato, T. (2013). Perturbation Theory for Linear Operators. Vol. 132. Springer Science & Busi-
ness Media.

Keeling, M. and Gilligan, C. (2000a). Bubonic plague: a metapopulation model of a zoono-
sis. Proceedings of the Royal Society of London. Series B: Biological Sciences.
267(1458): 2219 2230.

Keeling, M. and Gilligan, C. (2000b). Metapopulation dynamics of bubonic plague. Nature.
407(6806): 903 906.

Keeling, M. J. and Rohani, P. (2008). Modeling infectious diseases in humans and animals.
Princeton University Press.

Kilonzo, B., Makundi, R. and Mbise, T. (1992). A decade of plague epidemiology and control in
the western usambara mountains, north-east Tanzania. Acta Tropica. 50(4): 323 329.

237



Kilonzo, B., Mhina, J., Sabuni, C. and Mgode, G. (2005). The role of rodents and small carni-
vores in plague endemicity in Tanzania. Belgian Journal of Zoology. 135: 119 125.

Koirala, J. (2006). Plague: disease, management, and recognition of act of terrorism. Infectious
Disease Clinics. 20(2): 273 287.

Korobeinikov, A. (2004). Lyapunov functions and global properties for seir and seis epidemic
models. Mathematical Medicine and Biology. 21(2): 75 83.

Korobeinikov, A. (2007). Global properties of infectious disease models with nonlinear inci-
dence. Bulletin of Mathematical Biology. 69(6): 1871 1886.

Korobeinikov, A. and Wake, G. C. (2002). Lyapunov functions and global stability for sir, sirs,
and sis epidemiological models. Applied Mathematics Letters. 15(8): 955 960.

Korslund, L. and Steen, H. (2006). Small rodent winter survival: snow conditions limit access
to food resources. Journal of Animal Ecology. 75(1): 156 166.

Krasnov, B., Burdelova, N., Shenbrot, G. and Khokhlova, I. (2002). Annual cycles of four ea
species in the central negev desert. Medical and Veterinary Entomology. 16(3): 266
276.

Krasnov, B., Khokhlova, I., Fielden, L. and Burdelova, N. (2001a). Development rates of two
xenopsylla ea species in relation to air temperature and humidity. Medical and Veteri-
nary Entomology. 15(3): 249 258.

Krasnov, B. R., Khokhlova, I. S., Fielden, L. J. and Burdelova, N. V. (2001b). Effect of air
temperature and humidity on the survival of pre-imaginal stages of two ea species
(siphonaptera: Pulicidae). Journal of Medical Entomology. 38(5): 629 637.

Kugeler, K. J., Staples, J. E., Hinckley, A. F., Gage, K. L. and Mead, P. S. (2015). Epidemi-
ology of human plague in the united states, 1900-2012. Emerging infectious diseases.
21(1): 16 22.

La Salle, J. (1976). The Stability of Dynamical Systems. SIAM.
LaSalle, J. P. (1976). The Stability of Dynamical Systems. Vol. 25. SIAM USA.

Lathem, W. W.,, Price, P. A., Miller, V. L. and Goldman, W. E. (2007). A plasminogen-activating
protease speci cally controls the development of primary pneumonic plague. Science.
315(5811): 509 513.

238



Laudisoit, A., Leirs, H., Makundi, R. H., Van Dongen, S., Davis, S., Neerinckx, S., Lhoest,
J. and Libois, R. (2007). Plague and the human ea, tanzania. Emerging Infectious
Diseases. 13(5): 687 693.

Laudisoit, A., Ruppitsch, W., Stoeger, A., Pietzka, A., Equipment, R. P. P. and Disinfection, B.
(2012). Yersinia pestis: Plague. BSL3 and BSL4 Agents: Epidemiology, Microbiology
and Practical Guidelines. pp. 85 121.

Leirs, H., Verhagen, R., Verheyen, W., Mwanjabe, P. and Mbise, T. (1996). Forecasting rodent
outbreaks in africa: an ecological basis for mastomys control in tanzania. Journal of
Applied Ecology. pp. 937 943.

Lemon, S. M., Sparling, P. F., Hamburg, M. A., Relman, D. A., Choffnes, E. R. and Mack,
A. (2008). Vector-borne diseases: understanding the environmental, human health,
and ecological connections, workshop summary (forum on microbial threats). National
Academies Press.

Letnic, M., Tamayo, B. and Dickman, C. R. (2005). The responses of mammals to la nina
(el nino southern oscillation)-associated rainfall, predation, and wild re in central aus-
tralia. Journal of Mammalogy. 86(4): 689 703.

Li, J. and Blakeley, D. (2011). The failure of Ro. Computational and Mathematical Methods in
Medicine. 2011: 3 13.

Li, W.-H. (1993). Unbiased estimation of the rates of synonymous and nonsynonymous substi-
tution. Journal of Molecular Evolution. 36(1): 96 99.

Liu, Q., Cao, L., Zhu, X. and Quan (2014). Major emerging and re-emerging zoonoses in china:
a matter of global health and socioeconomic development for 1.3 billion. International
Journal of Infectious Diseases. 25: 65 72.

Lou, Y. and Zhao, X.-Q. (2010). A climate-based malaria transmission model with structured
vector population. SIAM Journal on Applied Mathematics. 70(6): 2023 2044.

Ma, J. and Ma, Z. (2006). Epidemic threshold conditions for seasonally forced seir models..
Mathematical Biosciences and Engineering: MBE. 3(1): 161 172.

Machens, A., Gesualdo, F., Rizzo, C., Tozzi, A. E., Barrat, A. and Cattuto, C. (2013). An infec-
tious disease model on empirical networks of human contact: bridging the gap between
dynamic network data and contact matrices. BMC Infectious Diseases. 13(1): 185 185.

239



Mack, A., Choffnes, E. R., Hamburg, M. A. and Relman, D. A. (2008). Global climate change
and extreme weather events: Understanding the contributions to infectious disease
emergence: Workshop summary. National Academies Press.

Martcheva, M. (2015). Introduction to Mathematical Epidemiology. Vol. 61. Springer.

Massawe, L. N., Massawe, E. S. and Makinde, O. D. (2015). Temporal model for dengue disease
with treatment. Advances in Infectious Diseases. 5(01): 21.

Massin, L., Legrand, J., Valleron, A.-J. and Flahault, A. (2007). Modelling outbreak control for
pneumonic plague. Epidemiology and Infection. 135(05): 733 739.

McCauley, D. J., Salkeld, D. J., Young, H. S., Makundi, R., Dirzo, R., Eckerlin, R. P., Lam-
bin, E. F., Gaf kin, L., Barry, M. and Helgen, K. M. (2015). Effects of land use on
plague (yersinia pestis) activity in rodents in Tanzania. The American Journal of Trop-
ical Medicine and Hygiene. 92(4): 776 783.

McCluskey, C. (2006). Lyapunov functions for tuberculosis models with fast and slow progres-
sion.. Mathematical Biosciences and Engineering: MBE. 3(4): 603 614.

McCray, R. L. (2006). Bioterrorism in the Health Care Community. VVantage Press, Inc.
McNeill, W. (2010). Plagues and peoples. Anchor.

Mead, P. (2013). Plague (bubonic, pneumonic, septicemic). CDC Health Information for Inter-
national Travel 2014: The Yellow Book. 104(2): 264.

Meerburg, B. G., Singleton, G. R. and Kijlstra, A. (2009). Rodent-borne diseases and their risks
for public health. Critical Reviews in Microbiology. 35(3): 221 270.

Meserve, P. L., Milstead, W. B. and Gutierrez, J. R. (2001). Results of a food addition ex-
periment in a north-central chile small mammal assemblage: evidence for the role of
bottom-up factors. Oikos. 94(3): 548 556.

Meyer, K. F. (1961). Pneumonic plague. Bacteriological Reviews. 25(3): 249.

Meyer, M. T., Spinella, P. C. and Cieslak, T. (2014). Agents of biological and chemical terror-
ism. In: Pediatric Critical Care Medicine. Springer. pp. 645 656.

Mitscherlich, E. and Marth, E. H. (2012). Microbial Survival in the Environment: Bacteria
and Rickettsiae Important in Human and Animal Health. Springer Science & Business
Media.

240



Mollaret, H. (1964). Experimental conservation of plague in the soil. Technical report. DTIC
Document.

Moore, P. (2007). Pandemic: The Terrifying Threat of the New Killer Plagues. Citadel Press.

Morand, S., Beaudeau, F. and Cabaret, J. (2011). New Frontiers of Molecular Epidemiology of
Infectious Diseases. Springer Science & Business Media.

Morand, S. and Harvey, P. (2000). Mammalian metabolism, longevity and parasite species
richness. Proceedings of the Royal Society of London B: Biological Sciences.
267(1456): 1999 2003.

Morens, D. M., Folkers, G. K. and Fauci, A. S. (2008). Emerging infections: a perpetual chal-
lenge. The Lancet Infectious Diseases. 8(11): 710 7109.

Mpeshe, S. C., Luboobi, L. S. and Nkansah-Gyekye, Y. (2014). Modeling the impact of climate
change on the dynamics of rift valley fever. Computational and Mathematical Methods
in Medicine. 2014: 1 12.

Neerinckx, S., Bertherat, E. and Leirs, H. (2010). Human plague occurrences in africa: an
overview from 1877 to 2008. Transactions of the Royal Society of Tropical Medicine
and Hygiene. 104(2): 97 103.

Newman, M. E. (2002). Spread of epidemic disease on networks. Physical Review E.
66(1): 016128.

Ngeleja, R. C., Luboobi, L. S. and Nkansah-Gyekye, Y. (2016). Modelling the dynamics of
bubonic plague with yersinia pestis in the environment. Communications in Mathemat-
ical Biology and Neuroscience. 2016: 5 10.

Nikoleli, G.-P., Karapetis, S., Bratakou, S., Nikolelis, D. P., Tzamtzis, N., Psychoyios, V. N. and
Psaroudakis, N. (2016). Biosensors for security and bioterrorism: De nitions, history,
types of agents, new trends and applications. In: Biosensors for Security and Bioter-
rorism Applications. Springer. pp. 1 13.

Nozadze, M., Zhgenti, E., Meparishvili, M., Tsverava, L., Kiguradze, T., Chanturia, G.,
Babuadze, G., Kekelidze, M., Bakanidze, L., Shutkova, T. et al. (2015). comparative
proteomic studies of yersinia pestis strains isolated from natural foci in the republic of
georgia. Frontiers in Public Health. 3: 145 239.

Oren, M. (2009). Biological agents and terror medicine. In: Essentials of Terror Medicine.
Springer. pp. 195 221.

241



Orloski, K. A. and Lathrop, S. L. (2003). Plague: a veterinary perspective. Journal of the Amer-
ican Veterinary Medical Association. 222(4): 444 448,

Orochi Orach, S. (2002). Plague outbreaks: the gender and age perspective in okoro county,
nebbi district, uganda. Nebbe, Uganda: Agency for Accelerated Regional Development.
pp. 9 16.

Parham, P. E., Christiansen-Jucht, C., Pople, D. and Michael, E. (2011). Understanding and
modelling the impact of climate change on infectious diseases progress and future
challenges. In: Climate Change-Socioeconomic Effects. InTech.

Parmenter, R. R., Yadav, E. P., Parmenter, C. A., Ettestad, P. and Gage, K. L. (1999). Incidence
of plague associated with increased winter-spring precipitation in new mexico.. The
American Journal of Tropical Medicine and Hygiene. 61(5): 814 821.

Patz, J. A., Graczyk, T. K., Geller, N. and Vittor, A. Y. (2000). Effects of environmental change
on emerging parasitic diseases. International Journal for Parasitology. 30(12): 1395
1405.

Patz, J., Githeko, A., McCarty, J., Hussein, S., Confalonieri, U. and De Wet, N. (2003). Cli-
mate change and infectious diseases. Climate Change and Human Health: Risks and
Responses. pp. 103 132.

Pechous, R. D., Sivaraman, V., Stasulli, N. M. and Goldman, W. E. (2015). Pneumonic plague:
The darker side of yersinia pestis. Trends in Microbiology. .

Pechous, R. D., Sivaraman, V., Stasulli, N. M. and Goldman, W. E. (2016). Pneumonic plague:
The darker side of yersinia pestis. Trends in Microbiology. 24(3): 190 197.

Perry, R. D. and Fetherston, J. D. (1997). Yersinia pestis etiologic agent of plague. Clinical
Microbiology Reviews. 10(1): 35 66.

Poland, J. D. and Dennis, D. T. (1998). Plague. In: Bacterial Infections of Humans. Springer.
pp. 545 558.

Prasad, S. (2009). Biological Agents. number v. 2. Discovery Publishing House.
URL.: https://books.google.co.tz/books?id=SoDwO-dI-i0C

Prentice, M. B. and Rahalison, L. (2007). Plague. The Lancet. 369(9568): 1196 1207.

Putzker, M., Sauer, H. and Sobe, D. (2000). Plague and other human infections caused by
yersinia species.. Clinical Laboratory. 47(9-10): 453 466.

242



Relman, D. A., Hamburg, M. A., Choffnes, E. R. and Mack, A. (2008). Global climate change
and extreme weather events: Understanding the contributions to infectious disease
emergence: Workshop summary. National Academies Press.

Richard, V., Riehm, J. M., Herindrainy, P., Soanandrasana, R., Ratsitoharina, M., Rako-
tomanana, F., Andrianalimanana, S., Scholz, H. C. and Rajerison, M. (2015). Pneu-
monic plague outbreak, northern madagascar, 2011. Emerg Infect Dis. 21(1): 8 16.

Riedel, S. (2004). Biological warfare and bioterrorism: a historical review. In: Baylor Univer-
sity Medical Center. Proceedings. Vol. 17. Baylor University Medical Center. p. 400.

Riedel, S. (2005). Plague: from natural disease to bioterrorism. In: Baylor University Medical
Center Proceedings. Vol. 18. Taylor & Francis. pp. 116 124,

Roberts, S., Van Wagtendonk, J., Miles, A., Kelt, D. and Lutz, J. (2008). Modeling the effects
of re severity and spatial complexity on small mammals in yosemite national park,
california.. Fire Ecology Special Issue. 4: 84 104.

Rose, L. J., Donlan, R., Banerjee, S. N. and Arduino, M. J. (2003). Survival of yersinia pestis on
environmental surfaces. Applied and Environmental Microbiology. 69(4): 2166 2171.

Rozendaal, J. A. (1997). Vector control: methods for use by individuals and communities. World
Health Organization.

Samia, N. I, Kausrud, K. L., Heesterbeek, H., Ageyev, V., Begon, M., Chan, K.-S. and Stenseth,
N. C. (2011). Dynamics of the plague wildlife human system in central asia are con-
trolled by two epidemiological thresholds. Proceedings of the National Academy of
Sciences. 108(35): 14527 14532,

Scott, S. and Duncan, C. J. (2001). Biology of plagues: evidence from historical populations.
Cambridge University Press.

Sebbane, F., Gardner, D., Long, D., Gowen, B. B. and Hinnebusch, B. J. (2005). Kinetics of
disease progression and host response in a rat model of bubonic plague. The American
Journal of Pathology. 166(5): 1427 1439.

Shores, T. S. (2007). Applied Linear Algebra and Matrix Analysis. Springer Science & Business
Media.

Shrewsbury, J. F. D. (2005). A history of bubonic plague in the British Isles. Cambridge Uni-
versity Press.

243



Silverman, J., Rust, M. K. and Reierson, D. A. (1981). In uence of temperature and humid-
ity on survival and development of the cat ea, ctenocephalides felis (siphonaptera:
Pulicidae). Journal of Medical Entomology. 18(1): 78 83.

Slack, P. (1989). The black death past and present. 2. some historical problems. Transactions of
the Royal Society of Tropical Medicine and Hygiene. 83(4): 461 463.

Smith, H. L. and Waltman, P. (1995). The theory of the chemostat: dynamics of microbial
competition. Vol. 13. Cambridge University Press.

Society, N. G. (accessed May 02, 2016). Plague.
URL: https://www.nationalgeographic.com/science/health-and-human-body/human-
diseases/the-plague/

Stenseth, N. C., Atshabar, B. B., Begon, M., Belmain, S. R., Bertherat, E., Carniel, E., Gage,
K. L., Leirs, H. and Rahalison, L. (2008). Plague: past, present, and future. PL0S
Medicine. 5(1): e3.

Stenseth, N. C., Samia, N. I., Viljugrein, H., Kausrud, K. L., Begon, M., Davis, S., Leirs, H.,
Dubyanskiy, V., Esper, J., Ageyev, V. S. et al. (2006). Plague dynamics are driven by
climate variation. Proceedings of the National Academy of Sciences. 103(35): 13110
13115.

Szinicz, L. (2005). History of chemical and biological warfare agents. Toxicology. 214(3): 167
181.

Tatem, A. J., Rogers, D. J. and Hay, S. (2006). Global transport networks and infectious disease
spread. Advances in Parasitology. 62: 293 343.

Tollenaere, C., Rahalison, L., Ranjalahy, M., Duplantier, J.-M., Rahelinirina, S., Telfer, S. and
Brouat, C. (2010). Susceptibility to yersinia pestis experimental infection in wild rattus
rattus, reservoir of plague in madagascar. EcoHealth. 7(2): 242 247.

Treille, G.-F. and Yersin, A. (1894). La peste bubonique a hong kong. In: VIlle Congres in-
ternational d’hygiene et de demographie. Vol. 2. Pesti konyvnyomda-reszvenytarsasag.
pp. 310 311.

Tumwiine, J., Mugisha, J. and Luboobi, L. S. (2007). A mathematical model for the dynamics
of malaria in a human host and mosquito vector with temporary immunity. Applied
Mathematics and Computation. 189(2): 1953 1965.

244



Van den Driessche, P. and Watmough, J. (2002). Reproduction numbers and sub-threshold en-
demic equilibria for compartmental models of disease transmission. Mathematical Bio-
sciences. 180(1): 29 48.

Wagner, D. M., Klunk, J., Harbeck, M., Devault, A., Waglechner, N., Sahl, J. W., Enk, J.,
Birdsell, D. N., Kuch, M. and Lumibao, C. (2014). Yersinia pestis and the plague of
justinian 541 543 ad: a genomic analysis. The Lancet Infectious Diseases. 14(4): 319
326.

Wang, W. and Zhao, X.-Q. (2008). Threshold dynamics for compartmental epidemic models in
periodic environments. Journal of Dynamics and Differential Equations. 20(3): 699
717.

Watch, P. H. (2014, accessed March 14, 2016)). Modern Plague Fighters: How A 14th Century
Disease Outbreak Could Help Scientists Better Understand Ebola, Other Emerging
Threats.

URL: https://publichealthwatch.wordpress.com/2014/08/27/modern-plague- ghters-
how-a-14th-century-disease-outbreak-could-help-scientists-better-understand-ebola-
other-emerging-threats/

Wesley, C. L. and Allen, L. J. (2009). The basic reproduction number in epidemic models with
periodic demographics. Journal of Biological Dynamics. 3(2-3): 116 129.

Wing eld, W. E. and Palmer, S. B. (2009). Veterinary Disaster Response. John Wiley & Sons.

Xu, L., Liu, Q., Stige, L. C., Ari, T. B, Fang, X., Chan, K.-S., Wang, S., Stenseth, N. C. and
Zhang, Z. (2011). Nonlinear effect of climate on plague during the third pandemic in
china. Proceedings of the National Academy of Sciences. 108(25): 10214 10219.

Zentko, D. and Richman, D. (1997). Cat Flea, Ctenocephalides felis felis (Bouche). Citeseer.

Zhang, F. and Zhao, X.-Q. (2007). A periodic epidemic model in a patchy environment. Journal
of Mathematical Analysis and Applications. 325(1): 496 516.

Zhang, J., Jin, Z., Sun, G.-Q., Sun, X.-D. and Ruan, S. (2012). Modeling seasonal rabies epi-
demics in china. Bulletin of Mathematical Biology. 74(5): 1226 1251.

Zhao, X.-Q. (2013). Dynamical Systems in Population Biology. Springer Science & Business
Media.

Zhou, D. and Yang, R. (2014). 36 yersinia pestis. Manual of Security Sensitive Microbes and
Toxins. p. 403.

245



Ziegler, P. (2013). The black death. Faber & Faber.

Zietz, B. P. and Dunkelberg, H. (2004). The history of the plague and the research on the
causative agent yersinia pestis. International Journal of Hygiene and Environmental
Health. 207(2): 165 178.

Ziwa, M. H., Matee, M. I., Hang’ombe, B. M., Lyamuya, E. F. and Kilonzo, B. S. (2013).
Plague in tanzania: an overview. Tanzania Journal of Health Research. 15(4).

Ziwa, M. H., Matee, M. I., Hang’ombe, B. M., Lyamuya, E. F. and Kilonzo, B. S. (2014).
Plague in tanzania: an overview. Tanzania Journal of Health Research. 15(4): 1 9.

246



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

26

27

28

29

APPENDICES

Appendix 1: Matlab Code for Chapters Two and Three

function dy = ml1l(ty)

dy=zeros(size(y))

beta = 0.99; mu2 = 0.07; delta2= 0.03; lambda2 = 0.3; lambdal = 0.1; thetal
0.6; theta2 = 0.78;

mu3 = 0.2; delta3 = 0.05; alpha2 = 0.04; alphal = 0.9; theta4d = 0.5; theta3
= 0.5;
mul = 0.04; deltal = 0.04; alpha3 = 0.1; rho = 0.2;pil=0.5;pi2=0.4;pi3=0.1;

psi1=0.09;varpi=0.1;Gammal=0.09;0megal=0.001;kappal=0.5;psi3=300;gammal
=0.9;Gamma2=4.7;

omega2=0.0073;kappa3=0.2;kappa2=0.3;gamma2=0.05;psi22=0.7;Gamma3=0.28;
Gamma4=0.6;psi21=0.99;lambda4=0.89;mu4=0.1;

S1=y(1);

El=y(2);

11=y(3);

R1=y(4);

S3=y(3);

E3=y(6);

13=y(7);

S2=y(8);

12=y(9);

A=y(10);

N1=S1+E1+I1+R1;

N2=S2+12;

N3=S3+E3+I3;

dy(1)=pil =*psil+ varpi *R1 - alphal =*S1*(GammaZ ((12)/(N2))+omegal *A)- mul »S1;

dy(2)=pi2 =*psil+alphal =*Slx(GammaZX (12/N2)+omegal =A)-alpha2 =*E1-mulxE1L;

dy(3)=alpha2 *El-alpha3 =*I1-11 =*(mul+deltal);

dy(4)=pi3 =psil+alpha3 =Il1l-varpi *R1-mul*R1;

dy(5)=kappal =*psi3-gammal *S3*(Gammaz2 ((12)/(N2))+omega2 * A)-mu3 * S3;

dy(6)=kappa2 =*psi3+gammal * S3* (Gamma2 ((12)/(N2))+omega2 * A)-gamma2 = E3-mu3* E3;

dy(7)=kappa3 = psi3+gamma2 x E3-I13 * (mu3+delta3);

dy(8)=psi22-beta * S2+ (rho * Gamma3((11)/(N1))+(1-rho) * Gamma# ((13)/(N3)))-mu2
* S2;

dy(9)=psi2l+beta  *S2+(rho * Gamma3((11)/(N1))+(1-rho) * Gammad4 ((13)/(N3)))- 12
* (mu2+delta2);

dy(10)=lambda4-omegal *AxSl-omega2 * Ax S3-mud=*A,

clear
tspan=[0 50]
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y0=[1800, 1500, 500, 300 ,5000,3000,2000,8000,5000,10000]

[t,y]=oded5(@m11,tspan,y0)

figure(1)

plot(t,y(:,1), ty(;2), ty(,3).ty(4))

legend( Susceptible human , Exposed human, Infected human, Recovered
human)

xlabel( Time[years] )

ylabel( Human Population )

clear

tspan=[0 30]

y0=[2000, 1500, 500, 300 ,2500,2000,200,8000,5000,10000]
[t,y]=ode45(@m11,tspan,y0)

figure(2)

plot(t,y(:,5), ty(:6), ty(,7))

legend( Susceptible rodent, Exposed rodent, Infectious rodent)
xlabel( Time[years])

ylabel( Rodent Population)

clear

tspan=[0 100]

y0=[2000, 1500, 500, 300 ,2500,2000,200,8000,1000,10000]
[t,y]=ode45(@m11,tspan,y0)

figure(3)

plot(t,y(:,8),t,y(:,9))

legend( Susceptible flea , Infectious flea)

xlabel( Time[years] )

ylabel( Flea Population)

clear

tspan=[0 100]

y0=[2000, 1500, 500, 300 ,5000,3000,2000,8000,5000,5000]
[t,y]=oded5(@m11,tspan,y0)

figure(4)

plot(t,y(;,10))

legend( Pathogens)

xlabel( Time[years] )

ylabel( Pathogens Population)

clear
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tspan=[0 10]

y0=[1800, 1500, 500, 300 ,5000,3000,2000,8000,5000,5]
[t,y]=ode45(@m11,tspan,y0)

figure(1)

plot(t,y(:,10), b, linewidth ,2)

xlabel( Time[years] )

ylabel( Pathogens in the Environment)

hold on

tspan=[0 10]

y0=[1800, 1500, 500, 300 ,5000,3000,2000,8000,5000,200]
[t,y]=ode45(@m11,tspan,y0)

figure(1)

plot(t,y(:,10), r, linewidth ,2)

xlabel( Time[years] )

ylabel( Pathogens in the Environment)

hold on

clear

tspan=[0 10]

y0=[1800, 1500, 500, 300 ,5000,3000,2000,8000,5000,400]
[t,y]=ode45(@m11,tspan,y0)

figure(1)

plot(t,y(:,10), g , linewidth ,2)

xlabel( Time[years])

ylabel( Pathogens in the Environment)

hold on

clear

tspan=[0 10]

y0=[1800, 1500, 500, 300 ,5000,3000,2000,8000,5000,600]
[t,y]=ode45(@m11,tspan,y0)

figure(1)

plot(t,y(:,10), k , linewidth ,2)

xlabel( Time[years] )

ylabel( Pathogens in the Environment)

hold on

clear

tspan=[0 10]

y0=[1800, 1500, 500, 300 ,5000,3000,2000,8000,5000,800]
[t,y]=ode45(@m11,tspan,y0)

figure(1)

plot(t,y(;,10), m, linewidth ,2)

xlabel( Time[years] )

ylabel( Pathogens in the Environment)

hold on

clear

tspan=[0 10]
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y0=[1800, 1500, 100, 300 ,5000,3000,2000,8000,5000,1000]

[t,y]=oded5(@m11,tspan,y0)

figure(1)

plot(t,y(:,10), y, linewidth ,2)

xlabel( Time[years] )

ylabel( Pathogens in the Environment)
hold off

legend( A(0)= 5, A(0)= 200, A(0)= 400, A(0)= 600, A(0)= 800, A(0)=

1000 )

clear
tspan=[0 30]

y0=[1800, 1800, 500, 300 ,5000,3000,2000,8000,5000,10000]

[t,y]=ode45(@m11,tspan,y0)
figure(1)

plot(t,y(:,2), g , linewidth ,2)
xlabel( Time[years])

ylabel( Exposed human)
hold on

tspan=[0 30]

y0=[1800, 1500, 500, 300 ,5000,3000,2000,8000,5000,10000]

[t,y]=ode45(@m11,tspan,y0)
figure(1)

plot(t,y(:,2), y, linewidth ,2)
xlabel( Time[years])

ylabel( Exposed human)
hold on

tspan=[0 30]

y0=[1800, 1000, 500, 300 ,5000,3000,2000,8000,5000,10000]

[t,y]=ode45(@m11,tspan,y0)
figure(1)

plot(t,y(:,2), m, linewidth ,2)
xlabel( Time[years] )

ylabel( Exposed human)
hold on

tspan=[0 30]

y0=[1800, 800, 500, 300 ,5000,3000,2000,8000,5000,10000]

[t,y]=ode45(@m11,tspan,y0)
figure(1)

plot(t,y(:,2), r, linewidth ,2)
xlabel( Time[years] )

ylabel( Exposed human )
hold on

tspan=[0 30]
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y0=[1800, 500, 500, 300 ,5000,3000,2000,8000,5000,10000]

[t,y]=oded5(@m11,tspan,y0)
figure(1)

plot(t,y(;,2), b, linewidth ,2)
xlabel( Time[years] )

ylabel( Exposed human)
hold on

tspan=[0 30]

y0=[1800, 10, 500, 300 ,5000,3000,2000,8000,5000,10000]

[t,y]=oded5(@m11,tspan,y0)
figure(1)

plot(t,y(;,2), k , linewidth ,2)
xlabel( Time[years] )

ylabel( Exposed human)
hold off

legend( E_H(0)= 1800, E_H(0)= 1500, E_H(0)= 1000, E_H(0)= 800,

500, E_H(0)= 10)

clear
tspan=[0 100]

y0=[1800, 1500, 500, 300 ,5000,5000,2000,8000,5000,10000]

[t,y]=ode45(@m11,tspan,y0)
figure(1)

plot(t,y(:,6), g , linewidth ,2)
xlabel( Time[years])

ylabel( Exposed rodent)
hold on

tspan=[0 100]

y0=[1800, 1500, 500, 300 ,5000,4000,2000,8000,5000,10000]

[t,y]=ode45(@m11,tspan,y0)
figure(1)

plot(t,y(:,6), y , linewidth ,2)
xlabel( Time[years] )

ylabel( Exposed rodent)
hold on

tspan=[0 100]

y0=[1800, 1500, 500, 300 ,5000,3000,2000,8000,5000,10000]

[t,y]=ode45(@m11,tspan,y0)
figure(1)

plot(t,y(:,6), m, linewidth ,2)
xlabel( Time[years] )

ylabel( Exposed rodent)
hold on

tspan=[0 100]
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y0=[1800, 1500, 500, 300 ,5000,2000,2000,8000,5000,10000]

[t,y]=oded5(@m11,tspan,y0)
figure(1)

plot(t,y(:,6), r, linewidth ,2)
xlabel( Time[years] )

ylabel( Exposed rodent)
hold on

tspan=[0 100]

y0=[1800, 1500, 500, 300 ,5000,1000,2000,8000,5000,10000]

[t,y]=oded5(@m11,tspan,y0)
figure(1)

plot(t,y(;,6), b , linewidth ,2)
%legend( Susceptible human)
xlabel( Time[years] )

ylabel( Exposed rodent)

hold on

tspan=[0 100]

y0=[1800, 1500, 500, 300 ,5000,10,2000,8000,5000,10000]

[t,y]=ode45(@m11,tspan,y0)
figure(1)

plot(t,y(:,6), k , linewidth ,2)
%legend( Susceptible human )
xlabel( Time[years])

ylabel( Exposed rodent)

hold off

legend( E_R(0)= 5000, E_R(0)= 4000, E_R(0)= 3000,

= 1000, E_R(0)= 10)

clear
tspan=[0 100]

E_R(0)= 2000, E_R(0)

y0=[2800, 1500, 500, 300 ,5000,3000,2000,8000,5000,10000]

[t,y]=ode45(@m11,tspan,y0)
figure(1)

plot(t,y(:,1))

xlabel( Time[years])

ylabel( Susceptible human)
hold on

clear
tspan=[0 100]

y0=[100, 1500, 500, 300 ,5000,3000,2000,8000,5000,10000]

[t,y]=oded5(@m11,tspan,y0)
figure(1)
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plot(t,y(:,1))

xlabel( Time[years] )

ylabel( Susceptible human)
hold on

clear

tspan=[0 100]

y0=[0, 1500, 500, 300 ,5000,3000,2000,8000,5000,10000]
[t,y]=oded5(@m11,tspan,y0)

figure(1)

plot(t,y(:,1))

xlabel( Time[years] )

ylabel( Susceptible human)

hold on

clear

tspan=[0 100]

y0=[3800, 1500, 500, 300 ,5000,3000,2000,8000,5000,10000]
[t,y]=ode45(@m11,tspan,y0)

figure(1)

plot(t,y(:,1))

xlabel( Time[years] )

ylabel( Susceptible human)

hold off

clear

tspan=[0 100]

y0=[1800, 1500, 500, 300 ,5000,3000,2000,8000,5000,10000]
[t,y]=ode45(@m11,tspan,y0)

figure(1)

plot(t,y(:,9), g, linewidth ,2)

xlabel( Time[years] )

ylabel( Infected flea)

hold on

tspan=[0 100]

y0=[1800, 1500, 500, 300 ,5000,3000,2000,8000,4000,10000]
[t,y]=ode45(@m11,tspan,y0)

figure(1)

plot(t,y(:,9), m, linewidth ,2)

xlabel( Time[years] )

ylabel( Infected flea)

hold on
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tspan=[0 100]

y0=[1800, 1500, 500, 300 ,5000,3000,2000,8000,3000,10000]

[t,y]=ode45(@m11,tspan,y0)
figure(1)

plot(t,y(:,9), y , linewidth ,2)
xlabel( Time[years] )

ylabel( Infected flea)

hold on

tspan=[0 100]

y0=[1800, 1500, 500, 300 ,5000,3000,2000,8000,2000,10000]

[t,y]=ode45(@m11,tspan,y0)
figure(1)

plot(t,y(:,9), r, linewidth ,2)
xlabel( Time[years] )

ylabel( Infected flea)

hold on

tspan=[0 100]

y0=[1800, 1500, 500, 300 ,5000,3000,2000,8000,1000,10000]

[t,y]=ode45(@m11,tspan,y0)
figure(1)

plot(t,y(:,9), b, linewidth ,2)
xlabel( Time[years] )

ylabel( Infected flea)

hold on

tspan=[0 100]

y0=[1800, 1500, 500, 300 ,5000,3000,2000,8000,10,10000]

[t,y]=ode45(@m11,tspan,y0)
figure(1)

plot(t,y(:,9), k , linewidth ,2)
xlabel( Time[years] )

ylabel( Infected flea)

hold off

legend(|_F(0)= 5000, 1_F(0)= 4000 ,1_F(0)= 3000,

= 1000, |_F(0)= 10)

clear
tspan=[0 100]

|_F(0)= 2000, |_F(0)

y0=[1800, 1500, 2800, 300 ,5000,3000,2000,8000,5000,10000]

[t,y]=ode45(@m11,tspan,y0)
figure(1)

plot(t,y(:,3), g , linewidth ,2)
xlabel( Time[years])

ylabel( Infected human)
hold on
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tspan=[0 100]
y0=[1800, 1500, 1800, 300 ,5000,3000,2000,8000,5000,10000]

[t,y]=ode45(@m11,tspan,y0)

figure(1)

plot(t,y(:,3), m, linewidth ,2)

xlabel( Time[years] )

ylabel( Infected human)

hold on
tspan=[0 100]
y0=[1800, 1500, 1200, 300 ,5000,3000,2000,8000,5000,10000]

[t,y]=ode45(@m11,tspan,y0)

figure(1)

plot(t,y(:,3), r, linewidth ,2)

xlabel( Time[years] )

ylabel( Infected human)

hold on
tspan=[0 100]
y0=[1800, 1500, 800, 300 ,5000,3000,2000,8000,5000,10000]

[t,y]=ode45(@m11,tspan,y0)

figure(1)

plot(t,y(:,3), b, linewidth ,2)

xlabel( Time[years] )

ylabel( Infected human)

hold on
tspan=[0 100]
y0=[1800, 1500, 400, 300 ,5000,3000,2000,8000,5000,10000]

[t,y]=ode45(@m11,tspan,y0)

figure(1)

plot(t,y(:,3), Y, linewidth ,2)

xlabel( Time[years] )

ylabel( Infected human)

hold on
tspan=[0 100]
y0=[1800, 1500, 10, 300 ,5000,3000,2000,8000,5000,10000]

[t,y]=oded5(@m11,tspan,y0)

figure(1)

plot(t,y(:,3), k , linewidth ,2)

xlabel( Time[years] )

ylabel( Infected human)

hold off

legend(|_H(0)= 2800, |_H(0)= 1800, |_H(0)= 1200,

clear

400, 1_H(0)= 10)
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tspan=[0 100]

y0=[1800, 1500, 500, 300 ,5000,3000,5000,8000,5000,10000]
[t,y]=ode45(@m11,tspan,y0)

figure(1)

plot(t,y(:,7), g, linewidth ,2)

xlabel( Time[years] )

ylabel( Infected rodent)

hold on

tspan=[0 100]

y0=[1800, 1500, 500, 300 ,5000,3000,4000,8000,5000,10000]
[t,y]=ode45(@m11,tspan,y0)

figure(1)

plot(t,y(:,7), ¥, linewidth ,2)

xlabel( Time[years] )

ylabel( Infected rodent)

hold on

tspan=[0 100]

y0=[1800, 1500, 500, 300 ,5000,3000,3000,8000,5000,10000]
[t,y]=ode45(@m11,tspan,y0)

figure(1)

plot(t,y(:,7), m, linewidth ,2)

xlabel( Time[years] )

ylabel( Infected rodent)

hold on

tspan=[0 100]

y0=[1800, 1500, 500, 300 ,5000,3000,2000,8000,5000,10000]
[t,y]=ode45(@m11,tspan,y0)

figure(1)

plot(t,y(:,7), r, linewidth ,2)

xlabel( Time[years] )

ylabel( Infected rodent)

hold on

tspan=[0 100]

y0=[1800, 1500, 500, 300 ,5000,3000,1000,8000,5000,10000]
[t,y]=oded5(@m11,tspan,y0)

figure(1)

plot(t,y(:,7), b, linewidth ,2)

xlabel( Time[years] )

ylabel( Infected rodent)

hold on

tspan=[0 100]

y0=[1800, 1500, 500, 300 ,5000,3000,10,8000,5000,10000]
[t,y]=oded5(@m11,tspan,y0)

figure(1)

plot(t,y(:,7), k , linewidth ,2)
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xlabel( Time[years] )
ylabel( Infected rodent)
hold off

legend(|_R(0)= 5000, |_R(0)= 4000, _R(0)= 3000, I_R(0)= 2000, |_R(0)

= 1000, I_R(0)= 10)

clear

tspan=[0 100]

y0=[1800, 1500, 500, 2300 ,5000,3000,2000,8000,5000,10000]
[t,y]=ode45(@m11,tspan,y0)

figure(1)

plot(t,y(:,4), g , linewidth ,2)

xlabel( Time[years])

ylabel( Recovered human)

hold on

tspan=[0 100]

y0=[1800, 1500, 500, 1800 ,5000,3000,2000,8000,5000,10000]
[t,y]=ode45(@m11,tspan,y0)

figure(1)

plot(t,y(:,4), y , linewidth ,2)

xlabel( Time[years])

ylabel( Recovered human)

hold on

tspan=[0 100]

y0=[1800, 1500, 500, 1300 ,5000,3000,2000,8000,5000,10000]
[t,y]=ode45(@m11,tspan,y0)

figure(1)

plot(t,y(:,4), m, linewidth ,2)

xlabel( Time[years])

ylabel( Recovered human)

hold on

tspan=[0 100]

y0=[1800, 1500, 500, 800 ,5000,3000,2000,8000,5000,10000]
[t,y]=ode45(@m11,tspan,y0)

figure(1)

plot(t,y(:,4), r , linewidth ,2)

xlabel( Time[years] )

ylabel( Recovered human)

hold on

tspan=[0 100]

y0=[1800, 1500, 500, 300 ,5000,3000,2000,8000,5000,10000]
[t,y]=ode45(@m11,tspan,y0)

figure(1)

plot(t,y(:,4), b, linewidth ,2)

257



39

40

41

42

43

a4

45

46

47

48

49

50

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

26

27

28

29

30

xlabel( Time[years] )

ylabel( Recovered human)
hold on

tspan=[0 100]

y0=[1800, 1500, 500, 0 ,5000,3000,2000,8000,5000,10000]

[t,y]=oded5(@m11,tspan,y0)
figure(1)

plot(t,y(;,4), k , linewidth ,2)
xlabel( Time[years] )

ylabel( Recovered human)
hold off

legend( R_H(0)= 2300, R_H(0)= 1800, R_H(0)= 1300, R_H(0)= 800,

300, R_H(0)= 5)

clear
tspan=[0 100]

y0=[1800, 1500, 500, 300 ,5000,3000,2000,6000,5000,10000]

[t,y]=ode45(@m11,tspan,y0)
figure(1)

plot(t,y(:,8), g , linewidth ,2)
xlabel( Time[years])

ylabel( Susceptible flea)
hold on

tspan=[0 100]

y0=[1800, 1500, 500, 300 ,5000,3000,2000,5000,5000,10000]

[t,y]=ode45(@m11,tspan,y0)
figure(1)

plot(t,y(:,8), m, linewidth ,2)
xlabel( Time[years])

ylabel( Susceptible flea)
hold on

tspan=[0 100]

y0=[1800, 1500, 500, 300 ,5000,3000,2000,4000,5000,10000]

[t,y]=ode45(@m11,tspan,y0)
figure(1)

plot(t,y(:,8), r , linewidth ,2)
xlabel( Time[years] )

ylabel( Susceptible flea)
hold on

tspan=[0 100]

y0=[1800, 1500, 500, 300 ,5000,3000,2000,3000,5000,10000]

[t,y]=ode45(@m11,tspan,y0)
figure(1)
plot(t,y(:,8), y, linewidth ,2)
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xlabel( Time[years] )
ylabel( Susceptible flea)
hold on

tspan=[0 100]

y0=[1800, 1500, 500, 300 ,5000,3000,2000,1500,5000,10000]

[t,y]=oded5(@m11,tspan,y0)
figure(1)

plot(t,y(:,8), b, linewidth ,2)
xlabel( Time[years] )

ylabel( Susceptible flea)
hold on

tspan=[0 100]

y0=[1800, 1500, 500, 300 ,5000,3000,2000,10,5000,10000]

[t,y]=ode4d5(@m11,tspan,y0)
figure(1)

plot(t,y(:,8), k , linewidth ,2)
xlabel( Time[years] )

ylabel( Susceptible flea)
hold off

legend( S_F(0)= 6000, S_F(0)= 5000,S_F(0)= 4000, S_F(0)= 3000,S_F(0)

= 1500, S_F(0)= 10)

clear
tspan=[0 100]

y0=[1800, 1500, 500, 300 ,5000,3000,2000,8000,5000,10000]

[t,y]=ode45(@m11,tspan,y0)
figure(1)

plot(t,y(:,1), g, linewidth ,2)
xlabel( Time[years])

ylabel( Susceptible human)
hold on

tspan=[0 100]

y0=[2800, 1500, 500, 300 ,5000,3000,2000,8000,5000,10000]

[t,y]=ode45(@m11,tspan,y0)
figure(1)

plot(t,y(:,1), m, linewidth ,2)

xlabel( Time[years] )

ylabel( Susceptible human)
hold on

tspan=[0 100]

y0=[500, 1500, 500, 300 ,5000,3000,2000,8000,5000,10000]

[t,y]=ode45(@m11,tspan,y0)
figure(1)
plot(t,y(:,1), ¥, linewidth ,2)

259



23

24

25

26

27

28

29

30

31

32

33

34

35

36

37

38

39

20

2

42

43

a4

45

46

47

48

49

50

10

11

12

13

14

xlabel( Time[years] )

ylabel( Susceptible human)
hold on

tspan=[0 100]

y0=[100, 1500, 500, 300 ,5000,3000,2000,8000,5000,10000]

[t,y]=oded5(@m11,tspan,y0)
figure(1)

plot(t,y(:,1), r, linewidth ,2)
xlabel( Time[years] )

ylabel( Susceptible human)
hold on

tspan=[0 100]

y0=[0, 1500, 500, 300 ,5000,3000,2000,8000,5000,10000]

[t,y]=ode4d5(@m11,tspan,y0)
figure(1)

plot(t,y(;,1), b, linewidth ,2)
xlabel( Time[years] )

ylabel( Susceptible human)
hold on

tspan=[0 100]

y0=[3800, 1500, 500, 300 ,5000,3000,2000,8000,5000,10000]

[t,y]=oded5(@m11,tspan,y0)
figure(1)

plot(t,y(:,1), k , linewidth ,2)
xlabel( Time[years] )

ylabel( Susceptible human)
hold off

legend(S_H(0)= 1800, S_H(0)= 2800, S_H(0)= 500, S_H(0)=

10, S_H(0)= 3800)

clear
tspan=[0 100]

y0=[1800, 1500, 500, 300 ,6000,3000,2000,8000,5000,10000]

[t,y]=ode45(@m11,tspan,y0)
figure(1)

plot(t,y(:,5), g, linewidth ,2)
xlabel( Time[years] )

ylabel( Susceptible rodent)
hold on

tspan=[0 100]

y0=[1800, 1500, 500, 300 ,5000,3000,2000,8000,5000,10000]

[t,y]=ode45(@m11,tspan,y0)
figure(1)
plot(t,y(:,5), m, linewidth ,2)
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xlabel( Time[years] )

ylabel( Susceptible rodent)

hold on

tspan=[0 100]

y0=[1800, 1500, 500, 300 ,4000,3000,2000,8000,5000,10000]

[t,y]=oded5(@m11,tspan,y0)

figure(1)

plot(t,y(:,5), r, linewidth ,2)

xlabel( Time[years] )

ylabel( Susceptible rodent)

hold on

tspan=[0 100]

y0=[1800, 1500, 500, 300 ,3000,3000,2000,8000,5000,10000]

[t,y]=ode4d5(@m11,tspan,y0)

figure(1)

plot(t,y(;,5), b, linewidth ,2)

xlabel( Time[years] )

ylabel( Susceptible rodent)

hold on

tspan=[0 100]

y0=[1800, 1500, 500, 300 ,1000,3000,2000,8000,5000,10000]

[t,y]=oded5(@m11,tspan,y0)

figure(1)

plot(t,y(:,5), k , linewidth ,2)

xlabel( Time[years] )

ylabel( Susceptible rodent)

hold on

tspan=[0 100]

y0=[1800, 1500, 500, 300 ,10,3000,2000,8000,5000,10000]

[t,y]=oded5(@m11,tspan,y0)

figure(1)

plot(t,y(;,5), ¥, linewidth ,2)

xlabel( Time[years] )

ylabel( Susceptible rodent)

hold off

legend(S_R(0)= 6000, S_R(0)= 5000, S_R(0)= 4000, S_R(0)= 3000, S_R(0)
= 1000, S_R(0)= 10)
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Appendix 2: Matlab Code for Chapter Four

function dy = ml1l(ty)

dy=zeros(size(y))

beta = 0.99; mu2 = 0.1; delta2= 0.03; lambda2 = 0.3; lambdal = 0.1; thetal
= 0.6; theta2 = 0.78;

mu3 = 0.08; delta3 = 0.05; alpha2
theta3 = 0.5;

mul = 0.04; deltal = 0.09; alpha3 = 0.3; rho = 0.2;pil=0.5;pi2=0.4;pi3=0.1;
psil=50;varpi=0.8;Gammal=0.5;0megal=0.00061;kappal=0.5;psi3=200;gammal
=0.1;Gamma2=0.78;

omega2=0.0009;kappa3=0.2;kappa2=0.3;gamma2=0.2;psi22=200;Gamma3=0.5;Gamma4
=0.5;psi21=250;lambda4=150;mu4=0.1;

S1=y(1);

El=y(2);

11=y(3);

12=y(4);

R1=y(5);

S2=y(6);

13=y(7);

S3=y(8);

E3=y(9);

14=y(10);

15=y(11);

A=y(12);

N1=S1+E1+I1+12+R1;

N2=S2+I3;

N3=S3+E3+14+I5;

dy(1)=pil =*psil+ varpi =*R1 - alphal *Sl1x(GammakX ((12)/(N1))+Gamma2  *((I3)/(N2))
+Gammas3 ((15)/(N3))+omegal *A)- mul *S1;

dy(2)=pi2 =*psil+alphal =*S1*(GammalX ((12)/(N1))+Gamma2  *((I13)/(N2))+Gamma3  *((I5
)/(N3))+tomegal =A)-alpha2 *El1-mul=*E1,;

dy(3)=pi3 =*psil+taul =+alpha2 *El-alpha3 =*I11-11 =*(mul+kappal);

dy(4)=(1-taul) *alpha2 *El+rho *alpha3 =*I1-alpha4 *12-12 *(mul+deltal);

dy(5)=pi4 =*psil+alphad =12+(1-rho) =+alpha3 =*Il-varpi *R1-mul*R1;

dy(6)=psi22-beta * S2x (Gamma# ((rhol +I1+rho2 *12)/((N1))+ (Gamma8 *((rho3 =14+
rho4d *15)/(N3))))-mu2 * S2;

dy(7)=psi2l+beta  *S2+x(Gamma# ((rhol =*I11+rho2 =*I12)/(N1))+ Gamma8 = ((rho3 =*Il4+rho4
*|5)/(N3)))- 13 * (mu2+delta2);

0.96; alphal = 0.3; theta4 = 0.5;
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dy(8)=k1l =psi3-gammal *S2* (Gamma4 ((I5)/(N3))+Gamma5  =*((I3)/(N2))+Gamma6
/(N1))+omega2 *A)-mu3 *S3;

dy(9)=k2 = psi3+gammal * S2* (Gammad ((I15)/(N3))+Gamma5  *((I3)/(N2))+Gamma6
/(N1))+omega2 *A)-gamma2*E3-mu3=*E3;

dy(10)=k3 =*psi3+tau2 =*gammaz E3-gamma3*|4-13 *(mu3+kappa2);

dy(11)=(1-tau2) *gammaz E3+gamma3 14-15 * (mu3+delta3);

dy(12)=lambdad+etal = ((12)/(N1))+eta2 * ((15)/(N3))-mu4 *A;

function dy = m11_CHAP2("y)
dy=zeros(size(y))

beta = 0.99; mu2 = 0.07; delta2= 0.03; lambda2 = 0.3; lambdal = 0.1; thetal
= 0.6; theta2 = 0.78;

mu3 = 0.2; delta3 = 0.05; alpha2 = 0.95; alphal = 0.9; theta4 = 0.5; theta3
= 0.5;

mul = 0.04; deltal = 0.04; alpha3 = 0.6; rho = 0.7;pi1l=0.7;pi2=0.2;pi3=0.1;

psi1=0.09;varpi=0.1;Gammal=0.019;0megal=0.8;kappal=0.5;psi3=0.03;gammal
=0.9;Gamma2=0.09;

omega2=0.04;kappa3=0.2;kappa2=0.013;gamma2=0.9;psi22=0.08;Gamma3=0.09;
Gamma4=0.029;psi21=0.008;lambda4=0.89;mu4=0.1;

taul=0.6;alpha4 = 0.006;pi4=0.05;Gamma7=0.28; rhol1=0.5;rh02=0.1;rh03=0.31;
rho4=0.09;Gamma8=0.6;k1=0.4;k2=0.4; k3=0.2;Gammab=4.7;Gamma6=0.005;tau2
=0.4;gamma3=0.015;

etal=0.37; eta2=0.89;

S1=y(1);

E1=y(2);

11=y(3);

12=y(4);

R1=y(5);

S2=y(6);

13=y(7);

S3=y(8);

E3=y(9);

14=y(10);

15=y(11);

A=y(12);

N1=S1+E1+I1+I2+R1;

N2=S2+I3;

N3=S3+E3+14+15;

*((12)

*((12)

dy(1)=pil =*psil+varpi *R1 - alphal *S1*(Gamma ((12)/(N1))+Gamma2  *((I3)/(N2))+

Gammas3((I5)/(N3))+omegal *A)- mul » S1;

dy(2)=pi2 =*psil+alphal =*S1x(GammalX ((12)/(N1))+Gamma2 = ((I13)/(N2))+Gamma3
)/((N3))+tomegal =*A)-alpha2 *E1-mulx*E1;

dy(3)=pi3 =*psil+taul =*alpha2 *El-alpha3 =*I1-11 *(mul+kappal);

dy(4)=(1-taul) *alpha2 *El+rho ralpha3 =*l1-alphad4 *12-12 *(mul+deltal);
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dy(5)=pi4 =+psil+alphad =12+(1-rho) +alpha3 =*Il-varpi *R1-mul=*R1,;

dy(6)=psi22-beta. * S2% (Gamma# ((rhol =11+rho2 +12)/(N1))+ Gamma8 =*((rho3
rho4 = 15)/(N3)))-mu2 *S2;

dy(7)=psi21+beta. * S2x (Gamma# ((rhol =*I1+rho2 =*12)/(N1))+ Gamma8 =*((rho3
rho4 =15)/(N3)))- 13 * (mu2+delta2);

dy(8)=k1l =psi3-gammal * S3* (Gamma4 ((I15)/(N3))+Gamma5  *((I3)/(N2))+Gamma6
/(N1))+omega2 *A)-mu3 *S3;

dy(9)=k2 =psi3+gammal * S3* (Gammas ((I15)/(N3))+Gamma5  *((I3)/(N2))+Gamma6
/(N1))+omega2 *A)-gamma2*E3-mu3=*E3;

dy(10)=k3 =*psi3+tau2 +*gammaz E3-gamma3*I4-13 *(mu3+kappa2);

dy(11)=(1-tau2) * gammaz E3+gamma3 14-15 * (mu3+delta3);

dy(12)=lambdad+etal = ((I2)/(N1))+eta2 * ((15)/(N3))-mu4 * A,

clear

tspan=[0 250]

y0=[1000, 800, 500, 100 ,50,2000,1000,5000,1000,800, 500, 5000]

[t,y]=oded5(@END_CHAP2,tspan,y0)

figure(1)

plot(t,y(:,1), ty(:,2), ty(.3),ty(:,4).t,y(:5))

legend( Susceptible human , Exposed human, | {HA},| {HB}, Recovered
human )

xlabel( Time[years])

ylabel( Human Population)

clear all

tspan=[0 30]

y0=[2000, 1500, 500, 300 ,2500,2000,200,8000,1000,10000]

[t,y]=ode4d5(@m11,tspan,y0)

figure(5)

plot(t,y(:,1), ty(.,2), ty(,3),t,y(:,4).ty(,5), ty(,6), ty(,7)ty
(-.8).ty(:,9),t.y(:,10))

legend(S H,E_H,IH,R H,S R,ER,IR,SF,lLF,A)

xlabel( Time[years] )

ylabel( Population)

clear

tspan=[0 500]

y0=[1000, 800, 500, 100 ,50,2000,1000,5000,1000,800, 500, 5000]
[t,y]=oded5(@END_CHAP2,tspan,y0)

figure(2)

plot(t,y(:,8),t,y(:,9),t,y(:,10),t,y(:,11))

legend( Susceptible rodent, Exposed rodent, | {RA},1 {RB})
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xlabel( Time[years] )
ylabel( Rodent Population )

clear
tspan=[0 250]

y0=[1000, 800, 500, 100 ,50,2000,1000,5000,1000,800, 500, 5000]

[t,y]=oded45(@END_CHAP2,tspan,y0)
figure(3)

plot(t,y(:,6),t.y(:,7))

ylim([0 10000])

legend( Susceptible flea , Infectious flea)
xlabel( Time[years] )

ylabel( Flea Population)

clear
tspan=[0 100]

y0=[1000, 800, 500, 100 ,50,1500,500,1000,500,200, 100, 2000]

[t,y]=oded45(@m1ll_CHAP2,tspan,y0)
figure(4)

plot(t,y(:,12))

legend( Pathogens)

xlabel( Time[years] )

ylabel( Pathogens Population)

clear
tspan=[0 100]

y0=[1000, 800, 500, 100 ,50,1500,500,1000,500,200, 100, 2000]

[t,y]=oded5(@m11l_CHAP2,tspan,y0)
figure(4)

plot(t,y(;,12))

legend( Pathogens )

xlabel( Time[years] )

ylabel( Pathogens Population)

hold on

figure(5)

plot( y(:,7).y(:,3))

xlabel( Infected fleas)

ylabel( Infected Human with Bubonic Plague)

title( Effect of Encreased flea population to Human with Bubonic Plague )

hold on
figure(6)
plot( y(:,7),y(:,10))
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xlabel( Infected fleas)
ylabel( Infected Rodent with Bubonic Plague )

title( Effect of Encreased flea population to Rodent with Bubonic Plague )

figure(7)

plot( y(:,12),y(:,4))
xlabel( Pathogens Population)

ylabel( Infected Human with Pneumonic Plague)

title( Effect of Pathogens in the environment to Human with Pneumonic

Plague )
figure(8)
plot( y(:,12),y(:,11))
xlabel( Pathogens Population)

ylabel( Infected Rodent with Pneumonic Plague )

title( Effect of Pathogens in the environment to Rodent with Pneumonic

Plague )
figure(9)
plot( y(:;,11),y(:,4))

xlabel( Infected Rodent with Pneumonic Plague )
ylabel( Infected Human with Pneumonic Plague)

title( Effect of rodent with pneumonic plague to human with Pneumonic

plague )

clear
tspan=[0 100]

y0=[1000, 800, 500, 100 ,50,1500,500,1000,500,200, 100, 2000]

[t,y]=oded45(@m1ll_CHAP2,tspan,y0)

figure(1)

plot( y(:,7),y(:,3))

xlabel( Infected fleas)

ylabel( Infected Human with Bubonic Plague)

title( Effect of Encreased flea population to Human with Bubonic Plague )

figure(2)

plot( y(:,7),y(:,10))

xlabel( Infected fleas)

ylabel( Infected Rodent with Bubonic Plague)

title( Effect of Encreased flea population to Rodent with Bubonic Plague )

figure(3)

plot( y(:,12),y(:,4))
xlabel( Pathogens Population)

ylabel( Infected Human with Pneumonic Plague)

title( Effect of Pathogens in the environment to Human with Pneumonic

Plague )
figure(4)

266



22

23

24

25

26

27

28

29

30

31

32

33

34

35

36

37

38

39

40

41

42

43

a4

45

46

47

48

49

50

51

52

53

54

55

56

plot( y(:,12),y(:,11))

xlabel( Pathogens Population)

ylabel( Infected Rodent with Pneumonic Plague)

title( Effect of Pathogens in the environment to Rodent with Pneumonic
Plague )

figure(5)

plot( y(:;,11).y(:,4))

xlabel( Infected Rodent with Pneumonic Plague)

ylabel( Infected Human with Pneumonic Plague )

title( Effect of rodent with pneumonic plague to human with Pneumonic
plague )

figure(6)

plot( y(:,3).y(:,4))

xlabel( Infected Human with Bubonic Plague )

ylabel( Infected Human with Pneumonic Plague)

title( Effect of Human with Bubonic plague to Human with Pneumonic plague
)

figure(7)

plot( y(:,10),y(:,11))

xlabel( Infected Rodent with Bubonic Plague)

ylabel( Infected Rodent with Pneumonic Plague )

title( Effect of Rodent with Bubonic plague to Rodent with Pneumonic plague

)

figure(8)

plot( y(:,4),y(:,12))

xlabel( Infected Human with Pneumonic Plague)

ylabel( Pathogens in the Environment)

title( Effect of Human with Pneumonic Plague to the number of Pathogens in
the Enviroment)

figure(9)

plot( y(:,11),y(:,12))

xlabel( Infected Rodent with Pneumonic Plague)

ylabel( Pathogens in the Environment)

title( Effect of Rodent with Pneumonic Plague to the number of Pathogens in
the Enviroment)

figure(10)

plot( y(:,12),y(:,3), y(:,12),y(:14), y(112),y(:,7), y(:,12),y(:,10).y
(112),y(;,11))

xlabel( Pathogens in the Environment)

ylabel( Population )

title( Effect of Rodent with Pneumonic Plague to the number of Pathogens in
the Enviroment)
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Appendix 3: Matlab Code for Chapter Five

clear
tspan=[0 50]

y0=[2000, 800, 500, 100 ,50,100,100,2000,1000,5000,1000,800, 500, 5000]

[t,y]=oded45(@m1ll_ CHAP3,tspan,y0)

figure(1)

plot(y(:,8), y(:,3).y(:,8),y(:,4).y(:,8).y(:,5).y(:,8),y(:,11),y(:,8).y
(112),y(:,8).,y(:,13))

legend( I_{HB}, I_{HS}, I_{HP}, _{RB}, I_{RS}, |_{RP})

xlabel( Infected Flea)

ylabel( Infected Individual )

clear

tspan=[0 50]

y0=[2000, 800, 500, 100 ,50,100,100,2000,1000,5000,1000,800, 500, 0]

[t,y]=oded5(@m11l_CHAP3,tspan,y0)

figure(1)

N_1=y(:,3)+y(:,4)+y(:,5);

N_3=y(:;,11)+y(;,12)+y(;,13);

plot( y(:,14),N_1,y(:,14),N_3)%,y(:,14),y(:,5),y(:,14),y(:,11),y(:,14),y
(112),y(;,14),y(:,13))

legend( Infected Human , Infected Rodent)%, | {HP},| {RB},| {RS}, I {
RP})

xlabel( Pathogens in soil/lenvironment )

ylabel( Infected Individuals)

clear
tspan=[0 50]

y0=[2000, 800, 500, 100 ,50,100,100,2000,1000,5000,1000,800, 500, 5000]

[t,y]=oded5(@m11_CHAP3,tspan,y0)

figure(1)

plot( y(:,5),y(:,3).y(:,5),y(:,4))%.y(:,8),y(:,5).y(:,8),y(:,11),y(:,8).y
(112),y(:,8).,y(:,13))

legend(|_{HB}, I_{HS})%, |_{HP}, |_{RB}, |_{RS}, |_{RP})

ylabel( Infected Human with 1_{HB} or I_{HS} )

xlabel( Infected Human with Pneumonic Plague )
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clear

tspan=[0 50]
y0=[2000, 800, 500, 100 ,50,100,100,2000,1000,5000,1000,800, 500, 5000]
[t,y]=oded5(@m1ll_ CHAP3,tspan,y0)

figure(1)
plot( y(:

9),y(5,5),y(:,5).y(:,13))%,y(:,8),y(:.5).y(:,8).y(:,11),y(:,8).y

(112),y(:,8).y(:,13))
legend(1_{HP}, |1 {RP})%, | {HP}, | {RB}, | {RS},| {RP})
ylabel( Individuals with Pneumonic plague)

xlabel( Infected Human with Pneumonic Plague )

clear

tspan=[0 50]
y0=[2000, 800, 500, 100 ,50,100,100,2000,1000,5000,1000,800, 500, 5000]
[t,y]=ode45(@m11_CHAP3,tspan,y0)

figure(1)
plot( y(:

13),y(:,13),y(:,13),y(:,5))%,y(:,8).y(:,5),y(:,8).¥(:,11),y(:,8),

y(112),y(:,8)y(:,13))
legend(|_{RP}, I_{HP})%, |_{HP}, |_{RB},1_{RS}, |_{RP})
ylabel( Individuals with Pneumonic plague )

xlabel( Infected Rodent with Pneumonic Plague )

function

dy =m1l(ty)

dy=zeros(size(y))

re=1000

;¢=3;rh0=0.02;9=0,25;u=0.02;k=0.4;si=0.5;tau=0.3;v=0.5;de=0.45;B

=0.15;n1=0.2;n2=0.12;n3=0.15;r=0.3;

S=y(1);
1=y(2);

P=y(3);
T=y(4);
A=y(5);

L=c* B« (I+nl1 *P+n2x T+n3* A)/(1+r *(I+nl *P+n2xT+n3* A));
dy(1)=re-(1-rho) *L*S-u=*S;
dy(2)=(1-rho) *L*S-(g+u) *I;

dy(3)=9
dy(4)=k
dy(5)=si

function

*|-(k+si+u) =P,
*P-(tau *(1-v)+u) =T,
* P+tau = (1-v) *T-(de+u) =*A

dy = m11l_CHAP3_ new("y)

dy=zeros(size(y))

beta =

0.99; mu2 = 0.07; delta2= 0.03; lambda2 = 0.3; lambdal = 0.1; thetal
0.6; theta2 = 0.78; mu3 = 1; delta3 = 0.05; alpha2 = 0.95;
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alphal = 0.99; theta4 = 0.5; theta3 = 0.5; mul = 0.04; deltal = 0.5; alpha3
= 0.038; rho = 0.2;pi2=0.2;pi3=0.1;psil=100.9500;varpi=0.33;
omegal=0.58;kappal=0.5;psi3=0.03;gammal=0.925;0mega2=0.004;kappa3=0.2;
kappa2=0.013;gamma2=0.982;psi22=1000;psi21=2500;
lambda4=50,000;mu4=0.1;alpha4 = 0.23;pi4=0.05; rho3=0.5;rh04=0.09;k2=0.4;
k3=0.2;,gamma3=0.194; etal=0.2; eta2=0.4;
sigmal=0.5;sigma2=0.5;deltalb=0.04;deltals=0.06911;deltalp=0.63; delta3b
=0.1;delta3s=0.09;delta3p=0.14;Gammal=0.5;Gamma2=0.85;Gamma3=0.0641;
Gamma4=0.805;
Gammab5=0.805;Gamma6=0.00005;Gamma7=0.00008;Gamma8=0.0641;Gamma9=0.9;Gammalo
=0.9;Gammal1=0.1;Gammal2=0.1;Gammal3=0.99;Gammal4=0.1;nu1=0.3; nu2=0.4;
nu3=0.3;xi=0.71; alpha5=0.4;tau3=0.4;tau2=0.3;taul=0.3;phi=0.5;gamma4=0.05;
rho1=0.3;rh02=0.2;

S1=y(1);E1=y(2);11=y(3);12=y(4);13=y(5);R1=y(6);S2=y(7);14=y(8);S3=y(9);E3=
y(10);15=y(11);16=y(12);17=y(13);A=y(14);N1=S1+E1+I1+I2+I3+R1; N2=S2+l4;

N3=S3+E3+I5+I6+17;

Gl=(Gammal.x I3+Gamma?2. * 12)./N1+(Gamma3. =*14)./N2+(Gamma4. =*I|7+Gammabs.*16)./N3
+omegal. *A;

G2=(Gamma6 I3+Gamma7x I2)/N1+(Gamma8 = 14)/N2+(Gamma9 =*|7+Gammal0+|6)/N3+omega2
CxA;

G3=(Gammalk [1+Gammal2+ [2)/N1+(Gammal3 =I5+Gammalsx16)/N3;

dy(l)=sigmal =*psil+varpi *R1 - alphal *S1*(G1)- mul *S1,

dy(2)=(1-sigmal) *psil+alphal *S1x(Gl)-alpha2 *E1-mulxEZ1,;

dy(3)=nu2 =*alpha2 *El-alpha3 =*I1-I1 *(mul+deltalb);

dy(4)=nu3 =+alpha2 *E1+rho3 *alpha3 *Il-alphad4 +*12-12 *(mul+deltals);

dy(5)=nul =alpha2 *El+rhol *alpha3 xll+alpha4 =xi *I2 -alpha5 *13-I3 *(mul+deltalp)

dy(6)=alpha3 =*rho2 *I12+alphad4 =*(1-xi) =I2+alpha5 =I3-(varpi+mul) *R1;

dy(7)=psi22-beta * S2% (G3)-mu2 *S2;

dy(8)=psi2l+beta *S2+ (G3)- 14 *(mu2+delta2);

dy(9)=sigma2 =*psi3-gammal *S3*(G2)-mu3 =* S3;

dy(10)=(1-sigma?2) * psi3+gammal * S3+ (G2)-gamma2 = E3-mu3* E3;

dy(11)=gamma2 =*tau3 » E3-gamma3+I5-15 = (mu3+delta3b);

dy(12)=tau2 *gammaz E3+gamma3 (1-phi) =*I5-gamma4 x16-16 *(mu3+delta3s);

dy(13)=taul =*gamma2 E3+gamma3 phi *15+gammad=*[6-17 *(mu3+delta3p);

dy(14)=lambdad+etal = ((I3)/(N1))+eta2 * ((17)/(N3))-mu4 * A,

clear

tspan=[0 50]

y0=[1000, 900, 200, 100 ,50,100,300000,2000,7000,500,1000,800, 500,300,
5000]

[t,y]=oded45(@m1ll CHAP3_new,tspan,y0)

figure(1)
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plot(y(:,1), y(:,2));%, ty(:3),ty(:,4).ty(:,5).t.y(:.6))

legend( Susceptible human , Exposed human,|_{HB},|_{HS}, | {HP},
Recovered human)

xlabel( Time[years] )

ylabel( Human Population )

clear all

tspan=[0 30]

y0=[2000, 1500, 500, 300 ,2500,2000,200,8000,1000,10000]

[t,y]=ode45(@m11,tspan,y0)

figure(5)

plot(t,y(:,1), ty(:,2), ty(;,3),t,y(:,4),t,y(:,5), ty(.6), ty(,7)ty
(-:8).ty(:,9),1.y(:,10))

legend(S_ H,E_H,I_H,R_H,S R,E_R,I_LR,S_F,IlLF,A)

xlabel( Time[years] )

ylabel( Population )

clear

tspan=[0 50]

y0=[800, 600, 500, 100 ,50,100,300000,2000,7000,500,1000,800, 500,300,
5000]

[t,y]=oded5(@m1l_CHAP3_new,tspan,y0)

figure(2)

plot(t,y(;,9),t,y(;,10),t,y(;,11),t,y(;,12),t,y(:,13))

legend( Susceptible rodent, Exposed rodent, |_{RB},|_{RS}, |_{RP})

xlabel( Time[years] )

ylabel( Rodent Population )

clear

tspan=[0 50]

y0=[800, 600, 500, 100 ,50,100,80000,20000,7000,500,1000,800, 500,300, 50]
[t,y]=oded5(@m1l_CHAP3_new,tspan,y0)

figure(3)

plot(t,y(:,7),t.y(:,8))

legend( Susceptible flea , Infectious flea)

xlabel( Time[years] )

ylabel( Flea Population)

clear
tspan=[0 100]
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y0=[800, 600, 500, 100 ,50,100,300000,2000,7000,500,1000,800, 500,300,

5000]
[t,y]=oded45(@m1ll CHAP3_new,tspan,y0)
figure(4)
plot(t,y(:,12))
legend( Pathogens)
xlabel( Time[years] )
ylabel( Pathogens Population)

clear

tspan=[0 100]

y0=[1000, 800, 500, 100 ,50,1500,500,1000,500,200, 100, 2000]
[t,y]=oded5(@m1l CHAP2,tspan,y0)

figure(4)

plot(t,y(:,12))

legend( Pathogens)

xlabel( Time[years])

ylabel( Pathogens Population)

hold on

figure(5)

plot( y(:,7).y(:,3))

xlabel( Infected fleas)

ylabel( Infected Human with Bubonic Plague)

title( Effect of Encreased flea population to Human with Bubonic Plague )

hold on

figure(6)

plot( y(:,7),y(:,10))

xlabel( Infected fleas)

ylabel( Infected Rodent with Bubonic Plague)

title( Effect of Encreased flea population to Rodent with Bubonic Plague )

figure(7)

plot( y(:,12),y(:,4))

xlabel( Pathogens Population)

ylabel( Infected Human with Pneumonic Plague)

title( Effect of Pathogens in the environment to Human with Pneumonic

Plague )
figure(8)
plot( y(:,12),y(:,11))
xlabel( Pathogens Population)
ylabel( Infected Rodent with Pneumonic Plague )

title( Effect of Pathogens in the environment to Rodent with Pneumonic

Plague )
figure(9)
plot( y(:;,11),y(:,4))
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xlabel( Infected Rodent with Pneumonic Plague)
ylabel( Infected Human with Pneumonic Plague )
title( Effect of rodent with pneumonic plague to human with Pneumonic

plague )

clear

tspan=[0 100]

y0=[1000, 800, 500, 100 ,50,1500,500,1000,500,200, 100, 2000]
[t,y]=oded5(@m1l_CHAP2,tspan,y0)

figure(1)

plot( y(:,7),y(:,3))

xlabel( Infected fleas)

ylabel( Infected Human with Bubonic Plague)

title( Effect of Encreased flea population to Human with Bubonic Plague )

figure(2)

plot( y(:,7),y(:,10))

xlabel( Infected fleas)

ylabel( Infected Rodent with Bubonic Plague)

title( Effect of Encreased flea population to Rodent with Bubonic Plague )

figure(3)

plot( y(:,12),y(:,4))

xlabel( Pathogens Population)

ylabel( Infected Human with Pneumonic Plague)

title( Effect of Pathogens in the environment to Human with Pneumonic
Plague )

figure(4)

plot( y(:,12),y(:,11))

xlabel( Pathogens Population)

ylabel( Infected Rodent with Pneumonic Plague)

title( Effect of Pathogens in the environment to Rodent with Pneumonic
Plague )

figure(5)

plot( y(:;,11),y(:,4))

xlabel( Infected Rodent with Pneumonic Plague)

ylabel( Infected Human with Pneumonic Plague )

title( Effect of rodent with pneumonic plague to human with Pneumonic
plague )

figure(6)

plot( y(:,3).y(:,4))

xlabel( Infected Human with Bubonic Plague )

ylabel( Infected Human with Pneumonic Plague )

title( Effect of Human with Bubonic plague to Human with Pneumonic plague

)
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figure(7)

plot( y(:,10),y(:,11))

xlabel( Infected Rodent with Bubonic Plague)

ylabel( Infected Rodent with Pneumonic Plague )

title( Effect of Rodent with Bubonic plague to Rodent with Pneumonic plague
)

figure(8)

plot( y(:,4),y(:,12))

xlabel( Infected Human with Pneumonic Plague )

ylabel( Pathogens in the Environment)

title( Effect of Human with Pneumonic Plague to the number of Pathogens in
the Enviroment)

figure(9)

plot( y(:,11),y(:,12))

xlabel( Infected Rodent with Pneumonic Plague)

ylabel( Pathogens in the Environment)

title( Effect of Rodent with Pneumonic Plague to the number of Pathogens in
the Enviroment)

figure(10)

plot( y(:,12),y(:,3), y(:,12),y(:4), y(:,12),y(:,7), y(:,12),y(;,10),y
(:12),y(:,11))

xlabel( Pathogens in the Environment)

ylabel( Population)

title( Effect of Rodent with Pneumonic Plague to the number of Pathogens in
the Enviroment)

clear

tspan=[0 50]

y0=[2000, 800, 500, 100 ,50,100,100,2000,1000,5000,1000,800, 500, 5000]

[t,y]=oded5(@m11l_CHAP3,tspan,y0)

figure(1)

plot( y(:,13),y(:,11),y(:,13),y(:,12))%,y(:,8),y(:,5),y(:,8),y(:,11),y(:,8)
Y(:,12),y(:,8),y(:,13))

legend(|_{RB}, |_{RS})%, |_{HP}, | _{RB}, 1 {RS}, | {RP})

ylabel( Infected Rodent with 1I_{HB} or I_{HS} )

xlabel( Infected Rodent with Pneumonic Plague )

clear

tspan=[0 50]

y0=[2000, 800, 500, 100 ,50,100,100,2000,1000,5000,1000,800, 500, 5000]
[t,y]=oded5(@m1l_CHAP3,tspan,y0)

figure(1)

plot( y(:,11),y(:,3),y(:,12),y(:,3),y(:,13),y(:,3))%,y(:,8),y(:,5).y(:,8).y
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(111),y(:.8).y(:,12),y(:.8).y(:,13))
legend( I_{RB}, |_{RS}, |_{RP})%, |_{HP}, |_{RB}, |_{RS}, |_{RP})
xlabel( Infected Rodent )
ylabel( Infected Human with Bubonic Plague)

clear
tspan=[0 50]

y0=[2000, 800, 500, 100 ,50,100,100,2000,1000,5000,1000,800, 500, 5000]

[t,y]=oded45(@m1l_ CHAP3,tspan,y0)

figure(1)

plot( y(:,11),y(:,4),y(:,12),y(:,4),y(:,13),y(:,4))%,y(:,8).y(:,5).y(:,8).y
(512),y(:,8).y(:,12),y(:,8).y(:,13))

legend(|_{RB}, |_{RS}, |_{RP})%, |_{HP}, 1 {RB}, | _{RS}, | _{RP})

xlabel( Infected Rodent )

ylabel( Infected Human with Septicemic Plague)

clear

tspan=[0 50]

y0=[2000, 800, 500, 100 ,50,100,100,2000,1000,5000,1000,800, 500, 0]

[t,y]=oded45(@m1ll_CHAP3,tspan,y0)

figure(1)

N_1=y(:,3)+y(:,4)+y(:,5);

N_3=y(;,11)+y(;,12)+y(;,13);

plot( y(:,14),N_1,y(:,14),N_3)%,y(:,14),y(:,5),y(:,14),y(:,11),y(:,14),y
(:,12),y(:,14),y(:,13))

legend( Infected Human , Infected Rodent )%, |_{HP}, | _{RB}, | _{RS}, | {
RP})

xlabel( Pathogens in soil/environment )

ylabel( Infected Individuals )

clear
tspan=[0 50]

y0=[2000, 800, 500, 100 ,50,100,100,2000,1000,5000,1000,800, 500, 5000]

[t,y]=oded5(@m1l_ CHAP3,tspan,y0)

figure(1)

plot( y(:,3),y(:,11),y(:,4),y(:,11),y(:,5),y(:,11))%,y(:,8).y(:,5).y(:,8),y
(111),y(:,8).y(:,12),y(:.8).y(:,13))

legend( I_{HB}, I_{HS}, I_{HP} )%, |_{HP}, |_{RB}, |_{RS}, |_{RP})

xlabel( Infected Human )

ylabel( Infected Rodent with Bubonic Plague)
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clear

tspan=[0 50]

y0=[2000, 800, 500, 100 ,50,100,100,2000,1000,5000,1000,800, 500, 5000]

[t,y]=oded5(@m1ll_ CHAP3,tspan,y0)

figure(1)

plot( y(:,3).y(:,12),y(:,4),y(:,12),y(:,5).y(:,12))%,y(:,8).y(:,5).y(:.8).y
(111),y(:,8).y(:,12),y(:.8).y(:,13))

legend(|_{HB}, 1 {HS}, | {HP})%, | {HP}, 1 {RB}, | {RS}, | {RP})

xlabel( Infected Human )

ylabel( Infected Rodent with Septicemic Plague)

clear

tspan=[0 50]

y0=[2000, 800, 500, 100 ,50,100,100,2000,1000,5000,1000,800, 500, 5000]

[t,y]=oded5(@m1ll_CHAP3,tspan,y0)

figure(1)

plot( y(:,3).y(:,13),y(:,4).y(:,13),y(:,5).y(:,13))%.y(:,8).y(:,5).y(:.8).y
(:,12),y(:,8).y(:,12),y(:,8),y(:,13))

legend(1_{HB}, | {HS}, | {HP})%, | {HP}, | {RB}, | {RS},| {RP})

xlabel( Infected Human )

ylabel( Infected Rodent with Pneumonic Plague)

clear

tspan=[0 50]

y0=[2000, 800, 500, 100 ,50,100,100,2000,1000,5000,1000,800, 500, 5000]
[t,y]=oded5(@m11l_CHAP3,tspan,y0)

figure(1)

N_1=y(:,3)+y(:,4)+y(:,5);

N_3=y(:;,11)+y(;,12)+y(;,13);

plot( N_1,N_3)%,y(:,8),y(:,5).y(:,8),y(:,11),y(:,8),y(:,12),y(:,8),y(:,13))
%legend( |_{HB}, |_{HS}, | _{HP})%, | {HP}, | {RB}, I _{RS}, | {RP})
xlabel( Infected Human)

ylabel( Infected Rodent)
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Appendix 4: Matlab Code for Chapters Six & Seven

function dy = chap4(ty)
global alpha2_1 alpha3_1 alpha4_1 alpha5_1 alpha2 Gammal 0 Gammal_1

Gamma2_0 Gamma2_1 Gamma3_0 Gamma3_1 Gamma4_0 Gamma4_1 Gamma5 0 Gamma5_1
Gamma6_0 Gamma6_1 Gamma7_0 Gamma7_1 Gamma8 0 Gamma8 1 Gamma9 0 Gamma9_1

Gammal0 0 GammalO 1 Gammall 0 Gammall 1 Gammal2 0 Gammal2 1 Gammal3 0
Gammal3_1 Gammal4d 0 Gammald 1 etal 0 etal 1 eta2 O eta2_1 omegal O
omegal 1 omega2_ 0 omega2_1 alpha3 alpha4 alpha5

beta = 0.99; mu2 = 0.07; delta2= 0.03; lambda2 = 0.3; lambdal = 0.1; thetal

0.6; theta2 = 0.78; mu3 = 1; delta3 = 0.05; alpha2 = 0.95;

alphal = 0.99; theta4 = 0.5; theta3 = 0.5; mul = 0.04; deltal = 0.5; alpha3
= 0.038; rho = 0.2;pi2=0.2;pi3=0.1;psi1l=100.9500;varpi=0.33;

kappal=0.5;psi3=0.03;gammal=0.925;kappa3=0.2;kappa2=0.013;gamma2=0.982;
psi22=1000;psi21=2500;

lambda4=50,000;mu4=0.1;alpha4 = 0.23;pi4=0.05; rho3=0.5;rh04=0.09;k2=0.4;
k3=0.2;,gamma3=0.194;

sigmal=0.5;sigma2=0.5;deltalb=0.04;deltals=0.06911;deltalp=0.63; delta3b
=0.1;delta3s=0.09;delta3p=0.14;

nul=0.3; nu2=0.4; nu3=0.3;xi=0.71; alpha5=0.4;tau3=0.4;tau2=0.3;taul=0.3;
phi=0.5;gamma4=0.05;rh01=0.3;rh02=0.2;

sigmal=0.5;sigma2=0.5;deltalb=0.05;deltals=0.06911;deltalp=0.07; delta3b
=0.1;delta3s=0.0471;

delta3p=0.14;nul1=0.3; nu2=0.4; nu3=0.3;

xi=0.71; alpha5=0.17;tau3=0.4;tau2=0.3;tau1=0.3;phi=0.5;gamma4=0.05;rhol
=0.3;rh02=0.2;

%baseline value (Time avaraged value)

Gammal_0=0.5;Gamma2_0=0.85;Gamma3_0=0.0641;,Gamma4_0=0.805;Gamma5_0=0.805;
Gamma6_0=0.00005;

Gamma7_0=0.00008;Gamma8_0=0.0641;Gamma9_0=0.9;Gammal0_0=0.9;Gammall 0=0.1;
Gammal2_0=0.1;

Gammal3_0=0.99;Gammal4_0=0.1,omegal_0=0.58;omega2_0=0.004;etal_0=0.2;
eta2_0=0.4;

%Relative amplitude of the seasonal oscillator it ranges between 0 and 1

Gammal_1=0.7;Gamma2_1=0.7;Gamma3_1=0.7;Gamma4_1=0.7;Gamma5_1=0.7;Gamma6_1
=0.7,Gamma7_1=0.7,
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Gamma8_1=0.7;Gamma9_1=0.7;alpha3_1=0.7;alpha4_1=0.7;alpha5_1=0.7;

GammalO_1=0.7;Gammall_1=0.7;Gammal2_1=0.7;Gammal3_1=0.7;Gammal4_ 1=0.7;
omegal_1=0.7;omega2_1=0.7;

etal 1=0.7; eta2 1=0.7;alpha2_1 = 0.5;

S1=y(1);E1=y(2);11=y(3):12=y(4);13=y(5);R1=y(6);S2=y(7);14=y(8);S3=y(9);E3=
y(10);15=y(11);16=y(12);

17=y(13);A=y(14);tt=y(15);N1=S1+E1+|1+I2+I3+R1; N2=S2+|4; N3=S3+E3+I5+I6+17

k22= ((alpha3. =*rho3)./(alpha3. *rho3+mul)+(alpha2.  *nu3)./(alpha2. * Nu3)./(
alpha2. *nu3+mul)). *(Gammaz2(tt))./(alphad+mul+deltals);

Gl=(Gammal(tt). =I13+Gamma2(tt). =*12)./N1+(Gamma3(tt). * 14)./N2+(Gamma4(tt). *|7
+Gammab(tt). *16)./N3+omegal(tt). * A,

G2=(Gammas6(tt). I3+Gamma7(tt). =*12)./N1+(Gammas(it). * 14)./N2+(Gamma9(tt). * |7
+GammalO(tt) *16)./N3+omega2(it). *A;

G3=(Gammall(tt). =*I1+Gammal2(tt). =I12)/N1+(Gammal3(tt). *15 + Gammal4(tt). =*16)
IN3;

dSl=sigmal *psil+varpi *R1 - alphal =*S1.*(G1)- mul *S1;

dEl=(1-sigmal) =*psil+alphal =*S1.*(Gl)-alpha2 *El-mulxE1,;

dll=nu2 xalpha2 *El-alpha3 =I11-I1 =*(mul+deltalb);

dI2=nu3 *alpha2 *E1l+rho3 *alpha3 Il-alphad =*12-12 =*(mul+deltals);

dI3=nul xalpha2 »El+rhol *=alpha3 ll+alphad4 =*xi *I2 -alpha5 =*I13-I13 *(mul+deltalp);
dR1=alpha3. *rho2. *l2+alpha4. =*(1-xi). =*I2+alphab. =I13-(varpi+mul). *R1,;
dS2=psi22-beta.  *S2. *(G3)-mu2 *S2;

dl4=psi21+beta. *S2. *(G3)- 14 *(mu2+delta?);

dS3=sigma2 *psi3-gammal * S3*(G2)-mu3 *S3;

dE3=(1-sigma2) =*psi3+gammal * S3* (G2)-gamma2 * E3-mu3=* E3;

di5=gamma2 * tau3 * E3-gammag3* I5-15 * (mu3+delta3b);

di6=tau2 =*gammaz E3+gamma3 (1-phi) =*I5-gamma4 *16-16 *(mu3+delta3s);
di7=taul =*gammaz E3+gamma3 phi *15+gammad=16-17 *(mu3+delta3p);
dA=lambda4+etal(tt). * ((I3)/(N1))+eta2(tt). * ((17)/(N3))-mud *A;

ds=0.2;

dy = [dS1;dE1;dI1;dI2;dI3;dR1;dS2;d14;dS3;dE3;dI5;d16;dI7;dA;ds];

global Gammal 0 Gammal 1 Gamma2_0 Gamma2_1 Gamma3 0 Gamma3 1 Gamma4 0
Gamma4_1 Gamma5 0 Gammab5_1 Gamma6 0 Gamma6 1 Gamma7_0 Gamma7_1 Gamma8 0
Gamma8_1 Gamma9 0 Gamma9_ 1 GammalO_0 GammalO 1 Gammall 0 Gammall 1
Gammal2_0 Gammal2_1 Gammal3_0 Gammal3_1 Gammal4 0 Gammal4d_1 etal O
etal 1 eta2 0 eta2_ 1 omegal 0 omegal 1 omega2 0O omega2_1

options = odeset( MaxStep ,0.01);

[t.y] = ode45(chap4,[0 50],[1000, 800, 500, 100, 50, 100, 100, 2000,

1000, 5000,1000,800, 500, 5000,0],0ptions);
figure(1)

plot(t,y(:,1), ty(;2), ty(,3).ty(4),Ly(:,5),ty(:,6));
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legend( Susceptible human , Exposed human, | _{HB},| {HS}, | {HP},
Recovered human)

xlabel( Time[years] )

ylabel( Human Population )

global Gammal 0 Gammal 1 Gamma2 0 Gamma2_1 Gamma3 0 Gamma3_ 1 Gamma4_0
Gamma4_1 Gamma5_0 Gamma5_1 Gamma6_0 Gamma6_1 Gamma7_0 Gamma7_1 Gamma8 0
Gamma8_1 Gamma9 0 Gamma9 1 GammalO 0 GammalO_ 1 Gammall 0 Gammall 1
Gammal2 0 Gammal2_ 1 Gammal3 0 Gammal3 1 Gammal4 0 Gammal4d 1 etal O
etal 1 eta2 0 eta2_1 omegal 0O omegal 1 omega2 0 omega2 1

options = odeset( MaxStep ,0.01);

[t,y] = oded5(chap4,[0 50],[1000, 800, 500, 100
,50,100,40000,2000,1000,5000,1000,800, 500, 5000,0],0ptions);

figure(1)

plot(t,k22)

global Gammal 0 Gammal_ 1 Gamma2_0 Gamma2_1 Gamma3 0 Gamma3_1 Gamma4 0
Gamma4_1 Gamma5_0 Gamma5_1 Gamma6_0 Gamma6_1 Gamma7_0 Gamma7_1 Gamma8_0
Gamma8_1 Gamma9 0 Gamma9 1 GammalO 0 GammalO_ 1 Gammall 0 Gammall 1
Gammal2 0 Gammal2 1 Gammal3 0 Gammal3 1 Gammal4 0 Gammal4 1 etal O
etal 1 eta2 0 eta2 1 omegal O omegal 1 omega2 0O omega2_1

options = odeset( MaxStep ,0.01);

[t,y] = oded5(chap4,[0 50],[1000, 800, 500, 100
,50,100,100,2000,1000,5000,1000,800, 500, 5000,0],0ptions);

figure(1)

plot(t,y(;,14));

xlabel( Time[years] )

ylabel( Pathodens in the environment)

global Gammal 0 Gammal 1 Gamma2_0 Gamma2_1 Gamma3 0 Gamma3_ 1 Gamma4 0
Gamma4_1 Gamma5 0 Gammab5_1 Gamma6 0 Gamma6_1 Gamma7_0 Gamma7_1 Gamma8_0
Gamma8_1 Gamma9 0 Gamma9_1 GammalO_0 GammalO_1 Gammall 0 Gammall 1
Gammal2_0 Gammal2_1 Gammal3_0 Gammal3_1 Gammal4 0 Gammal4d_1 etal O
etal 1 eta2 0 eta2_ 1 omegal 0 omegal 1 omega2 0O omega2_1

options = odeset( MaxStep ,0.01);

[t.y] = oded5(chap4,[0 50],[1000, 800, 500, 100
,50,100,100,2000,1000,5000,1000,800, 500, 5000,0],0ptions);

figure(1)

plot(t,y(:,9), ty(;,10), ty(:,11),t,y(:,12),t,y(:,13));

legend( Susceptible rodent, Exposed rodent, | {RB}, | {RS}, | {RP})

xlabel( Time[years] )
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ylabel( Rodent Population)

global Gammal 0 Gammal 1 Gamma2_0 Gamma2_1 Gamma3 0 Gamma3 1 Gamma4 0
Gamma4_1 Gamma5 0 Gamma5_1 Gamma6 0 Gamma6 1 Gamma7_0 Gamma7_1 Gamma8 0
Gamma8_1 Gamma9 0 Gamma9_1 GammalO_0 GammalO_ 1 Gammall 0 Gammall 1
Gammal2_0 Gammal2_1 Gammal3_0 Gammal3_1 Gammal4 0 Gammal4d_1 etal O
etal 1 eta2 0 eta2_1 omegal 0 omegal 1 omega2 0O omega2_1

options = odeset( MaxStep ,0.01);

[t.y] = oded5(chap4,[0 50],[1000, 800, 500, 100
,50,100,100,2000,1000,5000,1000,800, 500, 5000,0],0ptions);

figure(1)

plot(y(:,7).y(:,8));

xlabel( Susceptible Flea)

ylabel( Infectious Flea)

global Gammal 0 Gammal 1 Gamma2_0 Gamma2_1 Gamma3 0 Gamma3_ 1 Gamma4 0
Gamma4_1 Gamma5 0 Gamma5_1 Gamma6 0 Gamma6_1 Gamma7_0 Gamma7_1 Gamma8_0
Gamma8_1 Gamma9 0 Gamma9_1 GammalO_0 GammalO_1 Gammall 0 Gammall_ 1
Gammal2_0 Gammal2_1 Gammal3_0 Gammal3_ 1 Gammal4d 0 Gammal4d 1 etal O
etal 1 eta2 0 eta2 1 omegal 0 omegal 1 omega2 0O omega2_1

options = odeset( MaxStep ,0.01);

[t.y] = ode45(chap4_try ,[0 50],[1000, 800, 500, 100
,50,100,100,2000,1000,5000,1000,800, 500, 5000,0],0ptions);

sss1=y(:,3)+y(:,4)+y(:.,5);

figure(1)

plot3(y(:,1), y(:,2), sssl);

xlabel( Susceptible human)

ylabel( Exposed human)

zlabel( Infectious Human )

global Gammal 0 Gammal 1 Gamma2_0 Gamma2_1 Gamma3 0 Gamma3_ 1 Gamma4 0
Gamma4_1 Gamma5 0 Gammab5_1 Gamma6 0 Gamma6_1 Gamma7_0 Gamma7_1 Gamma8_0
Gamma8_1 Gamma9 0 Gamma9_1 GammalO_0 GammalO_1 Gammall 0 Gammall 1
Gammal2_0 Gammal2_1 Gammal3_0 Gammal3_1 Gammal4 0 Gammal4d_1 etal O
etal 1 eta2 0 eta2_ 1 omegal 0 omegal 1 omega2 0O omega2_1

options = odeset( MaxStep ,0.01);

[t.y] = oded5(chap4,[0 50],[1000, 800, 500, 100
,50,100,100,2000,10000,5000,1000,800, 500, 5000,0],0ptions);

sss2=y(:,11)+y(;,12)+y(:,13);

figure(1)

plot3(y(:,9), y(:,10), sss2);

xlabel( Susceptible rodent)
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ylabel( Exposed rodent)
zlabel( Infectious rodent)

4.1 Varying Initials

clear

tspan=[0 100]

y0=[1000, 800, 500, 100 ,50,100,100,2000,1000,5000,1000,800, 500, 5000,0]
[t,y]=oded5(@chap4,tspan,y0)

figure(1)

plot(t,y(:,14), b, linewidth ,2)

xlabel( Time[years] )

ylabel( Pathogens in the Environment)

hold on

tspan=[0 100]

y0=[1000, 800, 500, 100 ,50,100,100,2000,1000,5000,1000,800, 500, 4000,0]
[t,y]=oded5(@chap4,tspan,y0)

figure(1)

plot(t,y(:,14), r , linewidth ,2)

xlabel( Time[years] )

ylabel( Pathogens in the Environment)

hold on

clear

tspan=[0 100]

y0=[1000, 800, 500, 100 ,50,100,100,2000,1000,5000,1000,800, 500, 3000,0]
[t,y]=oded5(@chap4,tspan,y0)

figure(1)

plot(t,y(;,14), g, linewidth ,2)

xlabel( Time[years] )

ylabel( Pathogens in the Environment)

hold on

clear

tspan=[0 100]

y0=[1000, 800, 500, 100 ,50,100,100,2000,1000,5000,1000,800, 500, 2000,0]
[t,y]=oded5(@chap4,tspan,y0)

figure(1)

plot(t,y(;,14), k , linewidth ,2)

xlabel( Time[years] )

ylabel( Pathogens in the Environment)

hold on

clear

tspan=[0 100]

y0=[1000, 800, 500, 100 ,50,100,100,2000,1000,5000,1000,800, 500, 1000,0]
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[t,y]=oded5(@chap4,tspan,y0)

figure(1)

plot(t,y(;,14), m, linewidth ,2)

xlabel( Time[years] )

ylabel( Pathogens in the Environment)

hold on

clear

tspan=[0 100]

y0=[1000, 800, 500, 100 ,50,100,100,2000,1000,5000,1000,800, 500, 10,0]

[t,y]=oded5(@chap4,tspan,y0)

figure(1)

plot(t,y(:,14), y, linewidth ,2)

xlabel( Time[years] )

ylabel( Pathogens in the Environment)

hold off

legend( A(0)= 5000, A(0)= 4000, A(0)= 3000, A(0)= 2000, A(0)= 1000, A
(0)= 10)

clear

tspan=[0 50]

y0=[1000, 1800, 500, 100 ,50,100,100,2000,1000,5000,1000,800, 500, 5000,0]
[t,y]=oded5(@chap4,tspan,y0)

figure(1)

plot(t,y(:,5), g , linewidth ,2)

xlabel( Time[years])

ylabel( 1_{HP})

hold on

tspan=[0 50]

y0=[1000, 1500, 500, 100 ,50,100,100,2000,1000,5000,1000,800, 500, 5000,0]
[t,y]=oded5(@chap4,tspan,y0)

figure(1)

plot(t,y(:,5), ¢, linewidth ,2)

xlabel( Time[years] )

ylabel( 1_{HP})

hold on

tspan=[0 50]

y0=[1000, 1000, 500, 100 ,50,100,100,2000,1000,5000,1000,800, 500, 5000,0]
[t,y]=oded5(@chap4,tspan,y0)

figure(1)

plot(t,y(:,5), m, linewidth ,2)

xlabel( Time[years] )

ylabel( 1_{HP})

hold on

tspan=[0 50]
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y0=[1000, 800, 500, 100 ,50,100,100,2000,1000,5000,1000,800, 500, 5000,0]

[t,y]=oded5(@chap4,tspan,y0)

figure(1)

plot(t,y(:,5), r, linewidth ,2)

xlabel( Time[years] )

ylabel( I_{HP})

hold on

tspan=[0 50]

y0=[1000, 400, 500, 100 ,50,100,100,2000,1000,5000,1000,800, 500, 5000,0]

[t,y]=oded5(@chap4,tspan,y0)

figure(1)

plot(t,y(;,5), b, linewidth ,2)

xlabel( Time[years] )

ylabel(1_{HP})

hold on

tspan=[0 50]

y0=[1000, 10, 500, 100 ,50,100,100,2000,1000,5000,1000,800, 500, 5000,0]

[t,y]=oded5(@chap4,tspan,y0)

figure(1)

plot(t,y(;,5), k , linewidth ,2)

xlabel( Time[years] )

ylabel(1_{HP})

hold off

legend( E_H(0)= 1800, E_H(0)= 1500, E_H(0)= 1000, E_H(0)= 800, E_H(0)=
500, E_H(0)= 10)

clear

tspan=[0 100]

y0=[1800, 1500, 500, 300 ,5000,5000,2000,8000,5000,10000]
[t,y]=ode45(@m11,tspan,y0)

figure(1)

plot(t,y(:,6), g, linewidth ,2)

xlabel( Time[years] )

ylabel( Exposed rodent)

hold on

tspan=[0 100]

y0=[1800, 1500, 500, 300 ,5000,4000,2000,8000,5000,10000]
[t,y]=ode45(@m11,tspan,y0)

figure(1)

plot(t,y(:,6), ¥, linewidth ,2)

xlabel( Time[years] )

ylabel( Exposed rodent)

hold on

tspan=[0 100]
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10

y0=[1800, 1500, 500, 300 ,5000,3000,2000,8000,5000,10000]

[t,y]=oded5(@m11,tspan,y0)
figure(1)

plot(t,y(;,6), m, linewidth ,2)
xlabel( Time[years] )

ylabel( Exposed rodent)
hold on

tspan=[0 100]

y0=[1800, 1500, 500, 300 ,5000,2000,2000,8000,5000,10000]

[t,y]=oded5(@m11,tspan,y0)
figure(1)

plot(t,y(:,6), r, linewidth ,2)
xlabel( Time[years] )

ylabel( Exposed rodent)
hold on

tspan=[0 100]

y0=[1800, 1500, 500, 300 ,5000,1000,2000,8000,5000,10000]

[t,y]=ode4d5(@m11,tspan,y0)
figure(1)

plot(t,y(:,6), b, linewidth ,2)
xlabel( Time[years] )

ylabel( Exposed rodent)
hold on

tspan=[0 100]

y0=[1800, 1500, 500, 300 ,5000,10,2000,8000,5000,10000]

[t,y]=oded5(@m11,tspan,y0)
figure(1)

plot(t,y(:,6), k , linewidth ,2)
xlabel( Time[years] )

ylabel( Exposed rodent)
hold off

legend( E_R(0)= 5000, E_R(0)= 4000, E_R(0)= 3000,

= 1000, E_R(0)= 10)

clear
tspan=[0 100]

E_R(0)= 2000, E_R(0)

y0=[1800, 1500, 500, 300 ,5000,3000,2000,8000,5000,10000]

[t,y]=ode45(@m11,tspan,y0)
figure(1)

plot(t,y(:,9), g, linewidth ,2)
xlabel( Time[years] )

ylabel( Infected flea)

hold on

tspan=[0 100]
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y0=[1800, 1500, 500, 300 ,5000,3000,2000,8000,4000,10000]

[t,y]=oded5(@m11,tspan,y0)
figure(1)

plot(t,y(:,9), m, linewidth ,2)
xlabel( Time[years] )

ylabel( Infected flea)

hold on

tspan=[0 100]

y0=[1800, 1500, 500, 300 ,5000,3000,2000,8000,3000,10000]

[t,y]=oded5(@m11,tspan,y0)
figure(1)

plot(t,y(:,9), ¥, linewidth ,2)
xlabel( Time[years] )

ylabel( Infected flea)

hold on

tspan=[0 100]

y0=[1800, 1500, 500, 300 ,5000,3000,2000,8000,2000,10000]

[t,y]=ode4d5(@m11,tspan,y0)
figure(1)

plot(t,y(;,9), r, linewidth ,2)
xlabel( Time[years] )

ylabel( Infected flea)

hold on

tspan=[0 100]

y0=[1800, 1500, 500, 300 ,5000,3000,2000,8000,1000,10000]

[t,y]=oded5(@m11,tspan,y0)
figure(1)

plot(t,y(:,9), b, linewidth ,2)
xlabel( Time[years] )

ylabel( Infected flea)

hold on

tspan=[0 100]

y0=[1800, 1500, 500, 300 ,5000,3000,2000,8000,10,10000]

[t,y]=oded5(@m11,tspan,y0)
figure(1)

plot(t,y(:,9), k , linewidth ,2)
xlabel( Time[years] )

ylabel( Infected flea)

hold off

legend(|_F(0)= 5000, |_F(0)= 4000, |_F(0)= 3000,

= 1000, |_F(0)= 10)

clear
tspan=[0 100]
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y0=[1800, 1500, 2800, 300 ,5000,3000,2000,8000,5000,10000]
[t,y]=oded5(@m11,tspan,y0)

figure(1)

plot(t,y(:,3), g, linewidth ,2)

xlabel( Time[years] )

ylabel( Infected human)

hold on

tspan=[0 100]

y0=[1800, 1500, 1800, 300 ,5000,3000,2000,8000,5000,10000]
[t,y]=oded5(@m11,tspan,y0)

figure(1)

plot(t,y(:,3), m, linewidth ,2)

xlabel( Time[years] )

ylabel( Infected human)

hold on

tspan=[0 100]

y0=[1800, 1500, 1200, 300 ,5000,3000,2000,8000,5000,10000]
[t,y]=ode4d5(@m11,tspan,y0)

figure(1)

plot(t,y(:,3), r, linewidth ,2)

xlabel( Time[years] )

ylabel( Infected human)

hold on

tspan=[0 100]

y0=[1800, 1500, 800, 300 ,5000,3000,2000,8000,5000,10000]
[t,y]=oded5(@m11,tspan,y0)

figure(1)

plot(t,y(:,3), b, linewidth ,2)

xlabel( Time[years] )

ylabel( Infected human)

hold on

tspan=[0 100]

y0=[1800, 1500, 400, 300 ,5000,3000,2000,8000,5000,10000]
[t,y]=oded5(@m11,tspan,y0)

figure(1)

plot(t,y(;,3), Y, linewidth ,2)

xlabel( Time[years] )

ylabel( Infected human)

hold on

tspan=[0 100]

y0=[1800, 1500, 10, 300 ,5000,3000,2000,8000,5000,10000]
[t,y]=ode45(@m11,tspan,y0)

figure(1)

plot(t,y(:,3), k , linewidth ,2)

xlabel( Time[years] )
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ylabel( Infected human)

hold off

legend(|_H(0)= 2800, 1_H(0)= 1800, 1_H(0)= 1200, I_H(0)= 800, |_H(0)=
400, 1_H(0)= 10)

clear

tspan=[0 50]

y0=[1000, 800, 140, 100 ,50,100,100,2000,1000,5000,1000,800, 500, 5000,0]
[t,y]=oded5(@chap4,tspan,y0)

figure(1)

plot(t,y(:,3), g , linewidth ,2)

xlabel( Time[years] )

ylabel( |_{HB})

hold on

tspan=[0 50]

y0=[1000, 800, 110, 100 ,50,100,100,2000,1000,5000,1000,800, 500, 5000,0]
[t,y]=oded5(@chap4,tspan,y0)

figure(1)

plot(t,y(:,3), m, linewidth ,2)

xlabel( Time[years] )

ylabel( I_{HB})

hold on

tspan=[0 50]

y0=[1000, 800, 80, 100 ,50,100,100,2000,1000,5000,1000,800, 500, 5000,0]
[t,y]=ode45(@chap4,tspan,y0)

figure(1)

plot(t,y(:,3), C, linewidth ,2)

xlabel( Time[years] )

ylabel( I_{HB})

hold on

tspan=[0 50]

y0=[1000, 800, 70, 100 ,50,100,100,2000,1000,5000,1000,800, 500, 5000,0]
[t,y]=oded5(@chap4,tspan,y0)

figure(1)

plot(t,y(:,3), r, linewidth ,2)

xlabel( Time[years] )

ylabel( |_{HB})

hold on

tspan=[0 50]

y0=[1000, 800, 40, 100 ,50,100,100,2000,1000,5000,1000,800, 500, 5000,0]
[t,y]=oded5(@chap4,tspan,y0)

figure(1)

plot(t,y(:,3), b, linewidth ,2)

xlabel( Time[years] )
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ylabel( I_{HB})

hold on

tspan=[0 50]

y0=[1000, 800, 10, 100 ,50,100,100,2000,1000,5000,1000,800, 500, 5000,0]

[t,y]=oded5(@chap4,tspan,y0)

figure(1)

plot(t,y(:,3), k , linewidth ,2)

xlabel( Time[years] )

ylabel( I_{HB})

hold off

legend( |_{HB}(0)= 2500, |I_{HB}(0)= 2000, |_{HB}(0)= 1500, I_{HB}(0)=
1000, I_{HB}O0)= 500, 1_{HB}0)= 10)

clear

tspan=[0 100]

y0=[1000, 800, 500, 100 ,1200,100,100,2000,1000,5000,1000,800, 500, 5000,0]
[t,y]=oded5(@chap4,tspan,y0)

figure(1)

plot(t,y(:,5), g , linewidth ,2)

xlabel( Time[years] )

ylabel( I_{HP})

hold on

tspan=[0 100]

y0=[1000, 800, 500, 100 ,1000,100,100,2000,1000,5000,1000,800, 500, 5000,0]
[t,y]=ode45(@chap4,tspan,y0)

figure(1)

plot(t,y(:,5), m, linewidth ,2)

xlabel( Time[years] )

ylabel( I_{HP})

hold on

tspan=[0 100]

y0=[2000, 800, 500, 100 ,800,100,100,2000,1000,5000,1000,800, 500, 5000,0]
[t,y]=oded5(@chap4,tspan,y0)

figure(1)

plot(t,y(:,5), ¥, linewidth ,2)

xlabel( Time[years] )

ylabel( I_{HP})

hold on

tspan=[0 100]

y0=[1500, 800, 500, 100 ,600,100,100,2000,1000,5000,1000,800, 500, 5000,0]
[t,y]=oded5(@chap4,tspan,y0)

figure(1)

plot(t,y(:,5), r, linewidth ,2)

xlabel( Time[years] )
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ylabel( I_{HP})
hold on
tspan=[0 100]
y0=[1000, 800, 500, 100 ,400,100,100,2000,1000,5000,1000,800, 500, 5000,0]
[t,y]=oded5(@chap4,tspan,y0)
figure(1)
plot(t,y(:,5), b, linewidth ,2)
xlabel( Time[years] )
ylabel( I_{HP})
hold on
tspan=[0 100]
y0=[100, 800, 500, 100 ,50,100,100,2000,1000,5000,1000,800, 500, 5000,0]
[t,y]=oded5(@chap4,tspan,y0)
figure(1)
plot(t,y(:,5), k , linewidth ,2)
xlabel( Time[years] )
ylabel( I_{HP})
hold off
legend( |_{HP}(0)= 1500, |_{HP}(0)= 1000, |_{HP}(0)= 800, I_{HP}(0)= 600
, | {HP}(0)= 200, I_{HP}0)= 10)

clear

tspan=[0 100]

y0=[1000, 800, 500, 260 ,50,100,100,2000,1000,5000,1000,800, 500, 5000,0]
[t,y]=ode45(@chap4,tspan,y0)

figure(1)

plot(t,y(:,4), g, linewidth ,2)

xlabel( Time[years] )

ylabel( I_{HS})

hold on

tspan=[0 100]

y0=[1000, 800, 500, 210 ,50,100,100,2000,1000,5000,1000,800, 500, 5000,0]
[t,y]=oded5(@chap4,tspan,y0)

figure(1)

plot(t,y(:,4), m, linewidth ,2)

xlabel( Time[years] )

ylabel( I_{HS})

hold on

tspan=[0 100]

y0=[1000, 800, 500, 160 ,50,100,100,2000,1000,5000,1000,800, 500, 5000,0]
[t,y]=oded5(@chap4,tspan,y0)

figure(1)

plot(t,y(;,4), ¥, linewidth ,2)

xlabel( Time[years] )
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ylabel(1_{HS})
hold on
tspan=[0 100]
y0=[1000, 800, 500, 110 ,50,100,100,2000,1000,5000,1000,800, 500, 5000,0]
[t,y]=oded5(@chap4,tspan,y0)
figure(1)
plot(t,y(;,4), r, linewidth ,2)
xlabel( Time[years] )
ylabel(1_{HS})
hold on
tspan=[0 100]
y0=[1000, 800, 500, 60 ,50,100,100,2000,1000,5000,1000,800, 500, 5000,0]
[t,y]=oded5(@chap4,tspan,y0)
figure(1)
plot(t,y(:,4), b, linewidth ,2)
xlabel( Time[years] )
ylabel(1_{HS})
hold on
tspan=[0 100]
y0=[1000, 800, 500, 10 ,50,100,100,2000,1000,5000,1000,800, 500, 5000,0]
[t,y]=oded5(@chap4,tspan,y0)
figure(1)
plot(t,y(:,4), k , linewidth ,2)
xlabel( Time[years] )
ylabel(1_{HS})
hold off
legend( 1_{HS}(0)= 1500, |_{HS}(0)= 1000, |_{HS}(0)= 800, |_{HS}(0)= 600
, | {HS}(0)= 200, I_{HS}0)= 10)

clear

tspan=[0 100]

y0=[1800, 1500, 500, 300 ,5000,3000,5000,8000,5000,10000]
[t,y]=oded5(@m11,tspan,y0)

figure(1)

plot(t,y(:,7), g, linewidth ,2)

xlabel( Time[years] )

ylabel( Infected rodent)

hold on

tspan=[0 100]

y0=[1800, 1500, 500, 300 ,5000,3000,4000,8000,5000,10000]
[t,y]=oded5(@m11,tspan,y0)

figure(1)

plot(t,y(:,7), y, linewidth ,2)

xlabel( Time[years] )
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ylabel( Infected rodent)
hold on
tspan=[0 100]

y0=[1800, 1500, 500, 300 ,5000,3000,3000,8000,5000,10000]

[t,y]=ode4d5(@m11,tspan,y0)
figure(1)

plot(t,y(;,7), m, linewidth ,2)
xlabel( Time[years] )

ylabel( Infected rodent)
hold on

tspan=[0 100]

y0=[1800, 1500, 500, 300 ,5000,3000,2000,8000,5000,10000]

[t,y]=ode4d5(@m11,tspan,y0)
figure(1)

plot(t,y(:,7), r, linewidth ,2)
xlabel( Time[years] )

ylabel( Infected rodent)
hold on

tspan=[0 100]

y0=[1800, 1500, 500, 300 ,5000,3000,1000,8000,5000,10000]

[t,y]=ode45(@m11,tspan,y0)
figure(1)

plot(t,y(:,7), b, linewidth ,2)
xlabel( Time[years] )

ylabel( Infected rodent)
hold on

tspan=[0 100]

y0=[1800, 1500, 500, 300 ,5000,3000,10,8000,5000,10000]

[t,y]=ode45(@m11,tspan,y0)
figure(1)

plot(t,y(:,7), k , linewidth ,2)
xlabel( Time[years] )

ylabel( Infected rodent)
hold off

legend(|_R(0)= 5000, |_R(0)= 4000, |_R(0)= 3000,

= 1000, |_R(0)= 10)

clear
tspan=[0 100]

|_R(0)= 2000, 1_R(0)

y0=[1800, 1500, 500, 2300 ,5000,3000,2000,8000,5000,10000]

[t,y]=ode45(@m11,tspan,y0)
figure(1)

plot(t,y(:,4), g, linewidth ,2)
xlabel( Time[years] )
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ylabel( Recovered human)
hold on
tspan=[0 100]

y0=[1800, 1500, 500, 1800 ,5000,3000,2000,8000,5000,10000]

[t,y]=ode4d5(@m11,tspan,y0)
figure(1)

plot(t,y(;,4), y , linewidth ,2)
xlabel( Time[years] )

ylabel( Recovered human)
hold on

tspan=[0 100]

y0=[1800, 1500, 500, 1300 ,5000,3000,2000,8000,5000,10000]

[t,y]=ode4d5(@m11,tspan,y0)
figure(1)

plot(t,y(:,4), m, linewidth ,2)

xlabel( Time[years] )

ylabel( Recovered human)

hold on

tspan=[0 100]

y0=[1800, 1500, 500, 800 ,5000,3000,2000,8000,5000,10000]

[t,y]=ode45(@m11,tspan,y0)
figure(1)

plot(t,y(:,4), r, linewidth ,2)
xlabel( Time[years] )

ylabel( Recovered human)
hold on

tspan=[0 100]

y0=[1800, 1500, 500, 300 ,5000,3000,2000,8000,5000,10000]

[t,y]=ode45(@m11,tspan,y0)
figure(1)

plot(t,y(:,4), b, linewidth ,2)
xlabel( Time[years] )

ylabel( Recovered human)
hold on

tspan=[0 100]

y0=[1800, 1500, 500, 0 ,5000,3000,2000,8000,5000,10000]

[t,y]=ode45(@m11,tspan,y0)
figure(1)

plot(t,y(:,4), k , linewidth ,2)
xlabel( Time[years] )

ylabel( Recovered human)
hold off

legend( R_H(0)= 2300, R_H(0)= 1800, R_H(0)= 1300, R_H(0)= 800,

300, R_H(0)= 5)
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clear

tspan=[0 100]

y0=[1000, 800, 500, 100 ,50,1500,100,2000,1000,5000,1000,800, 500, 5000,0]
[t,y]=oded5(@chap4,tspan,y0)

figure(1)

plot(t,y(:,5), g , linewidth ,2)

xlabel( Time[years] )

ylabel(1_{HS})

hold on

tspan=[0 100]

y0=[1000, 800, 500, 100 ,50,1000,100,2000,1000,5000,1000,800, 500, 5000,0]
[t,y]=oded5(@chap4,tspan,y0)

figure(1)

plot(t,y(:,5), m, linewidth ,2)

xlabel( Time[years])

ylabel(1_{HS})

hold on

tspan=[0 100]

y0=[2000, 800, 500, 100 ,50,800,100,2000,1000,5000,1000,800, 500, 5000,0]
[t,y]=oded5(@chap4,tspan,y0)

figure(1)

plot(t,y(:,5), ¢, linewidth ,2)

xlabel( Time[years])

ylabel( I_{HS})

hold on

tspan=[0 100]

y0=[1500, 800, 500, 100 ,50,500,100,2000,1000,5000,1000,800, 500, 5000,0]
[t,y]=oded5(@chap4,tspan,y0)

figure(1)

plot(t,y(:,5), r, linewidth ,2)

xlabel( Time[years])

ylabel( I_{HS})

hold on

tspan=[0 100]

y0=[1000, 800, 500, 100 ,50,300,100,2000,1000,5000,1000,800, 500, 5000,0]
[t,y]=oded5(@chap4,tspan,y0)

figure(1)

plot(t,y(:,5), b, linewidth ,2)

xlabel( Time[years] )

ylabel( I_{HS})

hold on

tspan=[0 100]

y0=[100, 800, 500, 100 ,50,50,100,2000,1000,5000,1000,800, 500, 5000,0]
[t,y]=oded5(@chap4,tspan,y0)

figure(1)

293



46

47

48

49

50

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

26

27

28

29

30

31

32

33

34

35

36

37

plot(t,y(:,5), k , linewidth ,2)

xlabel( Time[years] )

ylabel(1_{HS})

hold off

legend( R_H(0)= 1500, R_H(0)= 1000, R_H(0)= 800, R_H(0)= 500, R_H(0)=
300, R_H(0)= 50)

clear

tspan=[0 100]

y0=[1000, 800, 500, 100 ,50,100,10000,2000,1000,5000,1000,800, 500, 5000,0]
[t,y]=oded5(@chap4,tspan,y0)

figure(1)

plot(t,y(:,14), g, linewidth ,2)

xlabel( Time[years] )

ylabel( A)

hold on

tspan=[0 100]

y0=[1000, 800, 500, 100 ,50,100,8000,2000,1000,5000,1000,800, 500, 5000,0]
[t,y]=oded5(@chap4,tspan,y0)

figure(1)

plot(t,y(:,14), m, linewidth ,2)

xlabel( Time[years] )

ylabel( A)

hold on

tspan=[0 100]

y0=[1000, 800, 500, 100 ,50,100,6000,2000,1000,5000,1000,800, 500, 5000,0]
[t,y]=oded5(@chap4,tspan,y0)

figure(1)

plot(t,y(:,14), r, linewidth ,2)

xlabel( Time[years] )

ylabel( A)

hold on

tspan=[0 100]

y0=[1000, 800, 500, 100 ,50,100,4000,2000,1000,5000,1000,800, 500, 5000,0]
[t,y]=oded5(@chap4,tspan,y0)

figure(1)

xlabel( Time[years] )

ylabel(A)

hold on

tspan=[0 100]

y0=[1000, 800, 500, 100 ,50,100,2000,2000,1000,5000,1000,800, 500, 5000,0]
[t,y]=oded5(@chap4,tspan,y0)

figure(1)

plot(t,y(:,14), b, linewidth ,2)
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xlabel( Time[years] )

ylabel(A)

hold on

tspan=[0 100]

y0=[1000, 800, 500, 100 ,50,100,100,2000,1000,5000,1000,800, 500, 5000,0]

[t,y]=oded5(@chap4,tspan,y0)

figure(1)

plot(t,y(:,14), k , linewidth ,2)

xlabel( Time[years] )

ylabel(A)

hold off

legend( S_F(0)= 10000, S_F(0)= 8000, S_F(0)= 6000, S F(0)= 4000,S_F
(0)= 2000, S_F(0)= 100)

clear

tspan=[0 50]

y0=[3000, 800, 500, 100 ,50,100,100,2000,1000,5000,1000,800, 500, 5000,0]
[t,y]=oded5(@chap4,tspan,y0)

figure(1)

plot(t,y(:,14), g , linewidth ,2)

xlabel( Time[years])

ylabel(A)

hold on

tspan=[0 50]

y0=[2500, 800, 500, 100 ,50,100,100,2000,1000,5000,1000,800, 500, 5000,0]
[t,y]=oded5(@chap4,tspan,y0)

figure(1)

plot(t,y(:,14), m, linewidth ,2)

xlabel( Time[years])

ylabel(A)

hold on

tspan=[0 50]

y0=[2000, 800, 500, 100 ,50,100,100,2000,1000,5000,1000,800, 500, 5000,0]
[t,y]=oded5(@chap4,tspan,y0)

figure(1)

plot(t,y(:,14), c , linewidth ,2)

xlabel( Time[years] )

ylabel(A)

hold on

tspan=[0 50]

y0=[1500, 800, 500, 100 ,50,100,100,2000,1000,5000,1000,800, 500, 5000,0]
[t,y]=ode45(@chap4,tspan,y0)

figure(1)

plot(t,y(:,14), r, linewidth ,2)
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xlabel( Time[years] )

ylabel(A)

hold on

tspan=[0 50]

y0=[800, 800, 500, 100 ,50,100,100,2000,1000,5000,1000,800, 500, 5000,0]

[t,y]=oded5(@chap4,tspan,y0)

figure(1)

plot(t,y(;,14), b, linewidth ,2)

xlabel( Time[years] )

ylabel(A)

hold on

tspan=[0 50]

y0=[10, 800, 500, 100 ,50,100,100,2000,1000,5000,1000,800, 500, 5000,0]

[t,y]=oded5(@chap4,tspan,y0)

figure(1)

xlabel( Time[years] )

ylabel( A)

hold off

legend( S_H(0)= 3000, S_H(0)= 2500, S_H(0)= 2000, S_H(0)= 1500, S_H(0)
= 800, S_H(0)= 10)

clear

tspan=[0 100]

y0=[1000, 800, 500, 100 ,50,100,100,2000,15000,5000,1000,800, 500, 5000,0]
[t,y]=ode45(@chap4,tspan,y0)

figure(1)

plot(t,y(:,14), g, linewidth ,2)

xlabel( Time[years] )

ylabel( A)

hold on

tspan=[0 100]

y0=[1000, 800, 500, 100 ,50,100,100,2000,8000,5000,1000,800, 500, 5000,0]
[t,y]=oded5(@chap4,tspan,y0)

figure(1)

plot(t,y(;,14), m, linewidth ,2)

xlabel( Time[years] )

ylabel(A)

hold on

tspan=[0 100]

y0=[1000, 800, 500, 100 ,50,100,100,2000,6000,5000,1000,800, 500, 5000,0]
[t,y]=oded5(@chap4,tspan,y0)

figure(1)

plot(t,y(;,14), r , linewidth ,2)

xlabel( Time[years] )
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ylabel( A)

hold on

tspan=[0 100]

y0=[1000, 800, 500, 100 ,50,100,100,2000,4000,5000,1000,800, 500, 5000,0]

[t,y]=oded5(@chap4,tspan,y0)

figure(1)

plot(t,y(:,14), b, linewidth ,2)

xlabel( Time[years] )

ylabel( A)

hold on

tspan=[0 100]

y0=[1000, 800, 500, 100 ,50,100,100,2000,2000,5000,1000,800, 500, 5000,0]

[t,y]=oded5(@chap4,tspan,y0)

figure(1)

plot(t,y(:,14), k , linewidth ,2)

xlabel( Time[years] )

ylabel( A)

hold on

tspan=[0 100]

y0=[1000, 800, 500, 100 ,50,100,100,2000,100,5000,1000,800, 500, 5000,0]

[t,y]=oded5(@chap4,tspan,y0)

figure(1)

plot(t,y(:,14), c, linewidth ,2))

xlabel( Time[years] )

ylabel( A)

hold off

legend(S_R(0)= 10000, S _R(0)= 8000, S_R(0)= 6000, S _R(0)= 4000,S R
(0)= 2000, S_R(0)= 100)

4.2 Sinusoidal functions for parameters that are affected by weather variation

function rl = Gammal(t)
global Gammal 0 Gammal_ 1
ri = Gammal_ 0.*(1+Gammal_1l.+*cos(2. *pi. *t));

function r2 = Gamma2(t)
global Gamma2_0 Gamma2_1
r2 = Gamma2_0+ (1+Gamma2_1*cos(2 *pi *t));

function r3 = Gamma3(t)
global Gamma3 0 Gamma3_ 1
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r3 = Gamma3_0x (1+Gamma3_1* cos(2

function r4 = Gammad4(t)
global Gamma4 0 Gamma4d 1
r4 = Gamma4_0x (1+Gammad_1* cos(2

function r5 = Gammab(t)
global Gamma5 0 Gamma5_ 1
r5 = Gamma5_0x (1+Gamma5_1* cos(2

function r6 = Gammab(t)
global Gamma6 0 Gamma6_1
r6 = Gamma6_0x (1+Gamma6_1* cos(2

function r7 = Gamma7(t)
global Gamma7_0 Gamma7_1
r7 = Gamma7_0x (1+Gamma7_1x cos(2

function r8 = Gammas3(t)
global Gamma8 0 Gamma8_ 1
r8 = Gamma8_0x (1+Gamma8_1* cos(2

function r9 = Gamma9(t)
global Gamma9 0 Gamma9 1
r9 = Gamma9_0x (1+Gamma9_1* cos(2

function r10 = GammalO(t)
global Gammal0 0 GammalO 1

*pi *1));

*pi *1));

*pi *1));

*pi *1));

*pi *1));

*pi *1));

*pi *1));

rl0 = GammalO_O* (1+GammalO_1x cos(2 *pi *t));

function r11 = Gammall(t)
global Gammall 0 Gammall_1

ril = Gammall_Ox (1+Gammall_1xcos(2 *pi *t));

function r12 = Gammal2(t)
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global Gammal2 0 Gammal2_1
ri2 = Gammal2_0* (1+Gammal2_1*cos(2 *pi *t));

function r13 = Gammal3(t)
global Gammal3 0 Gammal3 1
ri3 = Gammal3_0* (1+Gammal3_1*cos(2 *pi *t));

function rl4 = Gammal4(t)
global Gammal4 0 Gammal4d 1
rl4 = Gammald O+ (1+Gammald_1xcos(2 *pi *t));

function r17 = omegal(t)
global omegal 0 omegal 1
rl7 = omegal O *(1+omegal 1 *cos(2 *pi *t));

function r18 = omega2(t)
global omega2 0 omega2_ 1
rl8 = omega2_0 *(1+omega2_1 *cos(2 *pi *t));

function r15 = etal(t)
global etal 0 etal 1
ri5 = etal 0 *(l+etal 1 =cos(2 *pi *t));

function rl6 = eta2(t)
global eta2 0 eta2 1
ri6 = eta2 0 =*(l+eta2_1 =cos(2 *pi *t));
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