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Foreword

Inspired by research papers, refereed conference proceedings and other books
published during the last 15 years, the parts of this book bring together two
important features.

The first part is devoted to the burden of disease, health equity and social
determinants of health, and the second part presents bio-mathematical models and
epidemiological studies.

The chapters of the first part are dedicated to public health in developing
countries with emphasis on the African and Eastern Mediterranean Regions of the
World Health Organisation.

The book places emphasis on health equity and social determinants. It provides
readers with updated research which shows that recognition of, and acting on, social
determinants of health is crucial in order to improve the health of people in
developing countries and also (and mostly) to reduce the growing unfairness of
remediable health inequalities. Further neglect of these factors, it is argued, will, in
some countries, increase infant mortality rates, the spread of parasitic diseases such
as malaria, and the growing trend of non-communicable diseases due to obesity and
physical inactivity. Elsewhere in the first part of the book, contributing authors
cover such topics as environmental impact, the use of herbal medicines in treating
chronic diseases and artificial intelligence in oncology—a likely feature of cancer
research in the years ahead.

Arguably the most compelling problem facing humanity in the next decades is
the changing epidemiological environment of infectious and other diseases.
Accordingly, opportunities to prevent disease and promote health in developing
countries with high burden of disease and limited resources must not be overlooked.
The second part of the book presents mathematical models and epidemiological
studies, all relevant to countries with high burden of disease and limited resources.
Such countries need cost-effective strategies and cost—benefit analyses in their plans
to prevent disease and promote health for their citizens.

For example, planning and scheduling of the operating rooms play an important
part in providing appropriate services in hospitals. Uncertainty is one of the major
problems associated with the development of accurate operating room schedules or
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capacity planning strategies. One chapter of the book examines how fuzzy logic can
be a good solution to the uncertainty problems within the operating theatre.

There is a review of compartmental models used in the clinical science of
diabetes mellitus, its diagnosis, treatment and follow-up, and a mathematical model
of glucose homeostasis in Type I diabetes mellitus. Other topics addressed in the
second part of the book include global properties of a diffusive HBV infection
model, discrete mathematical modelling of tumour therapy, an optimal control
approach to the modelling of dengue fever and numerical treatment of multidi-
mensional stochastic, competitive and evolutionary models.

This present book illustrates the challenges countries face in health equity and
social determinants of health, and also the diversity of the mathematical approaches
that will be available to help in addressing them.

July 2019 E. H. Twizell
Brunel University London, London, UK
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Chapter 1 ®)
Introduction Check for

Abdesslam Boutayeb

Abstract In this book, a pragmatic deal with disease prevention and health promo-
tion is proposed by different authors through safe environment and healthy lifestyle,
physical activity and weight control, herbal medicine and mathematical modelling
for communicable and non communicable diseases. Authors showed that reducing
health inequalities and ensuring wellbeing for the whole population needs efficient
action on social determinants of health such as income, education, gender, marital
status, employment, ethnicity, milieu of residence, territorial context and general
environment conditions.

1.1 Health Equity and Social Determinants of Health

The World Health Organization (WHO) stressed the need for health promotion in
1946. Indeed, the World Health Constitution states that “Health is a state of complete
physical, mental and social well-being and not merely the absence of disease or infir-
mity”. Similarly, health equity and health as a fundamental human right are clearly
defined in the Constitution which highlights that “the enjoyment of the highest attain-
able standard of health is one of the fundamental rights of every human being with-
out distinction of race, religion, political belief, economic or social condition” [11].
Unfortunately, economic globalization, structural adjustment programmes, financial
crises and other political and technological aspects all contributed to the delay or the
eclipse of a real promotion of an equitable health. Consequently, more than 70 years
later, many health systems in the world are still dealing with disease and infirmity
rather than with health and well-being of their populations. Moreover, health gaps
are persisting if not widening, making health far away from being a fundamental
human right for all.

The need for intersectoral coordination to act on social determinants of health was
a principal axis in the health for All call and its pragmatic importance was reaffirmed

A. Boutayeb (B<)
Emirates Aviation University, Dubai, United Arab Emirates
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2 A. Boutayeb

in the 1978 Alma Ata Declaration which stressed that “Health is a fundamental
human right and that the attainment of the highest possible level of health is a most
important worldwide social goal whose realization requires the action of many other
social and economic sectors in addition to the health sector” [12].

The Commission on Social Determinants of Health (CSDH) launched by the
World Health Organization in 2005, defined the social determinants of health as
the conditions in which people are born, grow, live, work and age, including the
health system. The commission stressed that these circumstances are shaped by the
distribution of money, power and resources at global, national and local levels. The
social determinants of health are mostly responsible for health inequities—the unfair
and avoidable- differences in health status seen within and between countries [8].
For closing the gaps and promoting health equity, the CSDH recommended action
on social determinants of health through three main streams: (1) Improve daily living
conditions, (2) Tackle the inequitable distribution of power, money and resources,
and (3) Measure and understand the problem and assess the impact of Action.

Following the 2011 Rio Political Declaration on Social Determinants of Health
[16] and in order to foster pragmatic action on SDH by national governments, civil
society and international organizations, and considering the needs of key indicator
users, the World Health Organisation proposed in 2016 a framework and basket of
core indicators for a global monitoring of action on the social determinants of health
[9, 14]. Pragmatically, the WHO’s Health Equity Monitor is an initiative that should
improve understanding of action on SDH and health equity in every country and at
the global level [2].

Authors contributing to this book have clearly proved that reducing health inequal-
ities and ensuring wellbeing for the whole population needs action on social determi-
nants such as income, education, gender, employment, marital status, ethnicity, milieu
(rural-urban), territorial context and general environmental conditions (Chaps. 2—7).

1.2 Health Promotion

From 1986 to 2016, the World Health Organisation held nine Global Conferences
on Health Promotion (GCHP) [15].

1. The first GCHP was held in Ottawa, Canada in 1986. The main objective of
the conference was to identify and clarify actions needed to achieve “Health for
all”. The prerequisites identified were social justice and equity, peace, a stable
ecosystem, and resources like food, income and education. Creating support-
ive environments, strengthening community actions, developing personal skills,
building healthy public policy, and reorienting health services were the key rec-
ommendations of the conference

2. The Second GCHP was held in Adelaide, Australia in 1988. Highlighting the
need for a political commitment to health by all sectors, it urged policy makers
at local, national and international levels to increase investments in health. Four
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priority areas for action were identified: (1) supporting the health of women;
(2) improving food security, safety and nutrition; (3) reducing tobacco and alcohol
use; and (4) creating supportive environments for health.

. The third GCHP was held in Sundsvall, Sweden, in 1991. The Sundsvall Statement
on Supportive Environments for Health stressed the importance of sustainable
development and urged social action at the community level. It also contributed
to the development of Agenda 21 adopted at the Rio Earth Summit in 1992.

. The fourth GCHP was held in Jakarta, Indonesia in 1997. It ended up with the
Jakarta Declaration on “Leading Health Promotion into the 21st Century”, propos-
ing five priorities which will be officially stated in the Resolution on Health
Promotion adopted by the World Health Assembly in 1998, namely: (1) Promot-
ing Social Responsibility for Health, (2) Increasing Community Capacity and
Empowering the Individual, (3) Expanding and Consolidating Partnerships for
Health, (4) Increasing Investment for Health Development, and (5) Securing an
Infrastructure for Health Promotion.

. The fifth GCHP was held in Mexico city, Mexico in 2000. Considering that
equity is a cornerstone of health promotion and that persisting socioeconomic
inequalities and territorial disparities deteriorate and erode the conditions for
good health, the conference was held under the title “Health Promotion: Bridging
the Equity Gap”.

. The sixth GCHP was held in Bangkok, Thailand in 2005. Endorsing the prin-
ciples and recommendations of the previous five global conferences on health
promotion, the GCHP6 aimed to place reduction of health inequalities and health
improvement in the core of global and national development agendas. Conse-
quently, it highlighted the commitments and actions needed by all stakeholders
to address the determinants of health.

. The seventh GCHP was held in Nairobi, Kenya in 2009. Stressing that devel-
oping and developed countries are facing a surge of preventable diseases that
threatens to undermine their future economic development, the Nairobi acting
together call addresses five urgent responsibilities for government and stakehold-
ers: (1) Strengthen leadership and workforce, (2) Build and apply knowledge,
(3) Enhance participatory process, (4) Empower communities and individuals,
and (5) Mainstream health promotion.

. The eighth GCHP was held in Helsinki, Finland in 2013. The GCHPS (re)identified
intersectoral action and healthy public policy as essential prerequisites for the
promotion of health (as a human right) and the achievement of health equity. For
this, it used the heritage provided by Alma Ata Declaration and the previous seven
global conferences on health promotion as well as the 2011 Rio Political Decla-
ration on Social Determinants of Health, the 2011 Political Declaration of the UN
High-level Meeting of the General Assembly on the Prevention and Control of
Noncommunicable Diseases, and finally, the 2012 Rio+20 (the Future We Want).
. The ninth GCHP was held in Shanghai, China in 2016. Recognizing that health
and wellbeing are essential to achieving sustainable development, the GCHP9,
reaffirmed health as a universal right, an essential resource for everyday living,
a shared social goal and a political priority for all countries. In line with the UN
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Sustainable Development Goals (SDGs), investment in health is stated as a duty,
especially to ensure universal health coverage and to reduce health inequities for
people of all ages and categories by leaving no one behind.

As indicated in the quasi totality of the chapters of this book, a pragmatic deal
with disease prevention and health promotion is proposed through safe environment
and healthy lifestyle (Chap. 4); physical activity and weight control (Chap. 6); herbal
medicine (Chap.7), global properties of a diffusive HBV infection (Chap. 10); dis-
crete mathematical modelling of tumour therapy (Chap. 11), a model for dengue fever
with optimal control (Chap. 12) and mathematical modelling for diabetes (Chaps. 14
and 15).

1.3 Noncommunicable Diseases

One of the biggest challenges currently facing humanity is noncommunicable dis-
eases (NCDs) which are sweeping the entire globe, with an increasing trend in
developing countries [1]. During the last decades, industrialization, urbanization,
economic development and market globalization have accelerated changes in diet
and lifestyles, especially in developing countries in transition. A report of the joint
WHO/FAO Expert Consultation on Diet, Nutrition and the Prevention of Chronic
Diseases was published in 2003. The report stressed that “population-based epi-
demiological evidence has helped to clarify the role of diet in preventing and control-
ling morbidity and premature mortality resulting from noncommunicable diseases
(NCDs)”. Interestingly, the expert report indicated how diet and lifestyle can affect
health of people throughout the life course, starting from fetal development and end-
ing at old age, passing by infancy, childhood/adolescence and adulthood [10]. More
generally, a large part of the burden of noncommunicable diseases can be avoided by
acting on four particular behaviours (tobacco use, physical inactivity, unhealthy diet,
and the harmful use of alcohol) and four key metabolic/physiological changes (over-
weight/obesity, raised blood pressure, raised blood glucose and raised cholesterol)
[13].

The United Nations General Assembly in 2011 addressed the prevention and
control of non-communicable diseases worldwide, with a particular focus on devel-
opmental and other challenges and social and economic impacts, particularly for
developing countries. The Political Declaration on the Prevention and Control of
NCDs (resolution A/RES/66/2) was adopted [S]. Following this and recognizing the
primary role and responsibility of Governments in responding to the challenge of
NCDs, the Sixty-Sixth World Health Assembly (WHA66.10) adopted the Global
NCD Action Plan for the Prevention and Control of NCDs 2013-2020 developed by
WHO and partners [17].

One of the principal axes of this book is the theme of noncommunicable diseases
which was dealt with in chapters under different forms such as epidemiology of NCDs
in Arab countries (Chap. 5); the role of environment and healthy lifestyle in reducing
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NCDs (Chap. 4); artificial intelligence in oncology (Chap. 8); overweight and physi-
cal inactivity as risks of NCDs in North Africa (Chap. 6); herbal medicine and chronic
disease (Chap. 7); global properties of a diffusive HBV infection (Chap. 10); discrete
mathematical modelling of tumour therapy (Chap. 11) and mathematical modelling
for diabetes (Chaps. 14 and 15).

1.4 Health and Development

1.4.1 The Rio Declaration on Environment (1992)

Health was explicitly and implicitly underlined in the principles of the Rio Declara-
tion on environment (1992) as indicated by principles 1 and 5 [4]:

Principle 1 Stipulates that: Humans beings are at the centre of concerns for sus-
tainable development. They are entitled to a healthy and productive life in harmony
with nature.

Principle 5 stipulates that:  All States and all people shall co-operate in the essen-
tial task of eradicating poverty as an indispensable requirement for sustainable
development, in order to decrease the disparities in standards of living and better
meet the needs of the majority of the people of the world.

1.4.2 The Millennium Development Goals (2000)

In 2000, 189 countries of the world came together to face the future. The meeting
gave birth to the Millennium Development Goals (MDGs) to be reached by 2015.
Three out of eight goals were explicitly dedicated to health: reducing child mortality
(MDG4), improving maternal health (MDGS5) and combating HIV/AIDS, malaria
and other diseases (MDG6), while the remaining goals were indirectly related to
health [7].

1.4.3 The Sustainable Development Goals (2016): End
Poverty and Hunger by 2030

In 2015, building on the successes and or limitations of MDGs, and hoping to go
further, countries adopted the 2030 Agenda for Sustainable Development and its 17
Sustainable Development Goals. The third sustainable development goal is directly
devoted to heath: ensure healthy lives and promote well-being for all at all ages
(SDG3). However, the remaining 16 SDGs are also indirectly linked to health through
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poverty reduction (SDG1), zero hunger (SDG2), quality education (SDG4), gender
equality (SDGS5), clean water and sanitation (SDG6) and others [6].

1.4.4 Inequality Adjusted Human Development

Another illustration of growing interest in inequalities and disparities is provided by
the 2010 human development report, introducing a new human development index
(HDI) which captures the losses in human development due to inequality in health,
education and income, namely: Inequality-adjusted HDI (IHDI) [3]. In 2017, the
global loss in the three dimensions varied across countries, ranging from 3.6% in
Japan to 45.3% in Comoros. It is sad to notice that the percent loss due to inequality
is much higher in countries with the lowest level of human development than in other
countries, thus accumulating two dissatisfactions with their populations.

The relationship between Health and Development in its different forms (eco-
nomic, social, human, sustainable) was treated directly or indirectly by different
authors (Chaps.2-10, 12—13 and 16).
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Burden of Disease, Health Equity and
Social Determinants of Health



Chapter 2
Social Determinants of Health and Health <
Equity in the WHO African Region

Abdesslam Boutayeb

Abstract The African Region is one of the six regions of the World Health Organi-
zation grouping 47 countries with a total population over one billion inhabitants. The
WHO African region is known to have a large number of low-income countries with
low human development. In terms of health indicators, this region has many critical
average indicators compared with other WHO regions, with large inequalities and
disparities between and within countries. This chapter describes and analyses some
gaps in health indicators, trying to see how action on social determinants of health
can reduce health inequities and improve health and well-being of African popu-
lation, leaving no one behind. With a life expectancy average of around 60 years,
African people are expected to live 17 years less than their counterparts in Europe
and the gap between the highest and the lowest level of life expectancy in WHO
African countries (76.3-52.2) is nearly a quarter of a century (24 years). Similarly,
the under-five mortality rate in the WHO African region is much higher than in other
WHO regions with huge gaps between WHO African countries. Within each country,
inequalities in under-five mortality rate are described and analysed through social
determinants of health like economic status, education level, residence (urban-rural)
and geographic context. Health inequality and territorial disparity are also illustrated
by huge gaps in maternal mortality ratio and other health indicators.

2.1 Introduction

The African Region is one of the six regions of the World Health Organization. In
2015, it’s total population was more than one billion inhabitants spread across 47
countries [19]. The population is relatively young with about 95% under age 60 years
and the under 15 class of age representing more than 40% of the population in 30
countries (Table 2.1).
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According to the 2017 Human Development Index (HDI) [10] and the 2016 World
Bank classification for income, [8], two-third countries in the region are in the low
human development class and nearly 60% are low-income countries (Table 2.1).

The African region has worrying health indicators compared with other regions
(see Table 2.2). For instance, the average maternal mortality ratio (MMR) in Africa
(542 deaths per 100000 live births) is around 3.3 times the MMR in Eastern Mediter-
ranean region (166) and South-East Asia (164), nearly 10.5 times the MMR in Amer-
icas (52), more than 13 times the MMR in Western pacific (41), and nearly 34 times
the MMR in Europe (16). Moreover, the ratio 542 is an average that hides huge gaps
between maternal mortality in African countries, ranging from the lowest level in
Mauritius (53 deaths in 100000) to the highest level in Sierra Leone (1360 deaths
in 100000). Similarly, the average under-five mortality rate in Africa (76.8 deaths
per 1000 live births) is more than 5 times higher than in Americas (76.8 deaths per
1000 live births), 6 times higher than in Western Pacific (12.9 deaths per 1000 live
births) and 8 times higher than in Europe (9.6 deaths per 1000 live births). Moreover,
a huge gap is seen between African countries ranging from 13.5 per 1000 live births
in Mauritius to 156.9 per 1000 live births in Angola.

Other health indicators like health expenditure, out-of-pocket expenditure, vac-
cination, antenatal care, assisted deliveries show significant differences between the
African region and other regions as well as between and within African countries.

In this chapter, we concentrate on social determinants of health and health equity
in the WHO African region. Most of disaggregated data used are obtained from well-
known international surveys like demographic health surveys (DHS) [15] and Mixed
Indicator Cluster Surveys (MICS) [12] carried out in different African countries
during the last 10 years.

2.2 Social Determinants of Health and Health Equity in
Africa

2.2.1 A Brief Recall on Social Determinants of Health and
Health Equity

The Pan American Health Organisation (PAHO) defines equity in health as “a cardinal
expression of social justice, attained when every individual has the opportunity to
reach his full health potential and no one is excluded or hindered from reaching that
potential because of his social status or other socially determined circumstances”. An
example of health inequity is illustrated by inequality gradient in maternal mortality
in the Americas, by human development quartiles in the Millennium Development
Goals period (1990-2015) (Fig.2.1) [7]. This figure indicates that some countries
may have reached the fifth MDG stipulating an average reduction of MMR by three
quarters, between 1990 and 2015, but in the meantime, inequalities persisted or could
be even increased.
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Table 2.1 WHO African countries: population, age structure, income and human development

Country Population | Aged under | Aged under | Aged over | Income HDI level
(x1000) 15 years 15-59 (%) | 60 years level
(%) (%)

Algeria 40376 29 63 8 UM.I H.H.D
Angola 25831 48 48 4 L.M.I M.H.D
Benin 11167 42 53 5 LI L.H
Botswana 2304 32 62 6 U.M.I H.H.D
Burkina Faso 18634 46 51 4 LI L.H
Burundi 11553 45 50 5 LI LH
Cabo Verde 527 LM.I M.H.D
Cameroon 23924 43 53 5 LM.I M.H.D
C. African R. 4998 39 55 5 LI LH
Chad 14497 48 48 4 LI L.H
Comoros 807 40 55 5 LI LH
Congo 4741 43 52 6 LM.I M.H.D
Cote d’Ivoire 23254 43 53 5 LMI LH

D. Rep Congo 79722 LI LH
Equat Guinea 870 39 56 5 UM M.H.D
Eritrea 5352 43 53 4 LI L.H
Ethiopia 101853 41 53 5 LI LH
Gabon 1763 37 56 7 U.M.I H.H.D
Gambia 2055 46 50 4 LI L.H
Ghana 28033 39 56 5 LM.I M.H.D
Guinea 12947 43 52 5 LI L.H
Guinea-Bissau 1888 41 54 5 LI LH
Kenya 4725 42 54 5 L.M.I M.H.D
Lesotho 2160 36 58 6 LM.I LH
Liberia 4615 42 53 5 LI L.H
Madagascar 24916 42 53 5 LI LH
Malawi 17750 45 50 5 LI LH
Mali 18134 48 48 4 LI L.H
Mauritania 4166 40 55 5 L.M.I L.H
Mauritius 1277 19 66 15 UM.I HH.D
Mozambique 28751 45 50 5 LI LH
Namibia 2514 37 58 6 U.M.I M.H.D
Niger 20715 51 45 4 LI L.H
Nigeria 186988 44 52 5 LM.I LH
Rwanda 11882 41 54 5 LI L.H
Sao Tome & P 194 LM.I LH
Seychelles 97 23 66 11 HI H.H.D
Senegal 15589 44 52 5 L.I LH

(continued)
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Table 2.1 (continued)

Country Population | Aged under | Aged under | Aged over | Income HDI level

(x1000) 15 years 15-59 (%) | 60 years level

(%) (%)

Sierra Leone 6592 42 53 4 L.I LH
South Africa 54979 UM.I M.H.D
South Sudan 12733 LI LH
Swaziland 1304 37 57 6 L.M.I L.H
Togo 7497 LI LH
Uganda 40323 48 48 4 LI L.H
Tanzania 55155 45 50 5 LI LH
Zambia 16717 46 50 4 L.M.I M.H.D
Zimbabwe 15967 42 54 4 LI LH
Region 1015368

Fig. 2.1 Maternal Mortality 350 g4
gradient in the Americas by

300
human development Source
PAHO [7] 250
200
1679
150 1251
96.1
100 63
482
1 In -
0 I .
Lowest Second Third Highest

= 1990 =2015

During the last two decades, social determinants of health and health equity
have known an important development [4]. In 2005, the World Health Organiza-
tion launched the WHO Commission on Social Determinants of Health which deliv-
ered its well-known report in 2008 under the title “Closing the gap in a generation:
health equity through action on the social determinants of health”. Defined as the
conditions in which people are born, grow, live, work and age, including the health
system, social determinants of health are seen to be responsible for unfair and avoid-
able health inequalities within and between countries [16]. Income is seen to be a
social determinant of health yielding a clear gradient for many health indicators.
An illustration is given by maternal mortality in all countries of the world in 2015,
showing that worldwide, women from the poorest quintile are nearly 50 times more
exposed to maternal mortality than their counterparts in the richest quintile (Fig. 2.2).
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Fig. 2.2 Maternal Mortality gradient worldwide by income Source PAHO [7]

Table 2.3 The 2011 Rio Political Declaration: five Action areas on SDH

1 Adopt better governance for health and
development

2 Promote participation in policymaking and
implementation

3 Further reorient the health sector towards
promoting health and reducing health inequities

4 Strengthen global governance and collaboration

5 Monitor progress and increase accountability

Source WHO Rio Political Declaration [18]

In 2011, the Rio Political Declaration on Social Determinants of health adopted by
heads of government, ministers and government representatives, stressed that health
equity should become part of a government’s social and health agenda [18]. For
pragmatic strategies in countries, five action areas on social determinants of health
were proposed (Table 2.3).

In 2014, a technical report of the WHO Eastern Mediterranean region analysed
health iniquities in selected countries of the region. Inequalities were described and
analysed between and within selected countries according to many health indica-
tors, including life expectancy, infant and under-five mortality, stunting, coverage of
skilled birth attendance, antenatal visits and place of birth. An important finding was
that socioeconomic factors together contributed to 60-75% in inequities in skilled
birth attendance at delivery [1] (Fig.2.3).

The World Health Organisation HQ and the six regions’ offices are struggling to
improve Health sector monitoring and health inequity analysis within countries. The
WHO’s Health Equity Monitor is an initiative that should improve understanding of
action on SDH and health equity in every country and at the global level [5].
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Fig. 2.3 Contribution of socioeconomic factors in skilled birth attendance — Source
WHO-EMRO [1]

In order to foster pragmatic action on SDH by national governments, international
organizations, and civil society and considering the needs of key indicator users, an
interdisciplinary working group (WG) was established by WHO and its Canadian
partners, the Public Health Agency of Canada (PHAC), and the Canadian Institutes of
Health Research—Institute of Population and Public Health (CIHR-IPPH) in 2016.
The working group proposed a core set of the 15-20 selected indicators [17].

Another illustration of growing interest in inequalities and disparities is provided
by the 2010 human development report, introducing a new human development index
(HDI) which captures the losses in human development due to inequality in health,
education and income, namely: Inequality-adjusted HDI (IHDI) [10]. In 2017, the
global loss in the three dimensions varied across countries, ranging from 3.6% in
Japan to 45.3% in Comoros [9].

Recalling and stressing that in all societies, long-standing forms of inequality per-
sist while gaps are opening in new aspects of life, the Human Development Report
2019 is expected to focus on understanding the dimensions of inequality most impor-
tant to people’s wellbeing, and what is behind them. The UNDP is aiming to produce
a new kind of Human Development Report, going beyond the usual analysis of dis-
parities due to income to deal with inequalities in other dimensions such as health,
education, access to technologies and others. “It will use new data and methods to
highlight how inequality affects people’s lives in a way that measures based on aver-
ages cannot; and it will take a long-term view towards 2030 and the achievement of
the Sustainable Development Goals and beyond” [11].

The Millennium Development Goals (MDGs) has significantly proved that reduc-
ing poverty and enhancing health and well-being of populations worldwide needs
to go beyond average indicators to consider disaggregated data needed for equity
analysis [14]. Building on that, the Sustainable Development Goals are aiming to
“leave no one behind” [13].
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2.2.2 Life Expectancy and Healthy Life Expectancy at Birth
in the WHO African Region

According to the WHO estimates in 2015, the average life expectancy at birth in the
African Region was 60 years (61.8 for females and 58.3 for males), slowly increas-
ing (57 years in 2010). However, the average hides large gaps between countries.
Indeed, the difference is more than 24 years between the highest life expectancy at
birth in Algeria (76.3 years) and the lowest life expectancy at birth in Sierra Leone
(52.2 years) (Table 2.2). Significant differences can also be seen within each African
country. Globally, the average life expectancy at birth in the African Region is much
lower than in the other regions. People in the African region are expected to live
in average 9 years less than people in the Eastern Mediterranean Region and about
17 years less than their counterparts in Europe, Western Pacific and the Americas.
Moreover, the number of years an African person is expected to live in a healthy
state (healthy life expectancy at birth) decreases by nearly 15% compared with life
expectancy in birth. Again, healthy life expectancy at birth shows that, in average,
the African region has the lowest level compared to the other regions with substantial
differences between and within African countries (Fig.2.4).

Life expectancy is one of the three Human Development components and conse-
quently, a large number of African countries are experiencing a low human devel-
opment partly due to low life expectancy at birth (Table 2.4). As stressed in the
introduction section, more than 30 African countries are in the low level of human
development representing 82% of all the countries with low Human Development
Index. Taking into account the effect of inequalities on the Human Development

e i 75
Westen o i
11 ifi 766
st A |l
South East Asi 9
Eastem Meditemane . il
68.8
A i
60

0 10 20 30 40 50 60 70 80 90

® Healthy life expectancy ®Life expectancy

Fig.2.4 Life expectancy and healthy life expectancy in WHO regions, 2015 Source WHO Regional
Office Africa Atlas [19]
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Index and considering the Inequality-adjusted Human Development (IHDI) in the
African region, nearly 90% of African countries loose more than 25% of their HDI.
For instance, being already at the tail of countries in term of HDI, Chad looses 42.4%
in life expectancy and 38.3% of its HDI due to inequality, dropping from 0.404 (HDI)
to 0.249 (IHDI). Meanwhile, life expectancy at birth is only one among a multitude
of health indicators all showing inadmissible levels of inequalities and disparities
between and within African countries.

2.2.3 Early Childhood Mortality Rates in the WHO African
Region

2.2.3.1 Differences Between WHO Regions

Neonatal mortality rate, infant mortality rate and under-five mortality rate in Africa
are much higher than in other WHO regions. Many reasons may explain these differ-
ences, including the high burden of communicable diseases, the low universal health
coverage and the accessibility to health care in general. Figure 2.5 below shows that
the probability for a child to die before his/her fifth birthday is much higher in the
WHO African region than in any other WHO region.

2.2.3.2 Differences Between Countries of the WHO African Region

Neonatal mortality, infant mortality and under-five mortality are important indicators
reflecting the real level of development in countries worldwide. Reducing infant
mortality rate by two-third between 1990 and 2015 was one of the eight Millennium
Development Goals (MDGs) while Sustainable Development Goals (SDGs) aim to

Globa| 'EECE—-——— 40,8

Western Pacific ! - 12,9

Eastern Mediterranean ™ EE———————— 51,7

9,6

Europe *

South-East Asia H 389

America | . 14,2

Africa 76,5
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Fig. 2.5 Under-five mortality rate in WHO regions, 2016
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Table 2.4 Human Development and Inequality-adjusted Human Development in the WHO African

region

Country HD level HDI IHDI Overallloss (%) Loss in life
expectancy
High HD
Seychelles High HD 0.797 7.7
Mauritus High HD 0.790 0.683 135 8.9
Algeria High HD 0.754 0.598 20.7 15.1
Bostwana High HD 0.717
Gabon High HD 0.702 0.545 223 23.1
Medium HD
South Africa Medium HD 0.699 0.467 332
Capo Verde Medium HD 0.654
Namibia Medium HD 0.647 0.422 34.8 20.2
Congo Medium HD 0.606 0.469 22.6 25.1
Ghana Medium HD 0.592 0.420 28.9 23.2
Kenya Medium HD 0.590 0.434 26.4 22.8
Sao Tome Medium HD 0.589 0.473 19.8 259
Zambia Medium HD 0.588 0.388 34.1 28.8
Angola Medium HD 0.581 0.3893 324 33.8
Cameroon Medium HD 0.556 0.366 36.2 33.7
Low HD
Tanzania Low HD 0.538 0.404 24.8 249
Nigeria Low HD 0.532 0.347 34.7
Zimbabwe Low HD 0.535 23.6
Nigeria Low HD 0.532 0.347 34.7 37.4
Rwanda Low HD 0.524 0.367 30 23.8
Lesotho Low HD 0.520 0.359 31 28.5
Mauritania Low HD 0.520 0.348 33 32.6
Madagascar Low HD 0.519 0.385 259 21.3
Uganda Low HD 0.516 0.37 28.3 325
Senegal Low HD 0.505 0.34 32.6 21.1
Togo Low HD 0.503 0.344 31.7 30.5
Cote Ivoire Low HD 0.492 0.311 36.9 342
Malawi Low HD 0.477 0.332 30.4 30.2
Ethiopia Low HD 0.463 0.331 28.4 24.9
Gambia Low HD 0.460 0.289 37.2 28.5
Guinea Low HD 0.459 0.306 334 31.2
C Africa Low HD 0.367 0.21 42.1 41.7
Niger Low HD 0.354 0.250 29.3 34.9
Benin Low HD 0.515 0.3255 36.6 35
Comoros Low HD 0.503 0.275 453 26.9
Mali Low HD 0.427 0.282 34 36.8
Chad Low HD 0.404 0.249 38.3 42.4

Source UNDP Human Development Index [9]



22 A. Boutayeb

180
160

140

120

100

40

20
E

88

0

]

Fig. 2.6 Under-five mortality rate in the WHO African countries, 2016

reduce neonatal mortality rate (NNR) to 12 deaths per 1000 live births and under-five
mortality rate (USMR) to 25 deaths per 1000 live births by 2030. However, these
SDGs seem very unlikely to be reached by a large number of African countries.
Huge differences are seen in neonatal, infant, child and under-five mortality between
African countries. The neonatal mortality rate was nearly 6 times higher in Angola
(48.7 deaths per 1000 live births) compared with Mauritius (8.4 deaths per 1000
live births) while under-five mortality rate ranged from 13.5 and 156.9 deaths per
1000 live births in these two countries respectively, yielding a ratio of nearly 12. As
illustrated by Fig.2.6, a large dispersion is seen in under-five mortality rate between
the 47 countries of the WHO African region.

2.2.3.3 Differences Within Countries of the WHO African Region

Although at different levels, economic status, education and residence (rural-urban)
are social determinants clearly affecting USMR in countries of the WHO region
(Table 2.5).

In the 23 countries for which disaggregated data is available, children living in the
poorest households (Q;) are much exposed to death before their fifth birthday than
their counterparts living in the richest households (Qs). The ratio Q,/Qs is greater
than 2 in 9 countries and ranges from 1.15 in Chad to 2.7 in Togo. Figure 2.7 illustrates
clearly the gradient in the three countries independently of the level of under-five
mortality rate average.

As shown in Fig. 2.8, the gradient induced by education seems sharper in WHO
region countries. In Ethiopia and Uganda, children born from mothers without edu-
cation are more than three times likely to die before their fifth birthday than their
counterparts born from mothers with secondary or higher level of education. This
comparison shows how action on a social determinant of health like education can
reduce the early childhood mortality.

Although with less variation than economic status and education level, living in
rural or urban areas also affects the under-five mortality rate in African countries.
Figure 2.9 shows that while only two countries have USMR in urban zones greater
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Table 2.6 Under-five mortality rate by regions in WHO African countries
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Country Geographic disparity Gap
Regionl | Region2 | Region3 | Region4 | Region5 | Difference | Ratio

Benin DHS 2017-2018 64 87 98 104 129 65 2
Cameroon DHS 2011 68 100 121 168 191 128 2.8
Chad DHS 2014 67 99 145 203 230 163 34
Ethiopia DHS 2011 39 59 88 94 125 86 32
Gambia DHS 2013 38 52 63 70 92 54 24
Ghana DHS 2014 47 61 80 92 111 64 24
Guinea DHS 2012 70 104 129 163 194 124 2.8
Kenya DHS 2014 42 57 64 72 82 40 2
Lesotho DHS 2014 59 76 95 101 111 52 1.9
Mali DHS 2012 59 96 111 116 121 62 2
Namibia DHS 2013 38 45 68 79 97 59 2.5
Niger DHS 2012 51 80 140 160 210 159 4.1
Nigeria DHS 2013 90 100 131 160 185 95 2
Rwanda DHS 2014 42 60 62 66 86 44 2
Senegal DHS 2017-18 34 55 74 80 89 55 2.6
South Africa DHS 2016 | 17 25 36 47 56 39 33
Togo DHS 2013 63 79 96 113 130 67 2.1
Uganda DHS 2016 59 72 84 89 102 43 1.7
Tanzania DHS 2015 56 65 79 88 95 39 1.7
Zambia DHS 2013 63 73 88 98 115 52 1.8
Zimbabwe DHS 2015 50 67 80 101 112 62 22
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Fig. 2.11 Evolution with time of USMR by department in Niger

than in urban areas, two-thirds of ratios (rural/urban) fall between 1 and 1.5 with
Nigeria having a ratio of 4.25 meaning that children in rural areas are 4.25 times
more exposed to death before age 5 than children living in urban areas.

Like in other WHO regions [2, 3, 6], geographic situation in terms of regions,
governorates, departments or cities of WHO African countries exhibits large dis-
parities, showing that in Ethiopia, Chad, South Africa and Niger, children living
in the region with the highest USMR are 3.2, 3.3, 3.4 and 4.1 respectively, more
likely to die before age 5 than their counterparts living in the region with the lowest
level of USMR (Fig.2.10). More generally, Table 2.6 shows that all ratios are greater
than 1.7.

Despite a noticeable decrease in the average under-five mortality rate during
the last decades in all African countries, inequalities between regions, department,
provinces or cities of the same country persist. In average, the under-five mortality
decreased in Niger between 2000 and 2012. However, the ratio of USMR between
the departments of Matameye and Tchirozerine increased from 1.7 (368/216) to 4.1
(210/51) during the same period (Fig.2.11).

2.3 Conclusion

The 47 countries of the WHO African region are struggling to reduce mortality
and improve well-being of their populations. Most of them are afflicted by the bur-
den of communicable disease like HIV/AIDS, tuberculosis, malaria, neglected dis-
eases and others. Although at a lower level, compared with the other WHO regions,
many African countries are now also suffering from non communicable diseases like
cardiovascular diseases, cancer and diabetes. Beside undernutrition, many African
countries are exposed to risk factors like high blood pressure, overweight/obesity,
smoking and alcohol. Maternal mortality and infant mortality remain very high in
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the WHO African region compared to other WHO regions. Moreover, most of health
indicators are showing huge gaps between different categories of the population and
large territorial disparities. In this chapter, we showed that avoidable health inequal-
ities can and must be reduced by efficiently acting on social determinants of health
like economic status, education level, residence (urban-rural) and territorial dispar-
ities between regions, provinces, departments or cities. Health decision makers in
African countries are called to act urgently to improve health conditions of the whole
population by leaving no one behind as stipulated by the sustainable development
goals.
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Under-Five Mortality Rate in Sudan: oo
Statistical Analysis of Social
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Abstract The focus on health equity has grown in importance, leading to a
widespread recognition that action on Social Determinants of Health is crucial for
reducing inequalities in health. Sudan was among the first countries which adopted
a roadmap for Health in All Policies. However, efficient actions to reduce health
inequalities need to be enhanced. This paper illustrates the need to act on Social
Determinants of Health to reduce health inequalities in Sudan. Descriptive statistics
was used to get summarised information. Statistical significance of differences was
tested by Pearson’s chi-squared. For the interaction between the 13 variables at the
same time, Principal Components Analysis was carried out. As an attempt to explain
Under-Five Mortality Rate (USMR) by the remaining variables Multiple Regression
was applied. Huge gaps were found between the 18 states. Contraception varied from
26.5% in Khartoum to 2.9% in Central Darfur; home delivery increased from 27.1%
in Northern to 91.4% in West Kordofan and early childbearing was higher in Blue
Nile (23.4%) than in Northern (8.6%). Under-five mortality rate is nearly four times
higher in East Darfur (112) than in Northern (30). A ratio greater than two was indi-
cated for mother education and income. A lower gap was seen for milieu and gender.
The difference was statistically significant for education (p-value <0.005), income
(p-value <0.001) and states (p-value <0.0001). The USMR in Sudan is influenced
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by social determinants of health like milieu, gender, education, income and terri-
toriality. A large gap was found between states in term of USMR. Serious efforts
must be devoted to reducing heath inequalities by acting on social determinants of
health in Sudan. Furthermore, in order to control the USMR in Sudan we need to
act simultaneously on Contraception, use of improved water, Literacy young women
and stunted.

3.1 Background

During the last two decades, the focus on health equity has grown in importance, lead-
ing to a widespread recognition that action on social determinants of health (SDH)
is crucial for reducing and reversing the growing unfair and remediable inequal-
ities in health [2]. In 2008, the World Health Organisation Commission on SDH
released its report “Closing the gap in a generation: health equity through action
on the social determinants of health”, stressing that “reducing health inequities is
an ethical imperative and that social injustice is killing people on grand scale” [5].
In 2011, the Rio Political Declaration on Social Determinants of Health indicated
five key points to reduce health inequalities: (1) better governance, (2) participation,
(3) reorienting the health sector, (4) global governance and (5) progress monitoring
[7]. In 2016, the technical meeting on measuring and monitoring action on the social
determinants of health proposed a framework and a basket of core indicators [6].
Worldwide and independently of the economic level, all governments are called to
act on SDH to reduce avoidable inequalities in health and to use the framework for
country action to promote Health in All Policies (HiAP) [8]. Sudan is one of the
first countries which adopted a roadmap for Health in All Policies [1]. However, real
and efficient actions to reduce health inequalities remain insufficient and need to be
enhanced.

In 2014, Omer et al. studied the effect of household assets inequality and conflict
on population health in Sudan. They considered life expectancy, infant mortality,
stunting, adequacy of food consumption, teenage birth rates and vaccination coverage
for young children and found that outcomes were significantly worse in the states
with more unequal asset distribution and worse outcomes was also predicted by
conflict status [3].

The main objective of this paper is to show how under-five mortality in Sudan
is related to social determinants of health like territorial context (between states),
income, education and milieu (rural-urban). Given the importance of monitoring, it
is useful to analyse data provided by the Multiple Indicator Cluster Survey (MICSS5)
carried out by UNICEF in 2014 [4] and to make a starting point for comparison with
MICS6 planned for 2019 especially in terms of implementing HiAP to reduce health
inequalities between and within the 18 states of Sudan.
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3.2 Methods

First of all, descriptive statistics are used to get summarised information on 13 vari-
ables observed on 18 states as given by the Multiple Indicator Cluster Survey (MICSS5)
carried out by UNICEEF in 2014. Secondly, Pearson’s chi-squared was used to test
statistical significance of differences according to milieu (rural-urban), education,
income and territoriality (between states). Thirdly, in order to get a summary of
information on the interaction between all variables (indicators) at the same time,
Principal Components Analysis (PCA) was used to select the first and second fac-
tors (F1 and F2). The corresponding eigenvalues give the percentages of information
summarised by these factors respectively (F1: 69% and F2: 8%). Variables are then
projected on the circle of correlation and countries on the first plan (F1 x F2). The
more the variables are near the circle, the better will be the interpretation. In the mean-
time, a projection of states on the first plan should lead to a classification according to
the scores of each state with regard to the variables under consideration. Additional
information may be obtained by the third and fourth axis, but the interpretation is
then conditional to what was given by the precedent factors. Fourth, we used a linear
multiple regression to see how USMR may be explained by the other 12 variables.
Due to the fact that all variables are correlated to each other we selected the most
correlated one which is the variable of contraception use. As a result 64.9% of the
variability of the USMR is explained by the variability of the contraception use.
We also tried a multiple regression on the principal components of the 12 variables
without improving the quality of adjustment. Finally, we turned to a an exponential
model, where we consider many regression of the logarithm of USMR (In(U5SM R))
on crossed variables resulting from the 12 remaining ones, taking in consideration
the principle of parsimony, this technique has improved the quality of adjustment
where we succeed to explain almost 80% of USMR by using a crossed variable:
Contraception use * use of improved water * literacy young women * stunted.

3.3 Results and Discussion

In Sudan, inequalities in health are seen directly in access to health services and
health care like vaccination, healthy nutrition, contraception, antenatal visits, deliv-
ery assistance and postnatal care. Consequently, gaps are found in impacts like life
expectancy and mortality. However, health inequalities are also linked to variables
like education, early childbearing, access to drinking water and sanitation.
Territorial disparity is one of the main problems challenging health authorities
in Sudan. Indeed, huge gaps and inacceptable health inequalities are found between
the 18 states. For instance, contraceptive use (any method) is relatively low in all
states but it varies from 26.5% in Khartoum to 2.9% in Central Darfur; home delivery
increases from 27.1% in Northern to 91.4% in West Kordofan and early childbearing
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(girls between 15 and 18 years of age) is nearly three times higher in Blue Nile
(23.4%) than in Northern (8.6%).

As illustrated by Fig. 3.1a, under-five mortality rate shows a noticeable difference
by milieu (rural-urban); gender (boys-girls); education level; income (approximated
by household assets) and territorially by states. Indeed, children are nearly four times
more likely to die before their fifth birthday in East Darfur (112 deaths per 1000 live
births) than in Northern (30 deaths per 1000 live births). A ratio greater than two is
also indicated when comparing USMR according to the level of mother education
(no education: 78 vs higher: 38) and income (poorest quintile: 84 vs richest quin-
tile: 39). Finally, a relatively lower gap is seen between rural children (73) and their
urban counterparts (55) and between boys (79) and girls (58). More importantly, the
Pearson’s chi-squared test shows that the difference is statistically significant for edu-
cation (p-value <0.005), income (p-value <0.001) and states (p-value <0.0001).
Figure 3.1b shows the map of Sudan with a gradient colour classifying the 18 states
in five groups according to the level of USMR in each state. A first group including
four states having an USMR less or equal than 50; a second group comprising four
states with USMR greater than 50 and less than 70; a third group of three states
having USMR between 70 and 80; a fourth group of three states with USMR greater
than 80 and less than 90 and finally a fifth group of four states with USMR greater
or equal than 90.

In order to illustrate the gaps between the whole set of the 18 states, we carried
out Principal Component Analysis (PCA) as a multivariate data analysis using the 18
states for individuals and 13 variables (USMR, stunting, under-weight, vaccination,
contraceptive use, early child bearing, antenatal access, home delivery, postnatal
access, early education, literacy of young women, use of improved drinking water,
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use of improved sanitation). Table 3.2 shows values of the 13 variables as collected
by UNICEEF through the Multiple Indicator Cluster Survey (MICS) carried out in
2014 in the 18 states of Sudan [3].

The PCA allows to deal with all the 13 variables simultaneously. It starts giving
the correlation between all the variables as indicated in Table 3.1. In particular, under-
five mortality rate is seen to have a correlation greater than 0.5 or less than —0.5 with
10 out of 12 variables and it is especially negatively highly correlated (r< —0.7)
with four variables (contraception use, postnatal new born, young women literacy
and sanitation) and positively highly correlated with home delivery (r = 0.769).
Table 3.1 also shows the correlation of each variable with the other 12 variables.

Then projecting variables on the circle of correlation (Fig. 3.2a) and states on the
first plan (axis F1 x axis F2) (Fig. 3.2b) allows interesting illustration (1) explicitly
between variables, (2) explicitly between states and (3) implicitly between variables
and states. The quality of representation depends on the percentage of information
explained by each axis and is mathematically given by eigenvalues. In our case, the
first plan summarises nearly 77% of information (first axis F1: 68.55% and second
axis F2: 8.21%). Figure 3.2 shows a net opposition between a set of five variables
well represented on the left-hand side and another set of eight variables also well
represented on the right-hand side. Combining the graphic illustration with data in
Table 3.1, we can see, for example that USMR is positively correlated with stunting,
under-weight, home delivery and early childbearing and negatively correlated with
the remaining eight variables. This classification indicates obviously, that a strategy
to reduce USMR should aim to decrease stunting, under-weight, home delivery and
early childbearing and/or to enhance access to vaccination, antenatal visits, postnatal
care, contraception, early education, literacy of young women, improved drinking
water and sanitation. Now, coming to the sketch of states on the first (horizontal)
axis provided by PCA, we see again a display of the 18 states, with three states
(Northern, Khartoum and River Nile) isolated on the right-hand side opposed to a
set of nine states on the left-hand side while the six remaining states are projected
between the two previous sets. Again, combining the graphic illustration with data
in Table 3.2, we can see that USMR has a value less than 50 in Khartoum (49.8),
River Nile (35.1) and Northern (30) whereas its value is greater than 77 in Central
Darfur (77.4), West Kordofan (82), North Darfur (90.3) and East Darfur (111.7) (the
fourth states completely on the left-hand side of axis 1). Similar comparisons can be
made for stunting, under-weight, home delivery and early childbearing as well as for
the 13 remaining variables. (Data extracted with kind permission of UNICEF from
MICS 2014 Sudan, Final Report). USMR is expressed in deaths per 1000 live births
while all the other variables are expressed as %.

Additional information can be obtained by the second axis F2 but the interpretation
is then conditional to the information provided by the first factor F1. For instance, we
see that Khartoum and Northern have nearly the same projection on the horizontal
axis F1 but they appear opposed on the vertical axis F2 mainly due to the opposition
of the two variables: use of improved water (Khartoum 86.9% vs Northern 93.8%)
and antenatal visits (at least 4 visits) (Khartoum 81.9% vs Northern 66.5%). A similar
opposition is seen on the left-hand side between East Darfur (antenatal visits 46.8%
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Fig. 3.2 a Projection of variables on the circle of correlations, b Projection of states on the first
plan (F1 x F2)

and improved water 45.1%) and West Kordofan (antenatal visits 28.1% and improved
water 86%).

More importantly, the PCA offers also the opportunity for a critical analysis.
For instance, Table 3.2 indicates that North Kordofan (41.9) has the third smallest
USMR which is less than USMR in Khartoum (49.8) while this state is projected
near zero on the first axis, far away from the group of Northern, Khartoum and River
Nile. In fact, the four variables positively correlated with USMR (stunting, under-
weight, home delivery and early childbearing) all have values in North Kordofan
(40.8, 32.4, 74.5 and 14.7) greater than in Khartoum (29.5, 23.2, 35.7 and 9.4) and
on the other side, the remaining 13 variables negatively correlated with USMR all
have values in North Kordofan (74.5, 14.7,57.7,31.3,9.4, 58.8, 69.8 and 30) smaller
than in Khartoum (89.7, 26.5, 81.9, 57.4, 56.2, 82.6, 86.9 and 85.4). Consequently,
we can conclude that the USMR given for North Kordofan may be under estimated.
The multiple regression technique provide a model which helps one understand
how the typical value of the dependent variable (USMR) changes when any one of
the 12 independent variables is varied, while the others are fixed. The first attempt
is a linear regression model which was carried out by step wise regression using
SPSS software. Since all variables are correlated, this method chooses contraception
use variable which is the most correlated one with USMR. We have succeeded to
explain 63.9% of the variability of USMR, see details in Fig. 3.3. We intended to use
the multiple regression of USMR on the principle components of the 12 remaining
variables, but we renounced to use it because it did not improve the explanation of
USMR (it barely reached the vicinity of 59%). That’s why we proposed to consider
a regression between In(USM R) and a variety set of crossed variables from the 12
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Model Summary®

Model| R R |Adjusted| Std. Change Statistics Durbin-
Square R Error of R E df1|df2| Sig. F |Watson
Square | the | Square |Change Change
Estimate Change
1 8002 639 617 13,858 639| 28374 1] 16 000 2711

a. Predictors: (Constant), contraception use
b. Dependent Variable: USMR

Coefficients?®

Model Unstandardized |Standardized| t Sig. | 95,0% Confidence
Coefficients Coefficients Interval for B

B Std. Beta Lower Upper

Error Bound Bound

(Constant) 98,048 6,283 15606| ,000( 84,730| 111,367

15:2"“99“0" 2,506 487 -800|-5327| 000 -3629| -1,563

a. Dependent Variable: USMR

Fig. 3.3 Output of linear multiple regression model

Fig. 3.4 Output of the
regression of In(USMR) on
X1: Contraception* use of
improved water *Literacy
young women * stunted

Estimate Std. Error  t value Pr(=)t])
(Intercept)  4.546e+00 6.149e-02  73.928 < 2e-16 ***
X1 -2.198e-07  2.825e-08 -7.782 7.93e-07 ***

Signif. codes: 0 “**** 0.001 “*** 0.01 *** 0.05°.70.1°"1

Residual standard error: 0.1708 on 16 degrees of freedom
Multiple R-squared: 0.791, Adjusted R-squared: 0.7779

F-statistic: 60.55 on 1 and 16 DF, p-value: 7.927e-07

remaining ones. After a large numbers of attempts we succeed to reach the vicinity
of 80% of explanation by regressing /n(U5M R) on X| which is the crossed variable
resulting from the product of Contraception use, use of improved water, Literacy
young women and Stunted, see Fig. 3.4. Thus, the final resulting model is giving as

follows:

USMR = exp(4.546) x exp(—2.198 % 1077X)) +¢ 3.1

Thus, by acting simultaneously on these four variables contained in X; (Contra-
ception use, use of improved water, Literacy young women and Stunted), we can
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influence and control the infant mortality rate with a high percentage of 80%. Indeed,
the augmentation value of X entail a reduction in USMR.

3.4 Conclusion

Using descriptive statistics, statistics for decision (Pearson’s chi-squared test) and
multivariate analysis (Principal Component Analysis), we have graphically illus-
trated and pragmatically proved that USMR in Sudan is influenced by social determi-
nants of health like milieu (rural-urban), gender (boys-girls), education level, income
(as approximated by household assets) and territorial disparity between states. In par-
ticular, our study has shown that a large gap is found between states according to the
13 variables in general and especially in term of under-five mortality. As we indi-
cated in the introduction section, if Sudan is to be really considered as a pioneer in
terms of Health in All Policies, serious efforts must be devoted to reducing inaccept-
able heath inequalities by acting on social determinants of health. Furthermore, by
acting simultaneously on Contraception use, use of improved water, Literacy young
women and Stunted, we may reduce and control the under-five mortality rate. The
next Multiple Indicator Cluster Survey planned for 2019 (Sudan MICS19) could be
a first test.
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Chapter 4 ®)
The Environmental Health Role in Grectie
Reducing Non Communicable Diseases
Through a Healthy Lifestyle

Abdellatif Maamri and Souad Ben El Mostafa

Abstract The fight against noncommunicable diseases (NCDs) and their risk fac-
tors is one of the major challenges of sustainable development in the twenty-first
century. These diseases are emerging more and more in low- and middle-income
countries, including Morocco. This study examines the role of environmental health
in reducing noncommunicable diseases through a literature review of epidemio-
logical profiles of certain diseases such as type 2 diabetes and hypertension; and
identifying environmental risks. The results show that 80% of premature deaths due
to noncommunicable diseases could have been largely prevented by effective inter-
ventions aimed at reducing the level of exposure of individuals and populations to
risk factors, namely smoking, malnutrition, inactivity and the harmful consumption
of alcohol. In addition, strengthening health systems so that they can provide more
effective and equitable care to people affected by noncommunicable diseases will
reduce morbidity, disability and mortality by contributing to better health outcomes.
The 2018-2030 Montevideo NCD Roadmap, as a priority for sustainable develop-
ment, is the cornerstone of achieving Goal 3 of the SDGs on NCDs at the level of the
Sustainable Development Goals. Morocco, through its national multisectoral strat-
egy for the prevention and control of noncommunicable diseases, is participating to
this global effort to combat noncommunicable diseases, the results of which will be
predictable in the coming years.
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4.1 Introduction

Health is a major concern for sustainable development, as emphasized in Principle
I of the Rio Declaration on Environment and Development in 1992. “Human beings
are at the center of sustainable development concerns and entitled to a healthy life
and productive in harmony with nature”.

Despite the undeniable progress achieved in terms of public health in the last
decade, it is clear that the environment is becoming an increasingly strong determi-
nant of health and wellbeing. Environmental factors are responsible for a quarter of
human morbidity and mortality [48]. The interdependence between global develop-
ment, environmental degradation and health is a key issue confronting sustainable
development.

According to the World Health Organization (WHO) [52], NCDs are responsible
for 41 million of the 57 million deaths worldwide (71%). 15 million of these deaths
were premature (aged 30-70 years) in 2016.

In low- and middle-income countries, the burden remains heavy: 78% of deaths
are due to noncommunicable diseases and 85% of premature deaths.

There are environmental risk factors that contribute to NCDs. Thus, NCDs caused
by environmental risk factors are considered to be one of the major obstacles to
sustainable development. The fight against these risk factors is therefore one of the
major challenges facing the international community for a secure development in
the twenty-first century. Indeed, health can be at the origin of economic slowdown
(endemic malaria in African countries is predicted to cause a slowdown in economic
growth of up to 1.3% per year) [47]. The pollution of water, air and soil due to
nitrogen use is estimated to cost between 150 and 740 euros per person per year in
Europe. The degradation of water quality linked to excess nitrogen fertilizers and
pesticides used in agriculture costs more than one billion euros to French households,
or 215 € per person [1].

The implementation of prevention strategies can also be financially demanding
for governments, but also provide economic benefit through improving health to fos-
ter economic development. Using air quality as an example in the European Union
(EU), the EU’s air quality strategy will reduce the number of premature deaths per
year caused by fine particles and ozone from 370,000 in 2000 to 230,000 in 2020
[44] [This will result in annual benefits of around 42 billion euros which is more
than 5 times the cost of implementing the strategy estimated at 7.1 billion euros per
year and 0.05% of EU 25 GDP in 2010]. According to the WHO, Diabetes and heart
disease will cost China’s national income 558 billion US $ and India, 237 billion.
Between 2000 and 2030, the number of people living with diabetes will increase from
171 million to 366 million, including 298 million in low- and middle-income coun-
tries [33].

Today, there are 40 million annual deaths caused by noncommunicable diseases,
more than any other cause of death. Of these deaths, 15 million occur prematurely
in people aged 30 to 70, and 7 million occur in low- and middle-income countries.



4 The Environmental Health Role in Reducing Non Communicable Diseases ... 41

Diabetes is recognized as an important cause of premature death and disability. It
is one of four priority no communicable diseases (NCDs) targeted by world leaders in
the 2011 Political Declaration on the Prevention and Control of NCDs [51]. The dec-
laration recognizes that the impact of diabetes on health and wellbeing, as with many
other NCDs, can be largely prevented. This requires an approach that incorporates
evidence-based, affordable, cost-effective, and population-wide and multisectoral
interventions.

In Morocco, the situation is alarming; NCDs are the main cause of mortal-
ity, accounting for 80% of deaths [47]. Morocco’s rate of mortality due to NCDs
is among the highest in the EMRO region. The probability of dying between
30 and 70 years is 23%.

Morocco has experienced an epidemiological and demographic transition leading
to an increase in the burden of NCDs, in particular cancers (11% of deaths), diabetes
(12%), cardiovascular diseases (34%), communicable diseases, maternal, perinatal
and nutritional diseases (18%), chronic respiratory diseases (4%), trauma (7%), and
other noncommunicable diseases 14% [50].

The cost of managing these diseases is very high. According to the Comprehen-
sive Report on Compulsory Health Insurance (AMO) in 2012, 3% of NCD patients
consumed 50% of AMO expenses [50].

Among the Sustainable Development Goals (SDGs) [45] to be achieved in 2030,
three objectives (3.a, 4 and 5) are directly related to NCDs:

e Target 3.a: Strengthen in all countries, where appropriate, the application of Frame-
work Convention on Tobacco Control (FCTC).

e Target 4: Reduce by one-third, through prevention and treatment, the premature
death rate due to the absence of communicable diseases by 2030 and promote
mental health and well-being.

e Target 5: Strengthen the prevention and treatment of psychoactive drugs, including
narcotics and alcohol, for the treatment of drug addiction.

Additionally, the Montevideo 2018-2030 No communicable Disease Roadmap
[36] launched in 2017 is a commitment following agreement between world leaders
to reduce by one third premature deaths from non-communicable diseases by 2030
under the United Nations Sustainable Development Program.

4.2 Non Communicable Diseases in the Word

The definition of noncommunicable diseases (NCDs), also known as chronic dis-
eases, are diseases that are not transmitted from one person to another. They are of
long duration, generally evolve slowly and refer to incomparable affections. Chronic
diseases impact patients’ lifestyles and living conditions, but also the individual’s
psychosocial and emotional state.

The four main types of noncommunicable diseases are cardiovascular diseases
(heart disease and stroke), cancers, chronic respiratory diseases (such as chronic
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Fig.4.1 Distribution of noncommunicable diseases and number of deaths due to non-natural causes
(communicable diseases, NCDs and accidents) and their projections in 2030 [47]

obstructive pulmonary disease or asthma) and diabetes. Most are caused by environ-
mental factors including social determinants of health (Fig.4.1).

Non Communicable Diseases will make more and more deaths in the years to
come as confirmed by WHO [47]. These noncommunicable diseases will have their
frequencies exploded by 2030 in the different regions of the world as shown in the
projection above. In order to estimate the reported prevalence of chronic diseases
in Morocco, the 2017-2018 survey showed that 21.0% of the Moroccan population
suffers from at least one chronic disease with women more affected than men (24.9%
versus 17.1%). The Prevalence is higher in people aged 60 and older with 64.4%
[28].

In Morocco mortality from NCDs is the main cause of mortality. It is estimated at
80% according to WHO and premature mortality is estimated at 12%. This exceeds
the global average of 70% of deaths and places Morocco among the first countries
with high mortality from NCDs in the region of eastern Mediterranean, as illustrated
by the graph above (Fig.4.2). Cardiovascular disease is the leading cause of death
(Fig.4.3).

Berrahou [8] found a significant positive association between hypertension and
the following factors: higher age, higher BMI, duration of diabetes and illiteracy. In
Morocco, despite the fact that the prevalence of hypertension has slightly decreased
between 2000 (33.6%) and 2017 (29.3%) (Fig.4.4), hypertension continues to cause
enormous damage to health. Morocco has set a goal of reducing the prevalence of
high blood pressure by 10% by 2029 [29].

Diabetes continues its alarming increase worldwide. In Morocco, the prevalence
measured in the survey (2017-2018) was 10.6% (Figs.4.4 and 4.5), which has
increased significantly compared to 2000 (6.6%). Diabetes is one of four priority
NCDs in the 2011 NCD Prevention and Control Policy Statement. The global goal
for noncommunicable diseases is to bring down the rise of diabetes by the end of
2025 at its level of 2010. In Morocco, the 15% reduction of this increase is the goal
to be achieved by 2029 [29].
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Fig. 4.3 Causes of death in
Morocco due to
noncommunicable diseases

6%
CHRONIC

RESPIRATORY
DISEASES

38%
CARDIO

VASCULAR
ILLNESSES

80%

MORTALITY IN
MOROCCO

FROM NCDS

6%
DIABETES

Despite a slight decrease in the prevalence of hypertension between 2000 and
2017, efforts still need to be made to combat this scourge. On the contrary, the
prevalence of diabetes has increased exceptionally since 2000, doubling in 2017.
High prevalence is noted in women for both diabetes and hypertension (Fig. 4.6).
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M Prevalence of arterial hypertension (P52140and / orPD 290 mmHg and / or under treatment for

arterial hypertension)

m Prevalence of hyperglycemia (diabetes) or medication for hyperglycemia2 126 mg / dl

u Prevalence of hypercholesterclemia (2 190 mg / dl or under medication for

28,70%

hypercholesterolemia)

Proportion of people aged 40 to 69 with a cardiovascular risk greater than 30% over a 10-year

29,00% 29,90% 29,30%
2,1 0,60%
4006 11,70% g IO 10,50%
2% 5,50% 3.70% 4,90%
Urban Rural Average

Fig. 4.4 HTA, diabetes prevalence, hypercholesterolemia and cardiovascular risk in Morocco (data

from [29])
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4.3 Environmental Health

According to the WHO definition—Helsinki Conference—1994 “Environmental
health includes aspects of human health, including the quality of life, which are
determined by physical, chemical, biological, social, psychosocial and aesthetic of

our environment” [46].

It also concerns policies and practices for managing, controlling, and preventing
environmental factors that may affect the health of current and future generations,
whether local or global. For example, the air quality considers indoor air to planetary
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Fig. 4.6 Evolution of obesity prevalence in Morocco between 2000 and 2017 (W: Women, A:
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atmosphere—including the consequences of global warming. Hence, it is closely
associated with the notion of “public health”.

The notion of “environmental health” is a proactive and organized approach,
inscribed in the experience. The articulation of health with the environment under-
lines the continuity that link all living organisms together and the relationship
between them (Fig.4.7).

Worldwide, the mortality rate due to environmental factors is 23%. This represents
12.6 million deaths per year. All areas of the globe are affected by this phenomenon.
Southeast Asia and the Western Pacific region remain the WHO regions most exposed
to these environmental impacts [35]. In a study of 1,000 people [35], a quarter of
respondents reported having a chronic illness. The link between health and the envi-
ronment is established for 97% of respondents. It is a consistent result for executives,
workers and employees, but also for urban and rural populations. There is evidence
for an environmental link in 80% of people with chronic illness. For nearly 75%,
the primary cause is changing lifestyles (eating habits, sedentary lifestyle, lack of
sleep ...). The second cause highlighted is the degradation of the quality of the
environment. The aging of the population and social fragilities linked to people’s
economic situation are also contributing factors.

4.4 Healthy Lifestyle and Risk Factor

At the general population level, healthy living refers to the practices of various groups
within a population to support, improve, maintain or improve health status. At the
individual level, a healthy lifestyle is the individual practice of promoting better
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Fig. 4.7 Worldwide mortality related to environment factors (data from [35])

health, more simply, adopting a healthy lifestyle. For this, a person must have the
physical, mental and spiritual capacity to make healthy choices. The Integrated Pan-
Canadian Healthy Living Strategy focuses on healthy eating, physical activity, and
the effects of these factors on achieving a healthy weight [43].

WHO’s “First Global Ministerial Conference on Healthy Lifestyles” and “Non
communicable Disease Control” emphasized the role of multisectoral, national, inter-
national and behavioral actions to reduce the level of exposure of individuals and
populations to modifiable common risk factors like tobacco, unhealthy diet, physical
inactivity and alcohol consumption.

A risk factor is any attribute, characteristic or exposure of a subject that increases
the probability of developing a disease or suffering a trauma. The most important
risk factors for NCDs are, for example, underweight, high blood pressure, tobacco
or alcohol consumption, unsafe water, inadequate hygiene or sanitation.

Risk factors for NCDs often begin at the beginning of life and continue into
adulthood. However, there is evidence that prevention and treatment interventions
are needed to reverse the trend of the no communicable disease epidemic. The Global
Plan of Action for Noncommunicable Disease Control provides a roadmap of policy
options to be implemented between 2018 and 2023, focusing on modifiable and
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Fig. 4.8 Risks factors for NCDs 1-4: influence factors related to lifestyle; 5-socio economic
factors; 6-8: physiological health factors

common behavioral risk factors for NCDs that are related to the four avoidable
noncommunicable diseases [49] (Fig.4.8).

Studies have shown that four factors have a strong influence on the probability of
suffering from a NCD: physical activity, diet, tobacco and alcohol. By acting on these
four factors, we promote the health of the population and fight against NCDs. A study
published in Switzerland showed that the probability of survival of a person in the
next ten years was closely related to the interaction of four factors: physical activity,
diet, tobacco and alcohol. The combination of these four factors is comparable to a
10-year age difference: thus, a 65-year-old who has an unbalanced lifestyle has the
same chance of survival for the next ten years (67%) as a 75-year-old with a healthy
lifestyle (67%) [14].

Other factors include socio-economic factors (awareness, education and access to
services which are linked to income, social status and education level). This theme
is addressed in the chapter “Social and territorial inequalities in health”.

Environmental architectures that promote healthy lifestyle choices can decrease
risk factors associated with NCDs and thus decrease their prevalence.
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4.4.1 Fruit and Vegetable Consumption

Fruits and vegetables are important components of a healthy diet. Reduced consump-
tion of fruits and vegetables is linked to poor health and increased risk of noncom-
municable diseases. An estimated 3.9 million deaths worldwide in 2017 were due
to insufficient consumption of fruits and vegetables, of which 14% worldwide are
associated with gastrointestinal cancer each year, 11% with cardiovascular diseases
and 9% with cerebrovascular accidents [31].

As aresult, in the context of a healthy diet low in fat, sugar and sodium, the WHO
suggests consuming more than 400 g of fruits and vegetables a day to improve overall
health and reduce the risk of some noncommunicable diseases.

In Morocco, the STEPS survey on NCD risk factors 2017-2018 showed that the
study population consumes fruits 4 times a week while the consumption of vegetables
was 6 days per week (Fig.4.9).

Dietary habits compared to average consumption of other foods were also con-
sidered by the study.

Red or white meat is eaten on average 4.2 days a week. Eggs are consumed on
average 2.8 days a week and fish has been reported consumed 1.6 days a week on
average. Finally, non-alcoholic beverages and commercial fruit juices are consumed
on average one day per week (Fig.4.10).

In rehabilitating the quantities of vegetables and fruits consumed by Moroccans,
the survey showed that more than 76% of the population is below the WHO recom-
mendations (Fig.4.11).

In Europe, according to a recent study, 34.4% of Europeans over 15 years of age
do not consume any daily portion of fruit and vegetables and 85.7% of Europeans
do not meet the recommendations of 5 fruits and vegetables per day [31].

m Average number of days per week of fruit consumption

m Average Number of days per week of vegetable consumption

Man Women Urban Rural

Fig. 4.9 Consumption of fruits, vegetables and other foods in Morocco (data from [29])
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Fig. 4.10 Consumption of other foods in Morocco (data from [29])
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Fig. 4.11 Percentage of people who consume less than 5 servings of fruits and / or vegetables per
day in Morocco (data from [29])

4.4.2 Overweight and Obesity

The World Health Organization defines obesity as “an abnormal or excessive accu-
mulation of body fat that poses a risk to health”. The simplest calculation tool is
Body Mass Index (BMI inkg/m?).

Obesity and overweight are largely responsible for chronic diseases, especially
among women with a very high prevalence of obesity [9, 16]. Women have a signif-
icantly higher BMI than their male counterparts [9, 26, 41].

In the United States, the results of the 2015-2016 National Health and Nutrition
Survey indicate that 39.8% of adults aged 20 years or older reported being obese,
31.8% being overweight and 7.6% being severely obese [20].
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The problem of obesity is not a special issue of high-income countries; it also exists
in low- and middle-income countries, where 115 million people are affected by this
phenomenon. In Morocco, according to the survey of NCDs [47], 53% of Moroccans
are overweight and 20% are obese. Similarly, Atek [4] in his study conducted in
Algeria on 4746 subjects found that 66.5% of respondents are overweight and 30.1%
are obese. The same author found among 5343 screened subjects, 71.1% overweight
and 37% suffering from obesity in Tunisia.

Overweight and obesity are associated with multiple unhealthy health long life
health consequences.

Obesity is linked to an increased risk of hypertension, many NCDs (such as
diabetes, coronary heart disease, stroke and cancer).

Obesity is the most powerful factor predisposing to diabetes, especially in the
case of abdominal distribution. Obesity is able to induce or aggravate insulin resis-
tance, forcing the pancreas to hyper secrete permanently. Berraho [8], in a study of
525 people with type 2 diabetes in Morocco, found that around 74% of their target
population was either overweight (43%) or obese (31%). Oudghiri [37], working
on blood pressure in 151 women in Morocco, found a strong association between
hypertension and BMI/obesity in 81% of cases.

4.4.3 Physical Activity and Sedentarity

Physical activity is an important and variable component of total energy expenditure.
In contrast, physical inactivity refers to the lack of physical activity and is considered
the leading death factor in the world (6%).

According to the Epidemiological survey of prevalence of risk factors for non-
communicable diseases [29], the analysis of the percentage of the target population
does not reach the recommended amount of physical activity (150 min of moderate
physical activity per week or equivalent) concluded that 21.1% did not respond to
this recommendation. Women (26%) are more likely to have sedentary behaviors
compared to men (16.1%). The older the age, the more the tendency to sedentarity.
This percentage rose to 31.5% among those aged 60—69 and 49.3% among those
aged 70 and over (Fig.4.12).

Urbanization, the mechanization of work as well as that of transport and the nature
of leisure activities lead to a growing sedentary lifestyle. Urbanization is causing a
change in lifestyles with a sharp increase in the inactivity. In 2009, Africa surpassed
the billion inhabitants, of which 395 million (40%) lived in urban areas. In 2050, the
total population of African cities will rise to more than 1.23 billion inhabitants or
more than 60% of the population (Fig.4.13).

For Type 2 Diabetes (T2D), the reduction in physical activity is responsible for a
decrease in glucose uptake by the muscles and a strengthening of the phenomenon of
insulin resistance. Associated with the disappearance of the defenses of thermoregu-
lation [24], this situation creates an environment far away from that of the countrymen
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Fig. 4.12 Overweight and obesity prevalence in Morocco (data from [29])
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Fig. 4.13 Physical activity for Moroccans peoples (data from [29])

whose the way of life rests on the physical effort. As a result, the prevalence of T2D
is higher among urban dwellers than in rural areas [2, 34, 39].

The hypothesis of a close link between physical activity and the appearance of
some chronic diseases such as diabetes is based on epidemiological studies which
report, among other arguments, that populations who have abandoned the rural way
of life in favor of living in the city have seen an increase in the incidence of diabetes
[13]. Regular exercise associated with a balanced diet has long been considered the
cornerstone of prevention and treatment of type 2 diabetes [32].

Recognizing the potential role of physical activity promotion in the fight against
overweight, obesity and diabetes, the World Health Assembly in May 2004 adopted
the WHO Global Strategy for Food, physical activity and health [6]. In 2013, WHO
adopted Resolution WHA66.10, Global Action Plan for Non Communicable Dis-
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eases 2013-2020, which includes a set of goals to be achieved, including the promo-
tion of physical activity [2].

In type 2 diabetics, physical activity can improve their cardiovascular fitness,
increase their physical stamina, improve their glycemic control [11, 38], reduce
their insulin resistance, improve their lipid profile, lower their blood pressure and
maintain a healthy lifestyle and better weight control [5]. It can also reduce the cost
of treatment [40], improve quality of life and perceived well-being [7, 30] and reduce
the need for insulin in insulin-treated patients [3, 22].

Performed regularly and appropriately, passively [12, 19] or intense or moderate
cardiorespiratory [27], it is associated with a very significant reduction in cardio-
vascular mortality and overall mortality, evaluated between minus 39% and minus
70%. In high-risk groups, physical activity appears to reduce the risk of developing
T2D from 47 to 58%. This reduction in incidence seems to persist 10 years after the
initial intervention [17].

Aerobic exercise (walking, biking, jogging, etc.) and resistance exercise (with
weight machines or counterbalanced) are recommended for most people with dia-
betes. Walking is the most popular and easiest type of aerobic exercise for middle-
aged diabetics who are overweight or elderly. Resistance exercises strengthen lean
muscle mass [30] and bone mineral density [7], improving functional abilities and
preventing sarcopenia and osteoporosis [23].

Supervised exercise programs improve blood glucose control without a diet being
part of the program. These results are usually only obtained after a nutritional inter-
vention if the exercises are not supervised [15, 23].

The follow-up study of the European EPIC cohort shows for the first time that
promoting the fight against total physical inactivity regardless of BMI and waist
circumference can affect mortality [42]. It must be recalled, however, that the fight
against a sedentary lifestyle cannot replace moderate endurance exercises [18, 25].

A previously sedentary diabetic with limited exercise tolerance may be required
to progressively increase his/her level of physical activity by taking several short
exercise sessions (approximately 10 min) during a day [10, 23].

Adherence to different levels of physical activity is positively correlated with the
importance of social and psychological factors. The most important criteria are young
age, cultural level, lack of motivation barrier, perception of health performance [7,
30] and the desire to combat drug obesity [21].

4.4.4 Tobacco and Alcohol

Smoking, including smoked and non-smoking tobacco products, is currently one of
the major risks of some noncommunicable diseases, such as cancer. This burden
due to direct consumption as well as to indirect (secondary smoking). In addition,
two-thirds of noncommunicable diseases are linked to unhealthy behaviors: more
than 7.2 million deaths are attributable to tobacco each year (including exposure to
second-hand smoke). In addition, tobacco is the leading preventable cause of cancer.
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Smokers who die prematurely deprive their families of income, deteriorate their
health and slow their economic development.

In Morocco the survey of 2018, showed that 13.4% of the population 18 years and
older are currently tobacco users (24.6% of men and 0.6% of women). Compared to
the global prevalence of smoking in 2016 at people aged 15 and over, by the numbers
are 34% for men and 6% for women (Fig.4.14).

Alcohol consumption has a significant impact on health. In Switzerland, one in
eleven deaths is linked to alcohol. This mortality is mainly due to diseases (cirrhosis
of the liver, pancreatitis, cancers, cardiovascular diseases ...) as well as trauma
(accidents, suicides . . .) related to alcohol consumption.

4.5 Direct Cost of NCDs

The economic burden of NCDs in Morocco is very important. Indeed, 3% of the
population AMO who uses Long Term Affective Care (ALD) consumes 47.7% of
total expenditure. Moreover, 73% of the expenditures of the ALDs are consumed by
the four following conditions:

Chronic Final Renal Failure: 26.40%;
Malignant neoplasms: 24%;

Severe hypertension: 11.70%;
Diabetes type 1 and 2: 11%.
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Table 4.1 Household expenditures for the 4 NCDs (%) compared to total household expenditures
in Morocco [29]

Total Expenditure of the 4 NCDs 777 millions US$
Total household expenditures for the 4 NCDs 364 millions $US
Expenditures for the 4 NCDs as (%) of total health expenditure 13.9%
Household spending for the 4 NCDs (%) relative to total 12.2%

household expenditures

Household expenditures for the 4 NCDs (%) compared to 46.9%

total NCD expenditures

The costs of care for noncommunicable diseases quickly deplete household
resources. The exorbitant costs of these diseases, often with long and onerous treat-
ment and the loss of family support, drive millions of people into poverty every year
and stifle development.

In Morocco, household expenditures for the 4 NCDs (%) compared to total NCD
expenditures are almost 50% (Table4.1).

There is a strong link between poverty and noncommunicable diseases. The rapid
growth of noncommunicable diseases is expected to be an obstacle to poverty reduc-
tion initiatives in low-income countries, in particular because of rising household-
related health expenditures.

As a result, vulnerable and socially disadvantaged people get sick and die faster
than those at a higher social level, particularly because they are at greater risk of
exposure to harmful products, such as tobacco, poor eating habits and because they
have limited access to health services.

4.6 Prevention and Control of Noncommunicable Diseases
in Morocco

In 2013, a global plan of action for the prevention and control of NCDs 2013-2020
has been developed with 9 global targets and 25 indicators [49]. A framework for
action for the implementation of the United Nations Political Declaration on NCDs
has been put in place and which defines the commitments as well as the strategic
interventions of countries. The targets set by Morocco’s NCD country by 2029,
compared to WHO’s voluntary targets are as follows (Fig.4.15).

To control these diseases, it is urgent to promote healthy living and address the
main common risk factors and their underlying determinants. Critically: smoking,
poor diet, sedentary lifestyle and the harmful use of alcohol.

Addressing modifiable risk factors is not the only way to combat noncommunica-
ble diseases. Acting on the social determinants of health in Morocco is also essential



4 The Environmental Health Role in Reducing Non Communicable Diseases ... 55

Fig. 4.15 Global plan of action for the prevention and control of noncommunicable diseases 2019—
2029 in Morocco (data from [29])

to achieve the objectives of the Global Action Plan for the Prevention and Control
of Non Communicable Diseases 2019-2029 in Morocco (Fig.4.16).

For example, air pollution is to blame. It accounts for between one-quarter and one-
third of stroke-related morbidity, cardiovascular events, heart attacks, chronic lung
cancer and chronic obstructive pulmonary disease (COPD), and more pneumonia.
deaths in children. Thus, air pollution is also one of the main risk factors leading
to premature morbidity and mortality. In regions such as Asia, it is even the most
important risk factor. Interventions to improve air quality should target the entire
population.

There is a strong link between poverty and noncommunicable diseases. The rapid
growth of noncommunicable diseases is expected to be an impediment to poverty
reduction initiatives in low-income countries, in part because of increased household
spending on health. When financial resources are limited, the costs of care for non-
communicable diseases quickly deplete household resources. The exorbitant costs
of noncommunicable diseases, often associated with long and onerous treatment
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Fig. 4.16 Chronic diseases and risk factors related to the environment in Morocco

and the loss of family support, drive millions of people into poverty every year and
impede development [52].

In addition, vulnerable and socially disadvantaged people get sick and die faster
than those of higher social status, especially because they are at greater risk of being
exposed to harmful products such as tobacco, poor eating habits and their limited
access to health services.

4.7 Conclusion

In Morocco, the results of the national survey on NCD risk factors 5 transcribe the
growing burden of NCDs and their Risk factors indeed:

29.3% are hypertensive;

10.6% are diabetic and 10.4% are pre-diabetic;

11.7% of Moroccans aged 18 and over smoke tobacco;

92.9% never used alcohol for life and 1.7% use alcohol currently;

21.1% have a low level of physical activity;

76.3% do not meet international consumption recommendations five servings of
vegetables and fruits a day;

e 53% are overweight and 20% are obese;

e 10.5% have high blood cholesterol.
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The negative impact of noncommunicable diseases on individuals and society
is certain. To mitigate this, it is necessary to set up a global and integrated sectoral
approach involving different departments (health, finance, transport, education, agri-
culture, planning, solidarity . ..), to reduce the risks associated with these diseases
and to promoting interventions to avoid and combat them.

To do this, it is important to invest in better management of noncommunicable
diseases, based on detection, detection and treatment.

The implementation of the Global Action Plan for Non Communicable Disease
Control 2013-2020, with its nine targets for the prevention and care of Non Com-
municable Diseases, remains one of the safe and effective ways to combat against
this scourge of public health and reach the target of sustainable development goals
of a decrease of one third by 2030.
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Chapter 5
The Growing Trend of Noncommunicable | o
Diseases in Arab Countries

Wiam Boutayeb

Abstract Being the leading cause of death worldwide, noncommunicable diseases
are of the main health challenges of the 21st century. Beside the toll of death, these
chronic diseases burden individuals, families and the whole society. Following eco-
nomic, demographic and geographic transitions most of Arab countries are facing an
increasing trend in noncommunicable diseases. Mortality caused by these diseases
is greater than 70% of all deaths in 12 countries. Moreover, premature death caused
by these diseases reaches 20% in 33% of Arab countries. Risk factors like raised
blood pressure, unhealthy diet, smoking, obesity and physical inactivity are well
known to contribute to the increasing trend of noncommunicable diseases. Action
on social determinants of health such as gender, economic status, education level,
marital status can reduce simultaneously the burden of noncommunicable diseases
and avoidable/unacceptable health inequalities between different categories of Arab
populations.

5.1 Introduction

One of the biggest challenges currently facing humanity is noncommunicable dis-
eases (NCDs) which are sweeping the entire globe, with an increasing trend in devel-
oping countries [5]. Aware of this challenge, the World Health Organisation and the
United Nations are trying to convince governments and health decision makers to act
on risk factors behind the increasing prevalence of NCDs. In September 2011, at the
United Nations General Assembly in New York, a political declaration was made to
strengthen global and national responses to prevent and control NCDs [12, 15]. As
stressed by the Assistant Director-General of the World Health Organisation (WHO)
in her forward to the NCDs country profile 2018, “e human toll of noncommunicable
diseases is unacceptable. These diseases are the leading causes of death worldwide
and carry a huge cost that extends beyond health to trap people in poverty, deny them a
life of dignity, undermine workforce productivity, and threaten economic prosperity”
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[16]. According to data released by the World Health Organisation, noncommunica-
ble diseases caused 71% of the world’ 57 million deaths that occurred in 2016, with
15 million premature deaths (30-70 years). Nearly 80% of deaths and 85% of pre-
mature deaths caused by NCDs occurred in Low- and middle- income countries. The
costly and prolonged care of NCDs in low-and middle-income countries often divert
the scarce family and societal resources to medical care. Consequently, the lower
socio-economic groups have greater prevalence of risk factors, higher incidence of
disease and higher mortality [4, 8, 16]. Among the targets fixed for NCDs in the
2030 Agenda for Sustainable Development Goals [13], a global target of a 25% rel-
ative reduction in overall mortality from the four major noncommunicable diseases
(cardiovascular diseases, cancers, diabetes, and chronic respiratory diseases). Other
targets are devoted to the reduction of risk factors including both metabolic risk fac-
tors (raised blood pressure, raised blood glucose and obesity) and behavioural risk
factors (tobacco, alcohol, physical inactivity, salt/sodium intake, unhealthy diet).

5.2 Noncommunicable Diseases in Arab Countries

Most of Arab countries have high rates of noncommunicable diseases. Mortality
caused by these diseases is greater than 70% of all deaths in 12 out of 17 countries
with available data. The 17 countries may be classified into three main groups: a
first group (Lebanon, Tunisia, Egypt, Bahrain and Morocco) with mortality caused
by NCDs higher than or equal to 80%, a second group (Jordan, UAE, Algeria, Saudi
Arabia, Kuwait, Libya and Oman) with mortality caused by NCDs between 70%
and 80%, and a third group (Yemen, Iraq, Sudan and Syria) with mortality caused by
NCDs between 40 and 60%. People living in Lebanon are more than twice likely to
die from noncommunicable diseases than their counterparts living in Syria (Fig.5.1
and Table5.1).

Noncommunicable diseases cause also high rates of premature deaths in Arab
countries, with more than 33% of countries experiencing a premature death caused by
noncommunicable diseases higher than 20%. There are large gaps between countries,
showing that a Yemeni person is, in average, nearly three times more exposed to
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Fig. 5.1 Percent of mortality caused by NCDs and premature deaths in Arab countries
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Table 5.1 Mortality caused by noncommunicable diseases and premature death

CVDs % | Cancers % | CRD % Diabetes % | NCDs % | Risk of premature death from
NCDs (30-70 years) %

Algeria 36 13 3 4 76 M: 15 F: 13 Total: 14
Bahrain 18 16 3 14 83 M: 11 F: 12 Total: 11
Egypt 40 13 4 3 84 M: 32 F:24 Total: 28
Iraq 27 11 2 4 55 M: 25 F: 18 Total: 21
Jordan 37 12 3 6 78 M: 23 F: 16 Total: 19
Kuwait 41 15 3 3 72 M: 19 F: 15 Total: 17
Lebanon |47 16 4 5 91 M: 20 F: 15 Total: 18
Libya 35 12 3 4 72 M: 24 F: 16 Total: 20
Morocco | 38 14 4 6 80 M: 13 F: 11 Total: 12
Oman 36 11 2 8 72 M: 19 F: 15 Total: 18
Qatar 27 16 1 9 69 M: 16 F: 14 Total: 15
Saudi 37 10 3 3 73 M: 18 F: 14 Total: 16
Arabia

Sudan 28 6 3 2 52 M: 28 F: 24 Total: 26
Syria 25 9 2 1 45 M: 25 F: 19 Total: 22
UAE 40 12 5 5 71 M: 17 F: 15 Total: 17
Tunisia 44 12 4 5 86 M: 20 F: 12 Total: 16
Yemen 33 6 4 2 57 M: 33 F: 28 Total: 31
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Fig. 5.2 Premature deaths caused by NCDs in Arab countries by gender

premature death than a Bahraini person (Fig.5.1 and Table5.1). Differences may
also be seen within each country, but disaggregated data is not available. The average
percent of premature deaths is slightly higher in men (21%) than in women (16.5%)
(Fig.5.2 and Table 5.1). The difference between men and women is greater than 5%
in 8 countries and reaches 8% in three countries (Egypt, Libya and Tunisia). The Chi
square test indicates that gender difference is not statistically different.
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in Arab countries

Cardiovascular diseases are prominent in all Arab countries and mortality caused
by these diseases is over 40% in three countries (Lebanon, Kuwait and Egypt).
However, the range between the highest level of mortality (47% in Lebanon) and the
lowest level of mortality in Bahrain (18%) indicates a ratio of 2.6. Except in three
countries (Sudan, Syria and Yemen), cancer is killing between 10 and 20% of people
living in Arab countries. Once more, a large gap is seen between the highest level of
mortality caused by cancer (16% in Bahrain, Lebanon and Qatar) and the lowest level
of mortality caused by cancer (6% in Sudan and Yemen) (Fig.5.3 and Table 5.1). The
trend of diabetes prevalence is increasing in Arab countries. According to the 2017
data released by the International Diabetes Federation (IDF), the number of people
with diabetes (20-79 years) in Middle East & North Africa will increase by 110%
between 2017 (39 Million) and 2045 (82 Million). Countries of the Gulf are among
the countries with the highest diabetes age-adjusted (20—79) comparative prevalence
(Saudi Arabia 17.7%, EAU 17.3%, Bahrain 16.5%, Qatar 16.5% and Kuwait 15.8%)
[11]. In a previous paper dealing with the rise of diabetes prevalence in the Arab
region, it was indicated that human development was highly correlated with diabetes
prevalence [6]. As indicated by Fig.5.3 and Table 5.1, diabetes is killing in average
more than 5% of people in the Arab region. The difference is, however, ranging from
1% in Syria to 14% in Bahrain.

Chronic Respiratory Diseases (CRD) are the fourth killer among noncommuni-
cable disease in Arab countries, ranging from 1 to 4% (Fig.5.3 and Table 5.1).

5.3 Risk Factors

The four main noncommunicable diseases discussed in the previous section, namely,
CVDs, cancer, diabetes and chronic respiratory diseases have acommon denominator
which is the risk factors. Indeed, smoking, high blood pressure, obesity and physical
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Table 5.2 Risk factors of noncommunicable diseases in Arab countries

Raised blood | Raised blood Smoking (%) | Obesity adults |Physical
pressure (%) glucose (%) 18 or + (%) inactivity (%)

M I|F [T MI|F [T MI|F [T [M|F |T M I|F |T

Algeria [22 |21 [22 |10 |11 |11 [31 | 1 [16 |19 [34 [27 [25 [39 |32
Bahrain |18 |14 [16 | 9 | 8 | 9 [38 | 5 |27 |25 [36 |29
Egypt |22 |23 [23 |14 |18 |16 [49 | 0 [25 |22 |40 [31 |22 [38 |30
Traq 20 [19 (19 [13 [14 |13 21 [34 |27 (37 |64 |50
Jordan [19 |14 [16 |13 |14 |13 27 40 (33 |10 |13 |10
Kuwait |20 |13 [18 |15 |15 [15 [40 | 3 |24 [33 [44 |37 [60 |73 |65
Lebanon |23 |17 [20 |14 |11 [13 |41 |26 [33 |27 [35 [31 |40 [33 |36
Libya (23 |19 |21 |13 [14 |14 25 [39 (32 |29 [40 |34

Morocco|24 |24 |24 |13 |12 |13 |48 1 |24 |19 |32 |26 |20 |31 |25
Oman 17 |15 |16 7 8 |8 16 0 |12 |20 |31 |23 |27 |38 |31
Qatar 16 (12 |15 (13 |13 |13 |29 1 |22 |32 |42 |34 |30 |46 |34
Saudi 21 |16 |19 |15 |14 |14 |26 2 |16 |31 |41 |35 |44 |64 |52
Arabia

Syria 21 |19 |20 |11 |13 |12 19 |32 |26

UAE 15 9 |13 8 9 8 |38 1 |29 (27 |39 |30 |36 |46 |38
Tunisia |23 |22 |23 |12 |13 |12 |66 1 {33 |19 |35 |27 |25 |33 |29
Yemen |23 |22 |23 8 7 8 |28 7 |17 |10 |18 |14

inactivity are indicated, at different levels, as risk factors in the four classes of NCDs.
Moreover, these risk factors are seen to affect people worldwide with an increasing
tendency [5]. In the Arab countries, these risk factors have high and sometimes very
high rates (Table 5.2).

5.3.1 Blood Pressure

Hypertension or raised blood pressure constitutes a major risk factor for many non-
communicable diseases, including stroke, coronary heart disease and chronic kidney
disease. Heart failure, peripheral vascular disease, renal failure, retinal hemorrhage,
visual impairment, stroke and dementia (23) can all be caused by complications of
uncontrolled hypertension. The World Health Organisation has fixed a global target
of 25% relative reduction in the prevalence of raised blood pressure by 2025 [18].
Decision makers in the Arab countries should be really concerned with the reduc-
tion target fixed by WHO. Indeed, raised blood pressure affects 20% of the Arab
population in average, slightly higher in men (20.5%) than in women (14.5%) and
with large gaps between countries ranging from 9% in UAE to 24% in Morocco for
women and from 15 to 24% for men in the same countries (Fig.5.4 and Table 5.2).
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Fig. 5.5 Obesity by gender in the Arab countries, 2016

5.3.2 Obesity

Nearly 30% of the Arab population is suffering from obesity but large differences
are seen between countries and between men and women. As illustrated by Fig.5.5,
women (35.75% in average) are more obese than men (23.5% in average) and the
gap between. More precisely, obesity in women ranges from 18% in Yemen to 44%
in Kuwait while in men, it varies from 10 to 33% in the same countries.

5.3.3 Smoking

Smoking in the Arab countries presents a particular feature since, except in Labanon,
the percent of smoker women is very low while the percent of men smokers reaches
40% in Kuwait, 41% in Lebanon, 48% in Morocco, 49% in Egypt and jumps to 66%
in Tunisia (Fig.5.6).
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Fig. 5.6 Smoking by gender in the Arab countries, 2016

5.3.4 Physical Inactivity

Physical activity lowers the risk of stroke, diabetes, hypertension, depression and
other diseases. Compared to people who do at least 30 min of moderate-intensity
physical activity most days of the week, insufficiently active people have an increased
risk of all-cause mortality [18]. Stressing the role of physical activity for well-being
and good health in its physical and mental aspects, the Sixty-sixth World Health
Assembly in 2013 adopted a global target of a 10% reduction in levels of physical
inactivity by 2025 [18]. As in the majority of countries in the world, Arab people are
doing less and less physical effort. Iraq and Countries of the Gulf exhibit the higher
levels of inactivity while Jordan appears as the country largely the most active. In all
countries, women (43% in average) are less active then men (31% in average) but
there is a huge gap in physical inactivity between countries, showing a ratio of six
or nearly six between men and women living in Kuwait and their counterparts living
in Jordan (Fig.5.7).

5.4 Social Determinants of Health and Multimorbidity

During the last two decades, social determinants of health and health equity have
known an important development [9]. In 2005, the World Health Organization
launched the WHO Commission on Social Determinants of Health which deliv-
ered its well-known report in 2008 under the title “Closing the gap in a generation:
health equity through action on the social determinants of health”. Defined as the
conditions in which people are born, grow, live, work and age, including the health
system, social determinants of health are seen to be responsible for unfair and avoid-
able health inequalities within and between countries [10]. In 2011, the Rio Political
Declaration on Social Determinants of health adopted by heads of government, min-
isters and government representatives, stressed that health equity should become part
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Table 5.3 The 2011 Rio Political Declaration: five Action areas on SDH
1 Adopt better governance for health and development
2 Promote participation in policymaking and implementation
3 Further reorient the health sector towards promoting health and reducing health
inequities
Strengthen global governance and collaboration

5 Monitor progress and increase accountability

of agovernment’s social and health agenda [17]. For pragmatic strategies in countries,
five action areas on social determinants of health were proposed (Table 5.3)

In 2014, a technical report of the WHO Eastern Mediterranean region analysed
health iniquities in selected countries of the region. Inequalities were described and
analysed between and within selected countries according to many health indica-
tors, including life expectancy, infant and under-five mortality, stunting, coverage of
skilled birth attendance, antenatal visits and place of birth. An important finding was
that socioeconomic factors together contributed to 60-75% in inequities in skilled
birth attendance at delivery [19] (Fig.5.8).

In order to foster pragmatic action on SDH by national governments, international
organizations, and civil society and considering the needs of key indicator users, an
interdisciplinary working group (WG) was established by WHO and its Canadian
partners, the Public Health Agency of Canada (PHAC), and the Canadian Institutes of
Health Research—Institute of Population and Public Health (CIHR-IPPH) in 2016.
The working group proposed a core set of the 15-20 selected indicators [14].

Many Arab countries are engaged in the multidimensional transition (economic,
demographic, epidemiological and geographical) which is boosting increases in mul-
timorbidity of depression and mental diseases, cardiovascular diseases, diabetes, can-
cer and respiratory diseases among the whole population but with the highest burden
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Fig. 5.8 Contribution of socioeconomic factors in skilled birth attendance Source WHO-EMRO
[19]

among the least disadvantaged individuals or subpopulation. A previous review on
multi-morbidity of noncommunicable diseases and health equity in the WHO Eastern
Mediterranean region showed that socio demographic and socioeconomic variables
were found to be associated with multimorbidity. Generally, older age, female gen-
der, low education and low income people were seen to be likelier to suffer from
multimorbidity [7].

A 6-month registry (Gulf RACE), conducted in six countries of the Arabian gulf
in 2007 found that, in the Arab Middle East, patients with acute coronary syndrome
(ACS) are about a decade younger compared to their counterparts in developed coun-
tries and have a higher prevalence of diabetes, hypertension [20]. Between January
2012 and January 2013, the Gulf COAST registry allowed collecting exhaustive data
on patients with confirmed acute coronary syndrome (ACS) from 29 hospitals in
four countries: Bahrain, Kuwait, Oman and United Arab Emirates (UAE) [2, 3, 21,
22]. In a previous study using data of the Gulf COAST registry, Al Ali et al. [1]
showed how diabetes is affected by social determinants of health like gender, coun-
try of residence, education level, marital status and work status. Among the 4061
patients enrolled in the Gulf COAST registry with diagnosed ACS, more than half
of them had diabetes (53.26%), with type2 diabetes representing 99%. The mean
age was slightly lower in the Gulf registry (60.35 years and 60 years) than in the
subpopulation of diabetics (61.97 years and 62 years). The average duration of dia-
betes was 12.7 years (£ SD:12.73). Although women represented only 33.59% of
patients with ACS, the proportion of women with ACS and diabetes was 40.59%.
Consequently, the prevalence of diabetes is higher in women (64.3%) than in men
(47.64%) (Fig.5.9). This difference is statistically significant (p-value < 0.0001).

The same study [1] found that nearly 80% of diabetes were obese (39.17%) or
overweight (38.77%). Again, women (51.56%) were much more affected by obe-
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Fig. 5.10 Prevalence of diabetes by education, marital status and country

sity than men (31%). As indicated by Fig.5.10, a steepest gradient was seen in
the prevalence of diabetes by level of education, marital status and country of resi-
dence. Indeed, education level shows a gap between post graduate (40%), secondary
(50.1%), below secondary (51.6%) and no school (57.2%). Disaggregation accord-
ing to marital status follows a similar trend of inequality between divorced/separated
(36.11%), single (45.16%), widowed (53.53%) and married (53.96%). Finally, ter-
ritorial disparity also indicates a clear difference between Oman (45.59%), Bahrain
(54.17%), UAE (55.62%) and Kuwait (60.76%). The difference is highly significant
(p-value < 0.001) in the three cases.

Exception is given by work (full or part-time) (52.95%) or no work (53.71%)
showing no significant difference in the prevalence of diabetes.

5.5 Conclusion

Noncommunicable diseases are one of the biggest challenges currently facing
health decision makers in Arab countries. Action on both behavioural risks fac-
tors (unhealthy diet, smoking, salt, alcohol, physical inactivity) and metabolic risk
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factors( raised blood pressure, raised blood sugar, obesity) are needed to halt the
increasing trend of noncommunicable diseases and consequently to reduce mortal-
ity and especially premature mortality caused by these diseases. Action on social
determinants of health like gender, economic status, territory, education level and
residence (rural-urban) should contribute to the reduction of noncommunicable dis-
eases as well as the reduction of heath inequalities. Health equity analysis shows
that, beside a relatively high prevalence of diabetes in the Gulf countries, there is a
disparity according to different social determinants of health. This highlights clearly
the crucial need of action on SDH and calls health decision makers in these countries
to reorient their action by taking women, no educated and married people, as more
exposed to diabetes and hence necessitating more attention. Urgent and efficient
actions on social determinants of health are needed to stop (and ideally to reverse)
the incredible increasing trend of NCDs in Arab countries. This conclusion agrees
pragmatically with a widespread global recognition that “reducing health inequities
is an ethical imperative and that social injustice is killing people on grand scale”
[10].
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Chapter 6 ®)
Magnitude of Overweight, Obesity oo
and Physical Inactivity as Risk Factors

of Major Non-communicable Diseases

in North African Countries

Slimane Mehdad, Souad Benaich and Nezha Bouhaddou

Abstract Over the past two decades, overweight, obesity and physical inactivity
have been recognized as major risk factors of numerous non-communicable diseases.
Their prevalence reached alarming rates among all age-groups, particularly in Low-
and Middle Income Countries. In North African countries, available data from official
reports released by the WHO, UNICEF and national authorities, as well as research
articles (PubMed, Sciencedirect, Scholar Google), published between 2000 and 2018,
showed that overweight prevalence in children aged 0-5 years ranged from 1.2 to
14.0%. Among children and adolescents, the prevalence of each of overweight and
obesity ranged from 6.3% to 32.5%, and from 2.4% to 9.3%, respectively; while
in adults it ranged from 30.0% to 65.4% and from 10.0 % to 35.7%, respectively.
Physical inactivity prevalence ranged from 14.6 to 45.8% among adults aged 18 years
and older, and from 79.3 to 90.6% among children and adolescents. The prevalence
of overweight, obesity and physical inactivity is high in North African populations
especially among females. Appropriate interventions are urgently needed to promote
physical activity and healthy lifestyle, and to reduce the economic and health burden
of overweight and obesity among both children and adults according to a multi-
sectoral, multi-disciplinary, and culturally relevant approach.

6.1 Introduction

Obesity has become one of the most serious public health issues of the twenty-first
century. It has reached epidemic proportions worldwide and its implications regard-
ing both physical and economic health are rising continuously [21]. The global obe-
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sity prevalence has nearly tripled over the last four decades. In 2016, overweight and
obesity prevalence among adults aged 18 years and over was 39% and 13%, respec-
tively, and more than 18% of children and adolescents aged 5-19 were overweight
or obese [56]. The increasing prevalence of overweight and obesity is associated
with emergence of many comorbidities including cardiovascular diseases, hyper-
tension, diabetes, dislipidemia, musculoskeletal disorders, asthma, sleep apnea, low
self-esteem, psychological problems, and some cancers [31, 44]. Many studies have
demonstrated the strong association between overweight and obesity and several
major non-communicable diseases (NCDs), and the main pathological events seen
in obesity such as chronic low-grade inflammation due to increased leptin levels and
oxidative stress are primarily responsible for the development of these diseases [4].
The insufficiency of important organ systems like blood vessels due to increased fat
mass in overweight and obese individuals contributes also to the NCDs [7]. Thus,
overweight and obesity are among the leading risk factors of morbidity and prema-
ture mortality. It is estimated that at least 35.8 million of global disability-adjusted
life years are caused by overweight and obesity, and that 2.8 million people die
each year as a result of being overweight or obese [56]. Overweight and obesity
result from many contributing factors, including individual factors such as genet-
ics and behavior (dietary patterns, physical activity, inactivity, medication use . . .).
Other obesogenic factors like food and physical activity environment, education and
skills, and food marketing and promotion have resulted in increased prevalence of
overweight and obesity [59]. However, the energy imbalance between calories con-
sumed from foods and beverages and calories expended in normal body functions
and through physical activity remains the main cause of overweight and obesity [56].
Given their health and socioeconomic negative impacts, overweight and obesity have
gained traction for vital prevention and treatment efforts over the last few years all
over the world [59]. However, their prevalence is increasing in both developed and
developing countries, and the effects of this attention on the disease burden and the
associated health care costs remain uncertain [36]. As in many developing coun-
tries, the North African countries (Algeria, Egypt, Libya, Mauritania, Morocco, and
Tunisia) are experiencing a steady increase in overweight and obesity prevalence due
to rapid dietary changes, with increased intake of energy-dense foods, and decline
in physical activity among all age groups [5, 17, 21]. Despite their current alarming
trends, and recognition of the potential rise in obesity-related diseases, there is little
evidence of proper diagnosis, treatment and/or prevention of overweight and obesity
in these countries [1]. Accordingly, an analysis of overweight and obesity preva-
lence and physical inactivity as contributing factors across several countries may
provide useful insights into the extent of the problem over time and inform policy
and programme interventions to address the challenge in North African countries.
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6.2 Overweight and Obesity

6.2.1 Definitions

WHO defines overweight and obesity as abnormal or excessive fat accumulation that
may impair health [56]. These conditions are classified based on body-mass index
(BMI) calculated by mass as measured in kilograms divided by the square of height
measured in meters (kg/m?). For adults (individuals above the age of 18 years), over-
weight is defined as having a BMI between 25 and 30kg/m?; and obesity is defined
as having a BMI greater than or equal to 30kg/m>. For children and adolescents
(individuals under the age of 18 years), classification of overweight and obesity is
based on growth references (sex-specific BMI-for-age charts and tables). The main
growth references commonly used to assess children weight status are: International
Obesity Task Force (IOTF) [8], Centers for Disease Control and Prevention (CDC)
[28], and 2007 WHO [35].

6.2.2 Prevalence of Overweight and Obesity in North African
Countries

6.2.2.1 Prevalence Among Preschool Children

Overweight and obesity among preschool children in North Africa has increased
rapidly in the past three decades. Using the WHO standards, the estimated preva-
lence and trends of combined overweight and obesity among children aged 0-5 years
in this region in 1990, 2000, 2010 and 2020, were 6.1%, 10.3%, 17.0% and 26.6%,
respectively [11]. Although there are some surveys on overweight and obesity preva-
lence among preschool children in this region, the majority of the published papers
was not based on nationally representative samples and was more focused on specific
areas in their respective country. Available data indicate that overweight prevalence
among children aged 0-5 years in Algeria, Egypt, Libya, Mauritania, Morocco and
Tunisia ranged from 1.2% in Mauritania to as high as 14.0% in Egypt (Table6.1).
Being obese was least prevalent in Egypt (3.7%) and highest in Tunisia (11.6%).

6.2.2.2 Prevalence Among Children and Adolescents

Currently childhood obesity is one of the major health issues worldwide. There is
evidence that childhood obesity leads to adult obesity and predisposes individuals to
an increased risk of morbidity and mortality. Its prevalence in children and adoles-
cents has increased substantially worldwide in recent decades [56]. The estimated
prevalence of childhood overweight in North African countries ranged from 6.3%
in Tunisia to as high as 32.5% in Egypt (Table 6.2). Similarly, the lowest obesity
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Table 6.1 Prevalence of overweight and obesity among preschool children aged 0-5 years in North
African countries

Country Date of | Sample | Age Prevalence of overweight Prevalence of obesity References

survey | size (year)

Total Males | Females | Total Males | Females

Algeria 2012 0-5 124 12.9 12.0 [46]
Egypt 2014 3871 0-5 11.8 3.7 [41]
Libya 2003 7232 0-5 13.9 12.9 [15]
Mauritania | 2000 0-5 3.8 3.9 3.7 [47]

2012 0-5 1.2 [54]
Morocco | 2004 5381 0-5 17.8 13.2 5.1 [15]
Tunisia 2006 0-5 5.6 72 [15]

2011 1335 4-6 9.1 11.6 [15]

Table 6.2 Prevalence of overweight and obesity among children and adolescents in North African
countries

Country Date of | Sample | Age Prevalence of overweight Prevalence of obesity References
survey | size (year)
Total Males | Females | Total Males | Females
Algeria 2011 4532 13-15 | 13.7 10.9 16.3 32 3.0 3.4 [50]
2013 <20 21.7 30.0 7.1 15.3 [34]
2015 5-19 31.2 30.0 13.9 12.4 [46]
Egypt 2011 2568 13-15 | 325 30.7 34.1 7.0 6.8 7.1 [51]
2014 5179 11-17 | 31.4 9.3 [29]
2013 <20 315 39.5 12.7 14.4 [34]
Libya 2007 2242 13-15 | 26.0 234 28.7 8.2 7.6 8.7 [48]
2013 <20 325 41.7 14.5 22.1 [34]
Mauritania | 2010 2063 13-15 | 225 17.6 28.0 3.0 1.8 43 [34]
2013 <20 5.7 14.2 2.8 3.8 [34]
2014 2028 11-17 | 243 34 [29]
2018 10-19 2.0 5.0 [55]
Morocco | 2016 6745 13-17 | 139 10.7 17.8 3.0 2.7 33 [53]
2015 1818 12-18 7.7 7.2 83 34 2.8 3.9 [13]
2014 5756 11-17 | 16.6 3.6 [29]
2013 <20 225 25.9 7.9 9.1 [34]
Tunisia 2011 1335 6-12 19.7 5.7 [39]
2013 <20 17.7 234 42 42 [34]
2011 1529 9-12 6.3 2.4 [29]
2001 1569 11.6 16.1 2.7 3.7 [18]
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prevalence was observed in Tunisia (2.4%) and the highest was observed in Egypt
(9.3%). The higher prevalence rates of overweight and obesity in North African
children and adolescents, especially Egyptian ones, may be indicative of nutrition
transition marked by an over-nutrition [9, 19] as well as an improved socioeconomic
status, which have been found previously to be associated with increased sedentary
behavior [45], and overweight and obesity [25].

6.2.2.3 Prevalence Among Adults Aged 18 Years and More

There is considerable disparity in overweight and obesity between North African
countries. The two countries with the highest adult overweight and obesity prevalence
rates are Egypt (63.0 %, and 35.7% respectively), and Libya (65.4 %, and 30.8%
respectively) (Table 6.3). Overall, overweight and obesity prevalence is higher among
women than men. The gender differences in being overweight and obese have been
well documented. Indeed, women generally have a greater proportion of body fat, and
are more likely to acquire fat subcutaneously and on their lower extremities because
their bodies are more adapted to store fat linked to biological factors involved in
reproduction [37]. The childbirth experience increases also the likelihood of obesity
[10]. Thus gender is an important social factor contributing to overweight and obesity
as well as a biological marker [20]. These higher prevalence rates of overweight and

Table 6.3 Prevalence of overweight and obesity among adults aged 18 years and more in North
African countries

Country Date of | Sample | Age Prevalence of overweight Prevalence of obesity References
survey | size (year)
Total Males | Females | Total Males | Females
Algeria 2010 >20 48.2 41.8 54.5 17.5 10.7 24.3 [38]
2015 25-64 | 46.7 36.3 53.6 16.6 8.9 21.6 [61]
Egypt 2013 >20 712 79.4 26.4 484 [34]
2015 16671 | 15-59 343 25.7 26.4 50.3 [30]
2017 6680 | 15-69 |63.0 53.8 74.1 35.7 24.8 48.8 [57]
Libya 2010 >20 65.4 60.4 71.0 30.8 21.5 413 [38]
2013 >20 70.6 71.0 30.2 57.2 [34]
2009 3590 |25-64 |63.5 57.5 69.8 30.5 21.4 40.1 [58]
Mauritania | 2013 >20 21.4 55.7 6.4 27.6 [34]
2014 30.0 25.0 36.0 10.0 6.0 14.0 [61]
2015 25-64 | 46.6 31.8 59.4 20.9 8.6 31.5 [61]
Morocco | 2013 >20 54.7 52.8 18.1 20.9 [34]
2013 30.8 34.7 8.2 26.8 [24]
Tunisia 2005 5343 | 35-70 51.7 71.1 37.0 133 [12]
2013 >20 31.7 57.5 15.3 12.8 [34]
2010 >20 55.9 475 64.2 23.8 13.9 334 [38]
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obesity shown in the Table 6.3 indicate that it is time to confront this growing public
health problem decisively. North African countries must implement fully the WHO-
recommended strategies and interventions to tackle overweight and obesity.

6.3 Physical Activity

6.3.1 Definitions

Physical activity is defined as any body movement produced by skeletal muscles
action that increases energy expenditure [60]. It comprises all activities, including
physical exercise, performed at any intensity and during any time of day or night. The
estimates of physical activity level are obtained using questionnaires on frequency,
duration and intensity (light, moderate, and vigorous) of all physical activities during
a typical week. Based on the compendium of physical activities [2] and the com-
pendium of physical activities for youth [40], physical activities are assigned MET
(metabolic equivalent of task) values as follow:

e Moderate-intensity recreational sports are assigned an average MET value equiv-
alent to 4 MET.

e Slow walking, normal-pace walking and brisk walking are assigned MET values
of 2.8, 3.5 and 4.5 MET, respectively,

e Vigorous-intensity physical activity and sports (including stair climbing, jogging,
running, bicycling, self-defense, weight training and soccer, basketball, handball
and singles tennis) are assigned an average value of 8 MET.

The total energy expenditure in MET-min/week is estimated from intensity, duration
and frequency of activity. Individuals are subsequently categorized into physically
active or inactive based on total physical activity cut-off scores of 1680 MET-
min/week (60 min/d x 7 d/week x 4 MET), corresponding to 1 h of daily moderate-
intensity physical activity [3]. Furthermore, there are two levels of physical inac-
tivity. The first one “inactive” defined as “doing no or very few physical activity at
work, at home, for transport or in discretionary time”. The second one “insufficiently
active” defined as “doing some physical activity but less than 150 min of moderate
intensity physical activity or 60 min of vigorous-intensity physical activity a week
accumulated across work, home, transport or discretionary domains” [16]. Despite
extensive use over 4 decades, physical activity questionnaires have shown limited
reliability and validity. The accurate measurement of physical activity has become
possible through standardized instruments/devices which record low intensity activi-
ties typical of sedentary lifestyle, and provide consistent biological meaning to light,
moderate, and vigorous exercise [43].
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6.3.2 Health Benefits of Physical Activity

There is a general consensus that regular and adequate levels of physical activity
is likely to protect from excessive fat accumulation and obesity-related diseases
including hypertension, coronary heart disease, stroke, diabetes, breast and colon
cancer, and depression. Physical activity can also improve mood, sleep quality, and
self-esteem, as well as reducing risk of stress, dementia and Alzheimer’s disease [60].
Moreover many Authors have suggested that physical activity has arole in increasing
resting metabolic rate (which constitutes 60—75% of the daily energy expenditure)
and has a positive effect on body composition [27]. In contrast, physical inactivity has
been considered as the fourth leading cause of mortality worldwide (6% of deaths).
Indeed, people who are physically inactive have a 20-30% increased risk of all-
cause mortality compared to those engaged in at least 150 min of moderate-intensity
physical activity per week, or equivalent. In addition, approximately 21-25% of
breast and colon cancers, 27% of diabetes and approximately 30% of coronary heart
disease are attributable to physical inactivity [60].

6.3.3 Prevalence of Physical Inactivity in North African
Countries

6.3.3.1 Prevalence Among Adults Aged 18 Years and More

Latest estimates of the WHO indicate that globally 32% of women and 23% of
men aged 18 years and more were insufficiently physically active in 2016. Although
health consequences of physical inactivity are well known, the global prevalence of
insufficient physical activity did not experience a significant improvement over the
past 15 years (28.5% in 2001 vs. 27.5% in 2016) [52]. Data on population-based
physical activity in the North African countries are very limited. Table 6.4 presents
physical inactivity prevalence among North African adults aged 18 years and more.
It summarizes data from World Health reports and Survey data, and information from
research articles published in academic journals. Overall, the prevalence of physical
inactivity (less than 600 metabolic equivalent (MET) minutes per week, or less than
150 min of moderate activity per week, or less than 60 min of vigorous activity per
week) was as low as 14.6% in Tunisia and as high as 45.8% in Libya (Table 6.4).
Women were found to be more likely than men to be insufficiently active in all
countries. Women’s rates of physical inactivity are alarmingly high, particularly in
Libya (54.4%), Algeria (49.2%), and Mauritania (47.6%). Overall, the prevalence of
physical inactivity among North African adults was higher than the global average
(27.5%) reported by the WHO in 2016 [52]. The high levels of physical inactivity
among this population are mainly due to a shift away from occupational and domestic
activities requiring heavy manual work to the service sector and high technology work
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Table 6.4 Prevalence of physical inactivity among adults aged 18 years and more in North African
countries

Country Date of |Sample |Age Prevalence of physical inactivity | References
survey size (year)
Total Males Females
Algeria 2015 4102 15-64 40.7 325 45.8 [61]
2014 >20 40.5 319 49.2 [38]
Egypt 2012 5300 15-64 32.1 233 42.0 [26]
Libya 2014 >20 45.8 37.3 54.4 [61]
2009 3579 25-64 439 36.0 51.7 [26]
Mauritania | 2003 2726 43.8 40.0 47.6 [26]
2016 18+ 39.0 34.0 45.0 [55]
Morocco | 2011 2610 18+ 16.5 9.4 242 [33]
2011 2620 18+ 38.7 [14]
Tunisia 2003 >20 359 31.5 40.3 [61]
2008 4332 18-69 14.6 11.0 18.2 [22]

that requires little energy expenditure [32]. Likewise, lack of physical activity during
leisure time and increase in using passive transport modes [60].

6.3.3.2 Prevalence Among Children and Adolescents

There are few available data on physical activity at the national level in the North
African countries, particularly among children and adolescents. Table 6.5 presents
the prevalence of physical inactivity in this Region using data of the Global School-
based Student Health Surveys (GSHS). The proportions of physically inactive youth
ranged from 79.3% in Algerian to 90.6% in Egyptian. Males were less likely to
be physically inactive than females as reported previously [6, 60]. Because of the
aforementioned limitations of physical activity questionnaires, the GSHS could over-
estimate the prevalence of physical inactivity. For instance a study on physical activ-
ity prevalence among 669 Moroccan adolescents aged 15-19 years indicated that
21.1% of participants were found to be physical inactive (8.6% of boys and 32.9%
of girls) [23]. Another recent study on objectively measured physical activity and
sedentary time among Moroccan children and adolescents (mean age = 10.92 +
1.55 years,) using a triaxial accelerometer (Actigraph) found that 38.8% of partici-
pants reached the recommended moderate and vigorous physical activity levels (>
60 min/day) and boys were 8 times more likely to meet this recommendation than
girls [6]. Thus using various formats of physical activity questionnaire and standard-
ized instruments/devices in studies aiming to estimate physical inactivity prevalence
make interpretation and comparison between the countries, and even in the same
country, a difficult task. Nevertheless, high proportions of North African children
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Table 6.5 Prevalence of physical inactivity among children and adolescents in North African
countries

Country Date of |Sample |Age Prevalence of physical inactivity | References
survey size (year)
Total Males Females
Algeria 2011 4532 13-15 79.3 68.5 89.0 [49]
Egypt 2006 5249 13-15 90.6 [42]
2011 2568 13-15 83.5 71.0 89.7 [49]
Libya 2007 2242 13-15 83.9 79.0 89.2 [49]
Mauritania | 2010 2063 13-15 83.7 78.5 89.1 [49]
Morocco | 2010 2924 13-15 82.6 [42]
2016 6745 13-17 89.0 86.5 91.8 [49]
Tunisia 2008 2870 13-15 81.5 [49]

and adolescents did not meet the recommended levels of moderate and vigorous
physical activity (=60 min/day) required for promoting health and preventing dis-
eases. The high prevalence of inactivity in this age-group represents a major public
health concern in the region.

6.4 Conclusions and Perspectives

Over the last decades, North Africa region has experienced rapid dietary and lifestyle
changes that have lead to growing overweight and obesity prevalence among all age
groups, coupled with a resulting increase in the prevalence of non-communicable
diseases. Despite a lack of definite evidence to demonstrate a causal relationship,
there is enough certainty that physical inactivity is associated with overweight and
obesity. Many studies showed significant correlation of overweight and obesity with
insufficient physical activity all over the world, including North African countries. In
addition, physical inactivity prevalence and levels of sedentariness reached alarming
rates, particularly among children and adolescents. This requires immediate action,
and efforts should be made to increase levels of physical activity, especially among
young people. There were substantial variations across North African countries. The
baseline of comparative and updated information on the magnitude of obesity and
overweight as well as physical inactivity provided in this chapter may help health
policymakers to set up appropriate interventions to tackle risk factors of overweight
and obesity and associated chronic diseases. Such interventions should be primar-
ily focused on nutrition education, physical activity and healthy lifestyle among all
age-groups. Studies using harmonized methods, rigorous analytic techniques and a
deeper examination of context are needed to design appropriate interventions aiming
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to address overweight, obesity and physical inactivity, as societal challenges, accord-
ing to a population-based, multi-sectoral, multi-disciplinary, and culturally relevant
approach.
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Chapter 7 ®)
Herbal Medicine in Chronic Diseases Gouck ko
Treatment: Determinants, Benefits and

Risks

Souad Ben El Mostafa and Abdellatif Maamri

Abstract Phytotherapy as a branch of traditional medicine is one of the most popular
remedies in developing countries. Many pharmacological studies have shown the
effective effects of some plants in curing or preventing some diseases, such as diabetes
and high blood pressure. Herbal medicine is appreciated for several reasons related to
the region. In Morocco, it is adopted by a large segment of the population, dominated
by women, illiterates and rural residents who are geographically isolated and where
poverty is more pronounced. In the absence of political commitment, inappropriate
use of plants can lead to serious or even fatal adverse reactions. Efforts have to
be made to regulate the sale of these products, qualify service providers and raise
consumer awareness.

7.1 Introduction

Used since ancient times, traditional practices treatment for some diseases are receiv-
ing increasing attention in the context of care health provision and health sector
reform. Authorities, healthcare professionals and general population are struggling
to ensure safety, effectiveness, quality, availability, preservation and future develop-
ment of this type of health care [34].

According to the World Health Organization (WHO), traditional medicine (MT)
is defined as “the sum of all knowledge, skills and practices based on the theories,
beliefs and experiences of different cultures, whether or not they are explicable, and
which are used in the preservation of health, as well as in the prevention, diagnosis,
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improvement or treatment of physical or mental illnesses” [35]. It integrates, as a
result, both drug therapies involving the use of herbal medicines, parts of animals
and/or minerals and non-drug therapies such as Chinese acupuncture, manual or
spiritual therapies [34].

The practice of traditional medicine can vary greatly between countries or regions.
It is influenced by factors such as culture, history and attitudes. It is widespread in
developing countries and it’s called complementary or alternative medicine (MC) in
developed countries where the care system is based mainly on allopathy.

Among the different traditional practices and beliefs, WHO recalls that herbal
medicine remains the most popular. This is common in many countries, particularly
in Africa, Asia and America [5].

In Africa, more than 80% of people use traditional medicines and pharmacopoeias
to deal with health problems. It is practiced in order to maintain a good health, to
prevent or treat diseases, especially chronic ones [3, 15, 20, 24, 35]. The failure
of conventional pharmaceutical treatments, the high incidence of adverse effects
associated with them caused by their association, their high cost and sometimes the
insufficiently health infrastructures, particularly in developing countries, have an
impact on a large part of the population worldwide to use traditional or complemen-
tary medicines [1].

Thanks to its rich culture and diverse flora, Morocco is one of the Mediterranean
countries with a long medical tradition and know-how based on medicinal plants.
It has a large area of wild aromatic and medicinal plants (PAM) which amounts to
311 862 ha [22]. These plants take part in the national economy. The annual average
revenue of the PAM sales is 5.3 million dirhams for an annual quantity of 33,000
tons. WFPs also provide alternative income to local communities and generate in
average some 500,000 working days/year [23].

7.2 Herbal Medicine in the Treatment of Chronic Diseases

Several ethnobotanical studies carried out throughout the kingdom of Morocco stress
on the importance of herbal medicine in the Moroccan population. The rate of medic-
inal plants utilization for the treatment of chronic diseases in general and diabetes in
particular (Figs.7.1 and 7.2) is significant. Similar results are observed in neighbor-
ing countries, including Algeria and sub-Saharan Africa [5, 13, 16, 19, 21, 25, 26,
37, 40].

Tafilalt region (south-east of Morocco) seems to be an excellence pol for the
practice of phytotherapy. Empirical knowledge has been transmitted verbally over
generations and has been enriched by a strategic geographical location between North
Africa, the Sahara and the Sahel, as well as historical events and miscegenation of
Amazigh, Jewish and Saharan civilizations and Arab-Muslim [7].



7 Herbal Medicine in Chronic Diseases Treatment: Determinants, Benefits and Risks 87
gy N o
(Tafilalt)
Central morocco _ 76
Eastearn Morocco _ 67,51

0 20 40 60 80 100
%

Fig. 7.1 Use of medicinal plants for chronic diseases

70
60

61
52 53.6

50 43
40
30
20
10

0

Central Morocco South of Morocco West of Morocco  North Eastearn
(Fes) (Tafilalt) (Rabat) Morocco

Fig. 7.2 Use of medicinal plants by diabetics

However, according to the latest national survey on common risks of no com-
municable diseases [30], the role of traditional medicine in the treatment of chronic
diseases is not well demonstrated. The results show that only 3.4% of hypertensive
people has already consulted a traditional healer to treat their HTA and 5.3% use tra-
ditional medicine without significant difference between the two sexes or between
urban and rural areas. Similar values are recorded for diabetics, with values with 5%
and 4.9% respectively for those who have ever visited a healer and those who are on
traditional therapy. At this level, significant gender and area of residence differences
are seen. Women use more traditional remedies and rural citizen are more likely to
consult healers (Fig.7.3).
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Fig. 7.3 Hypertensive who have already visited a healer (a), hypertensive who use traditional
medicine (b), diabetics who have already visited a healer (c) and diabetics who use traditional
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7.3 Demographic and Socio-economic Characteristics
of Medicinal Plants Users

Although the data provided by the different surveys are not always ready to be com-
pared and unclear for some parameters, some facts need to be highlighted. Indeed, the
majority of ethnobotanical and ethnopharmacological studies undertaken throughout
the kingdom show that herbal medicine is adopted by the entire population, regard-
less of age and level of education, with higher rates of use from adult and illiterate
people [9, 13, 18, 26, 27, 37, 40]. According to the same sources, women seem to
be more concerned with the use of medicinal plants (Fig.7.4). This female predis-
position, with is also confirmed by the recent Ministry of Health survey [20] can be
explained by the fact that women make better use of medicinal properties to relieve
the pain of their children and preserve the health of their families trying to avoid
heavy material loads, sometimes required by the doctor and the pharmacist [8, 10,
25, 27, 32, 36, 37, 40].
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7.4 Reasons Behind Herbal Medicine’s Adoption

For several reasons which often associated, herbal medicine is adopted as alternative
or complementary medicine to drug treatment. Actually, access to health is open
to the entire Moroccan population and even more poorest one, to whom the state
provides free primary care. However, geographical isolation areas, limited mean of
transport, of healthcare infrastructures and human resources are against the satisfac-
tion of health needs [6]. The case of Tafilalt region (South—East of Morocco) is a good
example. Apart from culture and tradition, this region dominated by rural municipal-
ities 109 against 16 urban has the highest poverty rate in the country 21.2% against
8.9% nationally, a negative gap of 12.3 points [31]. The ratios of inhabitants per doc-
tor and per nurse remain relatively high compared to national averages (Table7.1).
World Health Organization considers that it’s unlikely that countries with less
than 23 health professionals (doctors, nurses and midwives) per 10,000 population
will achieve adequate coverage rates for primary health care interventions [33]. It
is therefore obvious that the population of such a region is looking for other care

Table 7.1 Doctors and Nurses resource in the Draa-Tafilalt Region [29]

Draa Tafilalt region National average
Inhabitants/general doctor 9951 7326
Inhabitants/specialist doctor 8887 3838
Inhabitants/nurse 1158 1091
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alternatives especially herbal medicine which is easily accessible and widely rooted
in its traditions.

In addition, chronic diseases require to follow a set of mandatory requirements
to avoid daily discomfort and resulting complications. Oral antidiabetic drugs, for
example, are effective in reducing blood glucose, but are often unable to maintain
glucose levels around normal values. In such situation, some patients are sensitive
to any cure or remission hope and can easily adopt the herbal medicine [17]. It is
also pointed out that the seniority of diabetes is a favoring factor to search for other
treatment alternatives, especially herbal medicine [36] of which effectiveness has
been appreciated by the majority of its users [2, 21, 25, 26].

7.5 Pharmacological Properties of Medicinal Plants:
Case of Antidiabetic Plants

There are about 500,000 species of plants on earth of which 80,000 have medicinal
properties and more than 1,200 are inventoried as antidiabetics and are used for their
hypoglycemic and antihyperglycemic properties [4, 28]. Some species are considered
as a source of the development of antidiabetic medicines. It is the case of metformin
which owes its discovery to Galega officinalis. The main popular in Morocco are
presented in Table 7.2.

In fact, Plants accumulate secondary metabolites which represent an important
source of molecules usable by man in particular in pharmacological field [11]. Most
of them are promising, but only a small number has been subject of experimental
studies and their actions are highlighted [19].

Table 7.2 List of some most used antidiabetic plants in Morocco [11]

Scientific names Vernacular arabic names
Trigonella foenum-graecum Halba
Artemisia herba-alba Chih
Citrullus colocynthis Hanlel
Olea europaea Zitoun
Salvia officinalis Salmiya
Coriandrum sativum Lkosbr
Nerium oleander Defla
Marrubium vulgare Merriwa
Allium sativum Toum
Prunus amygdalus Louz Imar
Ziziphus lotus Nbag
Urtica dioica Lhariga
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Table 7.3 List of some plants with multiple activities

Activity Plants References
Antidiabitic and Capparis spinosa [14]
Hypolipidemiant

Calamintha officinalis Artemisia herba alba

Rosmarinus officinalis, Ajuga iva [12]

Trigonella foenum-graecum

Antidiabitic and Hypotensive | Olea europaea, Salvia officinalis

Lavandula dentata, Origanum compactum

Pistacia lentiscus, Tetraclinis articulata

Nigella sativa, Arbutus unedo

Eugenia caryophyllata, Centaurium Erythraea

Several active ingredients have the ability to generate a hypoglycemic action
whose mechanism can be different according to the plants. Among the main con-
stituents there are polysaccharides, peptides, alkaloids, glycopeptides, triterpenoids,
amino acids, steroids, flavonoids, phenols, coumarins, inorganic ions and guanidine.
Some of them are actually hypoglycemic and may have therapeutic potential, while
others produce only hypoglycemia as a side effect of their toxicity, particularly liver
toxicity [21]. As the case of conventional oral antidiabetic drugs, these molecules
stimulate insulin secretion, increase insulin sensitivity, inhibit intestinal absorption
of glucose or reduce its production by the liver. It is also stated that effect of a
medicinal plant is never the result of a single substance, but rather an interaction of
several molecules [10]. Therefore, an entire plant has properties superior to those of
its constituents. The same plant can also be used to treat different diseases. This is the
case of some species with antidiabetic, hypolipidemic and/or hypotensive activities
(Table 7.3). These results should improve the use of medicinal plants and their total
extracts in modern herbal medicine.

7.6 Risks Related to the Traditional Use of Plants

Traditional practices of plants that do not respect the rules of use often threatens
the consumers quality of live. In Morocco sale of medicinal plants, authorization to
exercise this profession and quality control of herbalist are not regulated. Majority of
the providers (Herbalists, Aatars, healers) are aged with a very low education level
[3, 13, 16, 25, 26, 40]. In addition, the female trend combined with a high rate of
illiteracy may be behind the strong ignorance of toxic potential plants [13, 26].
Interactions between plants and conventional drugs can also produce negative
effects such as digestive disorders [21] or a decrease in the effectiveness of treatment
that worsens the patient’s state of health [39]. Unfortunately, some studies have shown
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that a large proportion of patients associate herbal medicine with drug treatment [5,
16] (Fig.7.5).

The problem is further aggravated by the uncontrolled spread of recipes of medic-
inal plants through social networks, radio... Botanically different species may have
the same vernacular name and misuse of plants can be caused by false identification.
In its report of 2017, the Moroccan anti-poison center (CAPM) indicates that defi-
ciency of multisectorial involvement, existence of an informal sector, traditional use
of treatments, lack of herbalists training or lack of control throughout the chain from
production to sale constitute the causes of any intoxication. If doses are exceeded,
use of plants can lead to serious intoxication, a risk of complications and even pre-
mature death. 197 cases of plant poisoning were recorded in 2017 [38], this number
is undeniably inferior to reality.

7.7 Conclusion

Since the 2000s, herbal medicine has known a real expansion throughout the world.
Thanks to extensive ethnobotanical and pharmacological research, several species
are identified and recognized as having promising effects to cure or prevent certain
diseases, including diabetes and hypertension.

In Morocco, the use of medicinal plants is linked to tradition, culture and/or
individual needs. This therapy is adopted by a female-dominated population with
illiterates and adults tendency. The geographical isolation associated with a high
poverty rate also seems to be a determining factor for the practice and adoption of
this therapy. In the absence of legislation on medicinal plants, the inappropriate use
of plants by such a vulnerable population may lead to serious or even fatal adverse
effects. Rigor is required and efforts has to be made to regulate sale of these products,
qualify their service providers and raise public awareness of uncontrolled plant use
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dangers. Accessible and easy to understand information is essential to guide the
consumer in his choices.

At the same time, research evaluating the benefit/risk ratio of medicinal plants
and clinical studies must be enhanced in order to take advantage of the different
virtues of herbal medicine without fear of sometimes dangerous side effects. To this
end, WHO encourages the intensification of scientific research and recommends the
evaluation of the safety and efficacy of herbal medicines with a view to standardizing
their use and integrating them into conventional care systems. It also requires better
communication between providers MT/MC, allopath and patients and the provision
of scientific information and advice to the general public [34]. In this way, traditional
medicines with assured quality, safety and efficiency are proving to be involved in
achieving the goal of giving access to care to all people [35].
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Chapter 8 ®)
Artificial Intelligence in Oncology oo

Saber Boutayeb and Anass Majbar

Abstract Cancer is a very challenging disease. The medical treatment of cancer
has to face the ability of cancer cells to develop a multiple resistance mechanism.
Artificial intelligence is the simulation of human intelligence processes by machines
in order to perform tasks normally requiring human intelligence, such as decision-
making or visual perception. The artificial intelligence in healthcare could improve
disease diagnosis, management, and the development of effective therapies. We will
focus in this chapter on how artificial intelligence is becoming a reality in oncology
daily practice.

8.1 A Brief Presentation of Cancer

Cancer is a very smart subversive process. Cancer cells are the results of several
conditions:

e Genetic abnormalities that lead to a specific phenotype characterised by an illimited
ability of cellular division, an insensitivity to the control signals, the capacity to
create its own vascular signal and to develop distant colonies called metastasis,

e The ability to escape from the vigilance of the immune system. This phenomenon
is called immunotolerance.

The cancer cells express normal antigens that are present in the normal cells including
those related to the Human Leukocyte Antigen (HLA) system that permit to the
immune cells to recognise the “non soi” but also many others antigens involved in
the capacity acquired by the cancer cells. We know also that the carcinogenesis is
a very dynamic process and that the antigen expression on the cancer membrane
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cell is in perpetual change. This particularity is the fruit of new acquired mutations
[11]. In 2000s, fundamental cancer research discovered how the cancer cells interact
actively with the immune system in order to inhibit his reaction [6]. In clinical
practice, some clinical symptoms are considered as alarming and conduct to clinical
work up (radiology, endoscopy and biology). The diagnosis of the solid cancers is
based on anatomopathology. The examination by the microscope of tumour samples
leads to the diagnosis of cancer. But the exact determination of the cancer subtype is
mainly based on the study of the surface antigens by immunochemistry. The major
progress made in the biology of cancers was the genome sequencing. Actually, by
using modern techniques of genomic, an exact genotyping of each cancer is possible.
Major efforts are also done by the scientists in order to correlate these genomic
abnormalities to the corresponding proteins expression and by the way to know their
exact role. The prognosis and cancer treatment differ basing on the clinical situation.
In the localised disease, the goal is to cure. The local therapies such surgery and
radiotherapy are the base of treatment. Systemic therapies are used in addition in
order to lower the risk of relapse [6, 11]. Whereas the majority of metastatic situations
are considered as palliative. Systemic therapies are the principal therapeutic weapons
[6]. The specific systemic therapies are divided into:

e Chemotherapies

e Hormonotherapies

e Biotherapies or targeted therapies
e Immunotherapies

The follow up is constituted by physical, radiological and biological examinations.
According to their results, doctors discuss the treatment plan adaptations [6].

8.2 The Pre « Artificial Intelligence Period >

Artificial intelligence (AI) is the simulation of human intelligence processes by
machines in order to perform tasks normally requiring human intelligence, such as
decision-making or visual perception. The pre “artificial intelligence” period started
in the 1990s and was characterised by:

1. The mechanisation and the standardisation of reasoning and process decision
[20, 24, 28]: The therapeutic decision in oncology is a multidisciplinary process
involving the three major therapeutic specialities (surgery, medical oncology and
radiotherapy) supported by the diagnostic specialities such radiology. Each deci-
sion should be based on the highest level of evidence-based medicine. The highest
level is obtained by phases 3 randomised comparatives trials and meta-analysis
comparing two or more interventions (either drugs, surgery or radiotherapy...)
The different medical options for diagnosis, treatment and the follow up of each
type of cancer are organised under the form of guidelines. The development of
each guideline needs an extended systematic review of literature and is the com-
pilation of algorithms. These algorithms are developed by the major scientific
societies and updated at least one time a year.
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2. The wide use of computers and software in oncology [20, 24, 28].
The modern medicine has left the written medical observation for the computer
medical files. Moreover, oncologists are used to use software to calculate scores
and evaluate risks of recurrence.

3. Big data [20, 24, 28].
Both the fundamental and the clinical have generated a large volume of data.
The big jump in technology lead to a better knowledge of cancers with a pre-
cise molecular and genetic characterisation. At the same moment, the number of
clinical trials has literally exploded.

The challenge was, of course, to use these big data to accelerate the drug development
and their efficacy. But moreover, to shift the paradigm by personalising the cancer
treatments.

8.3 The Current Applications of AI and Futures Trends

8.3.1 Precision Medicine

The principle of precision medicine is that treatments will be tailored to the genetic
changes in each person’s cancer. Currently the majority of patients are treated
depending on the type of cancer, its size, and whether it has spread or not. But
an emerging concept of targeted therapies is rapidly growing [24]. The development
of molecular characterisation has permitted a novel classification based on the exis-
tence of driving mutations which are targeted by specific biologic therapies. Epithe-
lial Growth Factor Receptor (EGFR) mutations and Anaplastic Lymphoma Kinase
(ALK)-rearrangements were the first molecular alterations in lung adenocarcinoma
-discovered in 2004 and 2007, respectively- that were shown to confer sensitivity
to specific targeted therapies, namely tyrosine kinase inhibitors. Nowadays, around
25-30. The use of third generation of EGFR inhibitors or second generation of ALK
inhibitors lead to median survival around 4 years versus 1 year with classic chemo
[14, 18, 23].

Beyond lung cancers, in the future, each patient at the diagnosis, will have a
complete tumoral genome sequencing. His data will be compared at the worldwide
level in order to start to most adapted treatment according to the results of clinical
trials [24]. The follow up and the evaluation of treatment efficacy will be done by
non-invasive technics such as liquid biopsies in order to anticipate the mechanisms
of resistance developed by the tumors [24]. In the same way, the drugs toxicities will
be managed by comparing the personal data to the huge amount of data collected
over the world.
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8.3.2 Screening in Oncology

Not all cancers can be screened. The screening needs a routine non-invasive test
with high sensibility and sensitivity in order to avoid both false positive and false
negative results. In daily practice, screening is recommended in few cancers (breast,
cervix, colon and prostate). For example, the screening of breast cancer is based on
mammography. Screening with mammography is considered effective in reducing
breast cancer—related mortality. In many countries, the mammography is read by two
radiologists [3, 25]. In context of shortage of health practitioners, automation can
relieve some of the burden on radiologists. But more interesting, it seems according
the data from clinical trials that the detection accuracy of the algorithm exceeds all of
the recommended performance standards for human radiologists [15]. The future of
screening will be based also on detection of the lowest levels of circulating tumour
DNA, which is commonly found in those with early-stage cancers [1, 8]. Moreover,
in a context of routine use of whole genome sequencing in the future, the predictive
strategy will allow adapting the screening procedures to the personal risk of cancer
[1, 8.

8.3.3 Surgery

Within the field of surgical oncology, the adoption of artificial intelligence has been
slower compared to other disciplines, probably because of the complex and extreme
variability of the interactions with human tissue, and also the lack of awareness or
understanding of the potential capabilities of computational approaches in surgical
practice [17].

However, there were many advances in the surgical field that will inevitably
improve the large adoption of artificial intelligence in the near future. First, surgery
has become more dependent on technology in the last three decades. From the adop-
tion of laparoscopy and then robotic surgery, the improvement in medical imaging
techniques, image processing with 3D reconstructions, the wide use of electronic
health records to capture medical data including per and postoperative monitoring
of patients, and the development of very large surgical databases. All these improve-
ments allowed access to a huge quantity of medical data that could be characterized
as big data, containing complex patterns that may extend beyond the physician’s abil-
ity to use traditional data processing techniques such as regression and multivariate
analysis for their interpretation [12, 19].

Surgery involves complex decisions including, for example, about the indication
for surgery and the surgical technique, the optimal timing for surgery, or the choice
between radical versus organ—preserving surgery [17]. Additionally, patients and
colleagues expect surgeons to quickly and accurately inform about potential adverse
events, the probability for major complications and mortality or risk of cancer recur-
rence after surgery [17]. These complex assessments are beyond the capabilities of
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most surgeons [17]. In this context, big data associated with artificial intelligence
may help surgeons to overcome these challenges and improve the decision-making
process [26]. The most basic application of the big data concept in this context is the
creation and exploitation of large clinical databases more than 15 years ago in the
USA, followed later on by many other countries in Europe [10, 26]. For example,
a recent study used data from the American College of Surgeons National Surgical
Quality Improvement Program to explore a novel approach to quantify procedural
complexity with the use of a machine learning analysis of the way surgical proce-
dures are described to estimate the inherent risk associated with each procedure. Their
hypothesis was that the association between clinical terms and risk can be learned
in an entirely data-driven manner without any previous knowledge and extrapolated
to inferences about a broad range of surgical procedures. In the exploratory phase,
authors used data from 2005 to 2009 to train the model in order to determine the
association between Current Procedural Terminology and mortality, morbidity, seri-
ous complications, and surgical-site infection and to produce an algorithm capable
of generating procedural risk scores. Then, they tested it using the National Surgical
Quality Improvement Program data from 2010. They found that the support vector
machine approach achieved a greater level of discrimination for determining surgical
complications compared with other measures of procedural complexity [27]. More
recently, Corey et al. used machine learning models to identify high-risk surgical
patients. These authors used automatically curated electronic health record data to
train machine learning tools that would predict patients at high risk of postoperative
complications. The model created was able to predict postoperative complications
better than human experts and the National Surgical Quality Improvement Program
calculator, which is a widely used pre-surgical risk prediction model [9]. Similarly,
other studies found that machine learning outperformed logistic regression in the
prediction of complication for individual patients [2, 13].

Future systems should integrate pre- and intra-operative data, biochemical, radi-
ological and sequencing data to generate algorithms capable to accurately predict
patients outcomes from expected duration of stay to personalized complication pro-
file and oncologic outcomes at the touch of a button which would result in improved
clinical decision support and better post-surgical care outcomes [21]. Furthermore,
a larger scale collaboration between national and international databases would con-
tinually improve the accuracy of created algorithms and enhance decision making
for cancer patients. In this regard, an artificial intelligence ‘colleague’ could become
in the future a valued member of the surgical multidisciplinary team [17].

Within the operating room, there are many innovations in progress that would
enhance surgery precision and increase patients’ security. One example would be
Intelligent digital assistants. Apple’s Siri, Amazon’s Alexa, Microsoft’s Cortana,
Google Now and other virtual assistants have become a firm part of everyday life.
They do not only answer user questions via speech but also provide information
autonomously and user-oriented. These systems hear and reply in native tongue
using a friendly voice and combine the user’s available data automatically with
contextual knowledge of linked databases [16]. The medical version of intelligent
digital assistants would provide an instant verbal interaction to queries, augmented
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and live overlay of anatomy, resection margins, and vital structures by amalgamating
preoperative imaging with the real surgical image [7, 16, 17]. These assistants would
control all the operating theatre environment, including lights, insufflation pressures,
temperature, table tilt and height, and by using artificial intelligence, automatically
change these setting according to the surgical team, procedure, patient and per-
operative events [17].

With the development of driverless cars, the idea of autonomous surgical robots
might seem like the next step for artificial intelligence and surgery. Autonomous
robotic surgery-removing the surgeon’s hands-promises enhanced efficacy, safety,
and improved access to optimized surgical techniques. Recently, Shademan et al.
reported a study comparing the performances of an autonomous surgical robot
with expert surgeons in performing a bowel anastomosis. The surgical robot sys-
tem showed superior efficiency, precision and reproducibility compared with expert
surgeons [22]. These developments challenge the current views about the surgical
practice and the full potential of interaction between intelligent computers, the sur-
geon and the patient has yet to be defined [17]. The future patient would probably
benefit from close cooperation between surgeons and intelligent computers. This will
raise new regulatory, ethical and legal questions that will need to be addressed in the
near future [17].

8.3.4 Radiotherapy

The radiotherapy has moved from the 2D techniques to 3D technologies with intensity
modulation and the radio-stereotaxy. Artificial Intelligence will provide a qualitative
jump by allowing [4, 5]:

e A better and smart automated image segmentation.
e Radiotherapy dose optimization with data driven planning.
e Clinical decision support, powered by treatment and patient outcomes data.

8.4 Conclusion

The fields of Al application in oncology are illimited. Artificial Intelligence will not
replace doctors. But the next generations of health practitioners should work differ-
ently and be completely initiated to the use of new technologies in order to practice
a safer and more efficient medicine. But, health community will face emerging chal-
lenges such the ethical issues related to artificial intelligence.
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Chapter 9 ®)
State of Three Parasitic Diseases Gissiia
in Morocco: Malaria, Schistosomiasis

and Leishmaniasis

Naoual Zitouni

Abstract Malaria, schistosomiasis and leishmaniasis are three parasitic diseases
that cause major public health problems worldwide. Morocco has received World
Health Organization certification for the elimination of autochthonous malaria, but
there is an increase in imported malaria. The autochthonous schistosomiasis has
been eliminated; this condition must be maintained and verified by the World Health
Organization. Despite this, Morocco is at risk of a re-emergence of these two dis-
eases due to several factors such as: the persistence of vectors, especially Anopheles
labranchiae, population movements, climate change. Finally, leishmaniasis persists;
Morocco is taking several actions to stop the epidemic.

9.1 Introduction

Vector-borne diseases are caused by parasites, viruses and bacteria transmitted by
vectors such as mosquitoes, sand-flies and molluscs. Each year, more than one billion
cases and more than one million deaths worldwide are attributed to vector-borne
diseases [29].

According to the latest World Health Organisation (WHO) estimates, major
vector-borne diseases are responsible for more than 17% of all infectious diseases.
This figure may increase due to the risk of re-emergence as a consequence of climate
change. The burden of these diseases is higher in tropical and subtropical areas and
disproportionately affects the poorest populations [29].

Malaria, schistosomiasis and leishmaniasis are parasitic diseases linked to poverty
and deterioration of living conditions and hygiene. Schistosomiasis and leishmaniasis
are classified as neglected tropical diseases by WHO [16, 34]. Thanks to sustained
political commitments, considerable efforts have been made to eliminate this group of
diseases, particularly in the WHO European Region, which was the first region in the
world to have eliminated malaria. However, a significant emergence or re-emergence
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of vector-borne diseases has been reported in some areas around the world. Some
of these diseases show an increasing tendency to spread to areas where they did not
previously exist, to extend their transmission season, to intensify their transmission
in areas where they are already present and to reappear in areas from which they were
eliminated. This expansion is the result of the intensification and globalization of the
exchange and movements of population, man interactions with the environment, and
climate change.

As everywhere in the world, Morocco is not protected from this scourge. Indeed,
some vector-borne diseases are still a concern. This is the case of autochthonous
malaria which, despite its elimination, is likely to be reintroduced due to the existence
of favourable conditions, leishmaniasis which is not yet controlled despite the efforts
of the public authorities and schistosomiasis for which the stopping of transmission
must be maintained.

Morocco has an area of 710.000km? and a population of 33.848.242 inhabitants,
an annual growth rate of 1.25% and a life expectancy of 74.8 years. The urban pop-
ulation represents 60.3%. Morocco is considered to be a transit country for migrants
from sub-Saharan Africa with 77.554 in regular situation and 20.000 in irregular
situation [20, 22], which makes it a tropical disease transmission zone.

9.2 Malaria

Malaria is the most widespread and deadly infectious disease worldwide [6]. It causes
one million deaths/year, 90% of cases are recorded in the tropical areas of Africa
and three billion people are at risk of contracting the disease, making it a priority for
global health [28].

Malaria is caused by a protozoan parasite of the genus Plasmodium (P.). Five
species infect humans: P. falciparum, which is the main and most virulent agent,
P. vivax, P. ovale, P. malariae and P. knowlesi. In Morocco, two species cause
autochthonous malaria: P. falciparum and P. vivax. In addition to these two species,
P. ovale and P. malariae are found in imported malaria cases [12].

Transmission of malaria is done by mosquitoes of the genus Anopheles (A.) of the
family Culicidae. Some sixty species carry the disease around the world. In Africa,
plasmodium transmission is mainly via A. gambiae [24], in Morocco A. labranchiae
is the main vector, A. sergentii is probably a secondary vector [27].

Anti-malarial action in Morocco began in 1929 after a deadly epidemic. Various
vector control measures have led to a drop in the number of cases and the redistri-
bution of disease outbreaks to limited areas [27]. In 1963, Morocco entered a phase
of pre-eradication of malaria. The operational phase of the national malaria control
programme, established in 1964, reduced autochthonous malaria from 30893 cases
in 1963-68 cases in 1998 [32]. This programme led to the elimination of severe falci-
parum malaria in 1975, while P. vivax was not controlled until the late 1990s [14]. In
1998, Morocco adopted the < Global Strategy for the Elimination of autochtonous
Malaria >> and achieved Certification of Malaria Elimination in 2010; the last case
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Fig. 9.2 Malaria cases in Morocco by age of patients Source Data provided by the DELM [12]

was recorded in 2004 in Chefchaouen, in the north of the country, in one of the oldest
area of malaria in Morocco (Fig.9.1).

Despite the elimination of autochthonous malaria [36], Morocco is still affected
by imported malaria. The first case was registered in 1976 and is becoming more
and more frequent. The number of cases increased from 54 in 1992 to 510 in 2015.
Thus, imported malaria constituted 16% (720 cases) of total malaria from 1992 to
2004, increasing to 60.8% (2.756 cases) in the period 2005-2015 (Fig.9.1).

The populations concerned are occasional Moroccan travellers to sub-Saharan
Africa, soldiers on humanitarian missions, expatriates and migrants [5]. The pro-
portion of imported malaria is higher among “travellers” than among migrants and
refugees [2, 5]. They are generally from urban areas and 98% of them are over
15years old (Fig.9.2). Indeed, after the elimination of autochthonous malaria in
2005, 2751 cases of imported malaria were recorded in cities compared to only 5 in
rural areas. Before that date, autochtonous malaria was more prevalent in rural areas,
where 1051 cases were recorded, compared to 725 urban cases during the period
1992-2004 (Fig.9.3).
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9.3 Schistosomiasis

Schistosomiasis is the parasitic endemic disease with second highest prevalence in
the world, after malaria, with 180 million affected individuals and about 200,000
deaths each year [31]. Africa is the most affected, accounting for 92% of the cases
needing preventive treatment, only 28.2% were treated in 2015 [37].

Schistosomiasis is a parasitic disease caused by a flatworm of the Platyhelminthes
phylum, Trematoda class, and genus of Schistosoma (S.). Four species infects
humans: S. mansoni, S. japonicum, S. intercalatum and S. haematobium. In Morocco,
where only S. haematobium is present, transmission to humans is necessarily via
Bulinus truncatus (Phyllum: Mollusca. Class: Gastropoda).

Schistosomiasis seems to have been present in Morocco since the 16th century
[35] according to Carosse [7] it dates back to the 11th century. The first case was
detected in 1914 in Marrakech by Job [7]. Since the 1950s, several investigations
have shown that the disease is present in the Saharan side of the Atlas mountains
[35], in the southern oases and the north-western plains [3, 4].

From 1967 onwards, the disease spread rapidly to other areas of Morocco, due to
the development of irrigation systems and population displacements [4]. The situation
became serious in 1973 with the registration of 13416 cases [4], which led to the
implementation of the preparatory phase of the schistosomiasis control programme
in 1976.

The period between 1977 and 1981 was a planning phase and choosing the control
strategy to be adopted and the organization responsible for its management. The oper-
ational phase lasts from 1982 to 1993 and its objectives were to control infection and
transmission along four axes: parasite control (through case detection and treatment)
and host control (through physical and chemical actions), education/information and
intersectoral collaboration [4, 26].

The process of eliminating schistosomiasis began in 1994 [35], 10years after its
implementation, there was only an average of 352 cases/year, which fell to less than 5
cases/year between 2004 and 2015. The interruption of schistosomiasis transmission
was effective from 2004 [1, 26, 35], the last indigenous cases recorded were in
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2003 [8]. They are children from Tata under the age of 14. The majority of cases
between 2003 and 2015 were reported in old schistosomiasis foci, 60% of which
were recorded in Tata (Fig.9.4).

Epidemiological investigations carried out for all cases reported between 2004
and 2007, confirm that they are all either cases imported from foreign countries, or
residual cases over 17 years of age. Screening is done by direct urinalysis or biopsy
that has revealed a low parasitic content [35]. On the other hand, and according to
WHO recommendations [33], molecular tests on Bulinus, from the last transmission
areas, have shown the absence of S. heamatobium, as well as the absence of any
serological trace of the parasite DNA in children aged O—16 years [1]. With the elim-
ination target achieved, Morocco began a phase of consolidation of the elimination
of schistosomiasis in 2005.

Currently, Morocco is registered by the World Health Organisation among the
countries that must verify if the transmission has actually been interrupted [28].
Until the establishment of a certification process for countries that have not reported
schistosomiasis cases for at least 10 years [28], The World Health Organization rec-
ommends the creation of an international commission to carry out an appropriate
evaluation for each country [31].

9.4 Leishmaniasis

As early as the 10th century, leishmaniasis was described and attributed to the “bite
of a mosquito” by Arab doctors Al Boukhari and Avicenne, while pathogens were
only discovered in the 19th century by Mc Naught and Cunnigham [13]. It is one of
the most neglected parasitic diseases in the world [23] and affects between 700,000
and 1 million new cases/year and causes between 20,000 and 30,000 deaths/year
[21]. It is linked to poverty, unsanitary housing and malnutrition.
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It is caused by a flagellated protozoan parasite of the family Trypanosomitidae,
genus Leishmania (L.) which has more than 20 species. It is transmitted by the bite
of the female sandfly (Diptera, Nematocera) of the family Psychodidae. More than
90 species transmit leishmaniasis and there are 70 animal species, including humans,
which can constitute a natural reservoir. The disease comes in three forms: visceral,
cutaneous and mucocutaneous leishmaniasis.

In Morocco, cutaneous and visceral leishmaniasis has been rife for a century [13],
they are the most frequent, the cutaneous and mucosal form is rare and recent [17].
Cutaneous leishmaniasis is caused by two parasites L. tropica and L. major. The
latter is transmitted by Phlebotomus papatasi, the reservoir being a rodent of the
family Gerbilidae: Meriones shawi. The disease is mainly found in palm groves.
L. tropica, the reservoir of which is Man, is transmitted by Phlebotomus sergenti
it is mainly found in the semi-arid regions of Morocco it is related to thuya forests
[9, 23].

Visceral leishmaniasis is caused by L. infantum whose main vector is Phleboto-
mus perniciosus and rarely Phlebotomus ariasi and Phlebotomus longicuspis, the
reservoir of the parasite is the dog [23]. The disease is sporadic in the north of the
country, especially in humid and subhumid areas [11]. It is usually found in rural
areas. Nevertheless, there is more and more urban cases [19] and in previously unaf-
fected areas [10].

Morocco is ranked third in the world by the high prevalence of leishmaniasis
[15]. From 1922 to 2016, 78.498 cases of leishmaniasis were recorded, 93% of
them in the last 30 years. Cutaneous leishmaniasis is the most common in Morocco,
accounting for 92% of the notifications with 72.047 cases against 6.451 cases of
visceral leishmaniasis (Table9.1).

Both forms are rapidly growing, progressively for visceral leishmaniasis, and
according to peaks for the cutaneous form. Between 2008 and 2011, there is an
explosion of cases of cutaneous leishmaniasis due to slowdown of epidemiological
surveillance and the reduction of indoor residual spraying [30] after the cessation of
transmission of autochthonous malaria (Figs.9.5 and 9.6).

Faced with this epidemic situation, Morocco launched, in 1997, the national pro-
gram for surveillance and fight against leishmaniasis. It is based on 3 main actions

Table 9.1 Leishmaniasis cases recorded from 1922 to 2016 in Morocco according to time periods

Periods Leishmaniasis Visceral Total cases %
cutaneous

1922-1957 9 21 30 0.04%
1957-1978 952 67 1019 1.30%
1979-1984 384 3866 4250 5.41%
1985-2015 - 2497 - 93.25%
1985-2016 70702 - 73199

Total 72047 6451 78498

Source Data provided by the DELM [12]
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Fig. 9.5 Cases of visceral leishmaniasis between 1985 and 2015 Source Data provided by the
DELM [12]
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Fig. 9.6 Cases of cutaneous leishmaniasis in Morocco between 1985 and 2015 Source Data pro-
vided by the DELM [12]

according to the recommendations of the WHO [23]. Mass screening of exposed foci,
early medical care of 100% of detected cases and control of vectors and reservoir
hosts animals. These actions are reinforced by information and education of the pop-
ulation concerned and intersectoral collaboration. The objectives of this program are
to detect 75% of the estimated cases of cutaneous leishmaniasis and eliminate deaths
due to visceral leishmaniasis by 2021 and ultimately to eliminate leishmaniasis by
2030 [11].

9.5 Conclusion

After decades of effort, autochthonous malaria has certainly been eradicated, but
imported cases are increasing, which presents, in a context of climate, demographic
and behavioural change, a risk of re-emergence, especially since its vector is still
present.
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Transmission of autochthonous schistosomiasis has been interrupted in Morocco.
It must be verified by the WHO in order to no longer classify Morocco as an endemic
country. In this case too, there is a risk of re-emergence. Indeed, since 2013, there
has been a re-emergence and persistence of schistosomiasis in Corsica after 50 years
of absence [25] in the WHO European Region, which was considered free of schis-
tosomiasis.

Leishmaniasis is a public health problem; Morocco is in the midst of an epidemic.
Cutaneous leishmaniasis is on the rise, visceral leishmaniasis is reaching new areas
[10] and we can also see the appearance of the cutaneous-mucous form. In the long
term, climate change will also play a role in the increase in leishmaniasis [18] Faced
with this epidemic situation, Morocco must strengthen and revitalize its efforts to
combat it.
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Chapter 10 ®)
Global Properties of a Diffusive HBV e
Infection Model with Cell-to-Cell

Transmission and Three Distributed

Delays

Khalid Hattaf and Noura Yousfi

Abstract In this chapter, we develop a mathematical model for hepatitis B virus
(HBV) infection with two modes of transmission, spatial diffusion for both HBV
DNA-containing capsids and viruses, and three distributed delays. The first delay
is for the production of productively infected hepatocytes, the second for the pro-
duction of matured capsids and the third for the production of matured virions with
the corresponding probabilities of survival. The global properties of the model are
explored. Furthermore, an application of our main results is presented and discussed.

10.1 Introduction

Hepatitis B is a viral infection caused by the hepatitis B virus (HBV) which is a
member of Hepadnaviridae family of viruses that infects liver cells namely hepato-
cytes. The HBV infection can eventually become acute or chronic in nature. With
dominant immune responses, the acute illness resolves in majority of cases after last-
ing for several weeks [1]. But the persistent chronic illness potentially lead to range
of severe diseases such as liver cirrhosis, hepatocellular carcinoma (HCC), membra-
nous glomerulonephritis and acute necrotizing vasculitis [1]. From the World Health
Organization (WHO), an estimated 257 million people are living with HBV infec-
tion (defined as hepatitis B surface antigen positive), and 8,87,000 people are dead
in 2015 due to HBV complications including cirrhosis and HCC [2].

Mathematical modeling is considered as an effective tool to understand HBV
infection dynamics, and gains insights into the mechanisms of HBV infection in vivo.
Many mathematical models have been proposed in order to describe the dynamics
of HBV infection by using ordinary differential equations (ODEs), delay differential
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equations (DDEs), as well as partial differential equations (PDEs). Nowak et al. [3]
designed and investigated a simple HBV infection model comprising a system of
three ODEs for uninfected hepatocytes, infected hepatocytes and free virus. Min et
al. [4] pointed out that the basic model in [3] might not be suitable for HBV infection
since it demonstrated unreasonable relationship between the number of hepatocytes
and susceptibility to infection. They amended this basic model by incorporating a
standard incidence function instead of mass action term for the infection process. In
[5], the authors further extended this model by incorporating time delay for virus pro-
duction. Li et al. [6] extended the basic model in [3] by replacing the constant source
term for uninfected hepatocytes with the logistic hepatocyte growth and proved the
existence of Hopf bifurcation. Eikenberry et al. proposed and investigated the dynam-
ics of an HBYV infection model with both logistic hepatocyte growth and standard
incidence function in [7]. They pointed out the possibility of sustained oscillations
which might lead to acute liver failure. Wang et al. [8] improved the model pre-
sented in [4] by incorporating the cytokine-mediated cure for infected hepatocytes
and carried out the global analysis. Hews et al. [9] identified a Hopf and a homoclinic
bifurcation point and showed their dependence on the basic reproduction number and
the intrinsic growth rate of hepatocyte for an HBV infection model with logistic hep-
atocyte growth and standard incidence function. In [10], Yousfi et al. modeled the
adaptive immune response in HBV infection and discussed a possible explanation
of the immune response failure to the infection. Pang et al. presented and analyzed
an HBV infection model with cytotoxic T lymphocyte (CTL) immune responses by
taking into account the role of cytolytic and noncytolytic mechanisms and the export
of precursor CTL cells from the thymus in [11]. Manna and Chakrabarty [12] inves-
tigated the global dynamics of an HBV infection model with HBV DNA-containing
capsids. Some other ODE or DDE driven models for HBV infection and their analy-
sis can be found in [13-15]. Furthermore, a recent HBV infection model formulated
by fractional differential equations (FDEs) is proposed and analyzed in [16].

The models discussed above do not consider the spatial diffusion of related popu-
lations by assuming cells and viruses are well-mixed, but it is evident that such spatial
mobility plays a significant role in many biological processes [17, 18]. Inrecent years,
many researchers incorporated spatial mobility in HBV infection models and studied
their dynamics. Wang and Wang [19] introduced a diffusive HBV infection model
by considering the random mobility of viruses in liver and neglecting the diffusion of
susceptible and infected hepatocytes, and they established the existence of traveling
waves by using geometric singular perturbation method. Wang et al. [20] considered
the delayed version of the model and carried out several numerical simulations to
demonstrate the effects of diffusion and delay together on the dynamics. The exis-
tence of traveling waves for this delayed model is proved analytically by constructing
a pair of upper and lower solutions in [21]. Xu and Ma [22] further extended this
model by considering saturation response of the infection process. Chi et al. consid-
ered the model with standard incidence function and studied global stability in [23].
Zhang and Xu [24] studied a similar type of model with Beddington-DeAngelis func-
tional response and showed the existence of traveling wave solutions for conditions
in term of basic reproduction number. Hattaf and Yousfi [25] proposed a delayed
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diffusive HBV infection model with general incidence rate and studied stability by
using linearization method and by constructing appropriate Lyapunov functionals.
Shaoli et al. considered a diffusive HBV infection model with CTL immune response
and nonlinear incidence rate and analyzed it in [26]. Manna and Chakrabarty [27]
investigated the global properties of a diffusive HBV infection model with capsids
and presented an appropriate dynamically consistent non-standard finite difference
(NSFD) scheme. The delayed version of this model was analyzed in [28]. Some
other diffusion driven viral infection models and their analysis can be found in [29—
32]. In 2019, Manna and Hattaf [33] proposed and investigated a reaction-diffusion
HBYV infection model with capsids, three discrete delays, adaptive immunity and
general incidence rate that includes many cases existing in the literature such as the
classical bilinear incidence rate, the Beddington-DeAngelis functional response, the
Crowley-Martin functional response and the Hattaf—Yousfi functional response.

All the above cited models that are formulated by ODEs, DDEs, FDEs and PDEs
considered only the classical virus-to-cell infection. In reality, the virus can spread
by two fundamental modes, one by virus-to-cell infection through the extracellular
space and the other by cell-to-cell transfer involving direct cell-to-cell contact [34—
36]. To better describe the dynamics of HBV infection in within human body, by
taking into account both modes of transmission, we propose the following model:

OH
ki pH@, 1) — f(Hx, 0, 1(x, 1), V(x,0))V(x, 1) — g(H(x, 1), 1(x, )] (x,1),
?Tf = [ A@e T f(Hx, t —7), [(x,t —7), V(x, 1 — )V (x, 1 — T)
+g(H(x, t—1),I(x,t — r))I(x, t —1)]dt —61(x,1),
aa—? =dpAD +a [;° fr(v)e 2 I (x,t — T)dT — (B +8)D(x, 1),
% =dyAV + 8 fooo f3(@)e BT D(x,t — t)dt —cV(x,1),

(10.1)
where H(x,t), I(x,t), D(x,t) and V(x, t) are the densities of the uninfected hep-
atocytes, infected hepatocytes, HBV DNA-containing capsids, and the virions at
position x and time ¢, respectively. Uninfected hepatocytes are produced at rate s,
die at rate uH and become infected by contact with virions at rate f(H, I, V)V
and by contact with infected hepatocytes at rate g(H, I)I. The parameter § is the
death rate of infected hepatocytes and capsids. The parameters a, 8 and ¢ are, respec-
tively, the production rate of capsids from infected hepatocytes, the rate at which the
capsids are transmitted to blood which gets converted to virions, and the clearance
rate of virions. In addition, we assume that the virion or hepatocyte cell contacts a
susceptible hepatocyte at time + — 7 and the cell becomes infected at time ¢, where
7 is a random variable taken from a probability distribution f;(t). The factor e *'*
accounts for the probability of surviving from time ¢ — t to time ¢, where «; is the
death rate for infected but not yet virus-producing cells. Also, we assume that the
time spent in the production of matured intracellular HBV DNA-containing capsids
is arandom variable with a probability distribution f>(t). The probability of survival
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of immature capsids is given by e~*?* and the average life time of an immature capsid
is given by i In the same, we assume that the time necessary for the newly pro-
duced capsids to become virions is a random variable with a probability distribution
f3(7). The factor e™*" accounts for the probability of surviving from time t — t
to time ¢, where a—lz is the average life time of an immature virion. The probability
distribution functions fi(t), f>(r) and f3(t) are assumed to satisfy f;(t) > 0 and
fooo fi(t)dt = 1fori = 1,2, 3. Finally, dp and dy are the diffusion coefficients of
capsids and virions, respectively with A being the Laplacian operator.

As in [37-39], the incidence functions f(H, I, V) and g(H, I) for both modes
of infection are continuously differentiable and satisfy the following hypotheses:

0
(Hp) g(0,]) =0, for all 1 > 0; a—fI(H, >0 (or g(H, I) is a strictly monotone

0
increasing function with respect to H when f = 0) and %(H , 1) <0, forall

H>0and I > 0.
(Hy) f(0,1,V)=0,foralll >0andV >0,
(Hy) f(H,1,V) is a strictly monotone increasing function with respect to H (or

)
a—z(H ,1,V) >0 when g(H, I) is a strictly monotone increasing function

with respect to H ) for any fixed / > O0and V > 0,
(H3) f(H,I,V)is amonotone decreasing function with respect to / and V.

Biologically, the four hypotheses hypotheses are reasonable and consistent with the
reality. For more details on the biological significance of these four hypotheses, we
refer the reader to the works [37, 39-41].

It is very important to note that our model described by system (10.1) includes
many special cases. For example, we get the diffused HBV infection model proposed
by Manna in [28] when f;(t) = §(t — 11), f2(t) = f3(7) =6(1), 00 =0 = 03 =
0, f(H,I,V) =kH and g(H, I) = 0, where §(.) is the Dirac delta function and
k is a positive constant rate describing the infection process. When we neglect the
diffusion of capsids, the cell-to-cell transmission mode and consider only the case
when f;(t) = §(tr — ;) fori = 1, 2, 3, we obtain the PDE model introduced in [31].
When we ignore the HBV DNA-containing capsids and the cell-to-cell transmission
mode, we get the diffusive and delayed HBV model [25] which is the generalization
of the PDE models presented in [19, 20, 22-24, 30]. Further, the diffusive and
delayed viral infection model proposed by Geng et al. [32] is a particular case of our
model (10.1).

In this study, we consider system (10.1) with initial conditions

H(x,0) =¢1(x,0) 20, I(x,0) =¢2(x,0) =0,
D(x,0) = ¢3(x,0) =0, V(x,0) =ps(x,0) >0, (x,6) € 2 x (—00,0],
(10.2)
and Neumann boundary conditions

aD 3V
— =— =0, on 32 x (0, +00), (10.3)
ov av
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0
where §2 is a bounded domain in R" with smooth boundary 92, and — denotes
v

the outward normal derivative on d2. From the biological point of view, the Neu-
mann boundary conditions mean that the capsids and virions do not move across the
boundary 9£2.

10.2 Well-Posedness and Equilibria

In this section, we focus on the existence, uniqueness, positivity and boundedness of
solutions of problem (10.1)—(10.3) as they represent the densities of hepatocytes, cap-
sids and virions. Further, we establish the basic reproduction number and equilibria
of our model.

Let X = C(£2, R*) be the Banach space of continuous functions from 2 into
R*, and C, = Cy((—00, 0], X) be the Banach space of continuous functions ¢ from
(=00, 0] into X, where ¢(8)e*? is uniformly continuous on (—oo, 0] and ||¢|| =

sup||<p(c9)||Xe°‘9 < oo with « is a positive constant. For convenience, we identify
9<0

an element ¢ € C, as a function from 2 x (—o00, 0] into R* defined by ¢(x,0) =
©(0)(x). For any continuous function w(.) : (—o0,0) — X for 0 > 0, we define
w; € Cy by w,(0) = w(t +0), 6 € (—o0,0]. It is easy to show that ¢ — w; is a
continuous function from [0, o) to C,.

Theorem For any given initial condition ¢ € C, satisfying (10.2), there exists a
unique solution of the problem (10.1)—(10.3) defined on [0, +00) and this solution
remains non-negative and bounded for all t > 0. O

Proof Forany ¢ = (¢1, 92, 93, 94)7 € Cyandx € 2, wedefine F = (Fy, F», F3, F}) :
Cy — Xby

Fi(p)(x) =s — uei(x,0) — f(@1(x,0), 92(x, 0), 4(x, 0))@a(x, 0)
—g(p1(x,0), @2(x, 0))ga(x, 0),

F(@)(x) = [° fitDe ™ [f(1(x, —=1), 92(x, —=7), @a(x, —T)) @4 (x, —T)
+g(p1(x, —1), @2(x, —1)) @2 (x, —7)1dT — 82 (x, 0),

Fi(p)(x) =a [ fa()e ™ ga(x, —t)dT — (B + 8)¢3(x, 0),

Fi(@)(x) =B [,° f5(De " p3(x, —1)dT — cg4(x, 0).

Then the problem (10.1)—(10.3) can be rewritten as the following abstract functional
differential equation:

o' () =Aw+ F(w;), t>0,
0(0) = ¢ € Ca, (104
where w = (Hv Iv D, V)T’ d) = (¢ls ¢27 ¢3a ¢4)T and Aw = (07 09 dDADv dVAV)T
Obviously, we see that F is locally Lipschitz in C,,. It follows from [42-46] that there
exists a unique local solution of system (10.4) on [0, T, ), where T,,,, is the maxi-
mal existence time for solution of (10.4).
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Clearly, 0 = (0, 0, 0, 0) is a lower-solution of the problem (10.1)—-(10.3). Hence,
H(x,t)>0,I(x,t) >0,D(x,t) >0and V(x,t) > 0.
By the first equation of (10.1), we have

H
T <s—uH(x,1t), (10.5)

which implies that
H@J)Smw{Eum%¢mn®}V@J)€QX[QZm»~
M xe2
Hence, T is bounded. Let
o0
T(x,t)=1(x,1) +/ fim)e ™™ H(x,t — t)dr.
0

The integral in 7T (x, ¢t) is well-defined and differentiable with respect to ¢, due to H
being bounded. Then

aT o0 o0
T s/ fi(m)e " dt — ,u/ fi(m)e ™ H(x,t —t)dt — 81 (x,1)
0 0

<sm —pT(x,1),

where p; = min{u, 8} and

o0
= f fi(De ™ dr, i=1,2,3. (10.6)
0
Thus,
T(x. 1) < max {ﬂ max T (x, O)},V(x, e x[0, Tya).
Pl xe

This implies that 7 is bounded.
From the boundedness of I and (10.1)—(10.3), we deduce that D satisfies the

following system

aD

rrie dpAD < apyn — (B+68)D,

JaD 10.7
Dy, (10.7)

ov
D(x,0) = ¢3(x,0) > 0,

s
where p, = max{ﬂ, max,.s T (x, O)}.
P1
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According to Lemma 1 in [39], we have

D(x, 1) < max {“"Z”Z,maxzm(x, 0)}, Vx.1) € 2 x [0, Thax).

,3+8 xXe

Similarly to above, we deduce that

Bp3ns
C

V(x,t) < max { , maxgs(x, 0)}, Y(x, 1) € 2 x [0, Tax),
xeNR

ap>nz
where p3 = max { ———, max¢;(x, 0) ;.
03 {ﬁ—l—& xeé¢3( )

From the above, we have proved that H(x,t), I (x,t), D(x,t) and V(x,¢) are
bounded on §2 x [0, T},.,). By the standard theory for semilinear parabolic systems
[47], we deduce that T},,, = +o00. This completes the proof. |

Obviously, system (10.1) has always one infection-free equilibrium E ; (Ho, 0, 0, 0),

s
where Hy = —, which represents the healthy state. So, we define the basic repro-

duction number of (10.1) as follows

apmnanz f(5,0,0) +c(B +8)mg(5. 0)

— 10.8
0 8c(B+95) (10.8)
The other equilibrium of (10.1) satisfies:
s—uH— f(H,I,V)V —g(H,I)I =0,
m(f(H,I,V)V+gH,DI) -8 =0,
ampl — (B+8)D =0,
BnsD —cV =0,
which leads to
s —uH s—uH s —pH
“.8771'72773f(Hs n1(s - 13 ), anlnigi}fta)ﬂ )) +c(B+8)ng(H, W) =c8(B +9).
(10.9)
(s —uH) . s . .
We have [ = 5 > 0, which implies that H < —. Hence, there is no bio-
"

logical equilibrium when H > i

n
Define the function v on the interval [0, ﬁ] by

ni(s —uwH) anmnB(s — MH))
B ’ c8(B+96)
ni(s — uH)

e+ 8mg(H, ————) —c3(f +9).

Y (H) = apmmns f(H,

Clearly, ¥(0) = —c8(B +8) < 0, ¥ (=) = ¢8(B + 8)(Ro — 1) and
"
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af unt of  apuninanz of ag un 0g
"(H) = aB -~ =0 TP B+§ o _ B ze 0.
V) '7‘”2”3(811 8 a9l cS(B+6) oV ol o oH 6 9l -

Thus,if Ry > 1, there exists another biologically meaningful equilibrium E*(H*, I*,
D*, V¥) with H* € (0, =), I* > 0, D* > Oand V* > 0,
Summarizing the above discussions, we get the following theorem.

Theorem

(i) When Ry < 1, model (10.1) has a unique infection-free equilibrium of the form
E;(Hy. 0,0, 0), where Hy = %

(ii) When Ry > 1, in addition to E, model (10.1) has a unique chronic infection
equilibrium of the form E*(H*, I*, D*, V*) with H* € (0, i), I*>0,D*>0
and V* > 0. g ]

10.3 Global Stability

In this section, we investigate the global stability of each equilibrium. First, we have
the following result.

Theorem The infection-free equilibrium E is globally asymptotically stable if
Ro < 1, and it is unstable if Ry > 1. O

Proof Based on the method introduced in [29], we construct a Lyapunov functional
as follows

N B3 f (Hy, 0,0)
LO_/.Q{ﬂll(x’t)+7c(ﬂ+5) D(x,t) +

[ee} t
+ni/ fl(T)e_alT/ [f(H(x, 0), 1(x,0), V(x,0)V(x,0)
1J0 t—1

apn3 f(Ho, 0, 0))
c(B+9)

00 t
PBIE0.0) [ ) D(x,mdedf}dn
c 0

-7

f(HoC, 0,0) Vi

[e%e} t
+g(H(x,0),1(x,0))I(x,0)]dodr + / Hr(r)e”*2T / I(x,6)dédt
0 t—1

For convenience, weletp = ¢(x, t)and ¢, = ¢(x,t — t)forany ¢ € {H, I, D, V}.
The time derivative of L, along the solution of system (10.1)—-(10.3) satisfies

dLy

— =/ {(f(H,I, V)—f(Ho,0,0)>V

a — Jo

+j1(aﬁn1nzn3f(Ho,0, 0)+cB+omeH, 1) 1>}dx'

m Sc(p +6)
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By (10.5), we obtain lim sup H (x, t) < Hy. This implies that all omega limit points
—00

satisfy H (x, t) < Hy. Hence, itis sufficient to consider solutions for which H (x, t) <
H,. By the explicit formula of Ry given in (10.8) and (Hy)—(H3), we get

— gf {(f(H,I, V)—f(HO,O,O))V+ni(R0—l)I}dx
2 1

< / Ry~ 1)1dx.

2m

dL
If follows from Ry < 1 that =0 < 0. It is easy to show that the largest invariant

L
set in {(H, I, D, V)|d_t0 = 0} is {Ep}. By LaSalle invariance principle [48], the

infection-free equilibrium Ef is globally asymptotically stable when R < 1.

It remains to show the instability of £y when Ry > 1.
Let0=X; <Xy <--- <A, <--- be the eigenvalues of the operator —A on §2
with the homogeneous Neumann boundary conditions, and £();) be the eigenfunc-
tion space corresponding to A; in C'(£2). Let {gij:j=1,2,...,dim&E(X;)} be an
orthonormal basis of £(1;), Y = [C!(£2)]*, and Yij =1{dgij :d € R*}. Then

dim g(/,L,

00 )
Y=Y ad Y= P V.
i=1 j=1

where @ denotes the direct sum of the subspaces.

LetE.(H,, I., D., V,) be an arbitrary equilibrium. Let U (x, t) = H(x,t) — H,,
Uy(x,t) = I(x,t) — I, Us(x,t) = D(x,t) — D, and Uy(x,t) = V(x,t) — V,. By
substituting U; (x, t) into system (10.1) and linearizing, we get the following system

U ‘ [ ‘ t
8_11 = —(M + %Ve + ;_f]Ie)Ul (x,1) — (%Ve + %Ie +g(H,, Ie))Uz(X, )
~(3LV, + f(H,, L, Vo)) Ua(x, 1),
W, ™
Tor (%Ve + ;j_l%]f) IS fithe™™ U (x, t — 1)dT
(57 Ve + G le + 8(He 1) [5° fi(@e ™ Un(x, t — 1)d
U + (0 Ve + f (He, 1, Vo)) [5 fr@e T Us(x, 1 = 1) = 8Us (x, 1),
8_t3 =dpAUs+a f0°° f(m)e ™ Us(x,t —t)dt — (B +08)Us(x, 1),
aU.
o =AU+ B [57 f(@e s, 1 = 1)dT = cUa(x. 1),

By a simple calculation, the characteristic equation of the above system at the
equilibrium E; is given by
(& + w)gi(€) =0, (10.10)
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where

8i(§) =& + (c+ B +25 + hidp + hidv — 7,8(Ho, 0))?
+[(B 428 + Aidp — 118 (Ho, 0))(c + Aidv) + (B + 8 + Aidp)(8 — 17, 8(Ho, 0))1&
+8(B + 8 + Aidp)(c + Aidy) — afn 13 f (Hop, 0, 0)
—(B+ 38+ Aidp)(c + ridy)n,8(Hp, 0),

where ~
ﬁ,-=/ fitDe @ %, i =1,2,3. (10.11)
0

Clearly, & = —pu is a root of (10.10). The remaining roots are the solutions of the
transcendental cubic equation g; (§) = 0. We haveglim gi(§) = +o00.Since r; =0,
—+00

we get 21(0) = c§(B + §)(1 — Rp) < 0. Consequently, the equation g;(§) = 0 has
a positive real root and so E s is unstable when Ry > 1. This completes the proof. B

Finally, we establish the global stability of the chronic infection equilibrium E*.
To do this, we assume that Ry > 1 and the incidence functions f and g satisfy the
following further hypothesis

f(H,1YV) )(f(H,I*,V*) v <0
f(H, I*, V¥ f(H,I,V) ye) =7
fH* T, V*g(H, I) )(f(H, I*, V9 g(H*, I*) 1 ) <0

C f(H 5, VOg(H* 1) )\ f(H*, I*,V*)g(H, 1) I*

(Hy)

Thus, we have the following result.

Theorem Assume that Ry > 1 and (H4) holds. Then the chronic infection equilib-
rium E* is globally asymptotically stable. (I

Proof Construct a Lyapunov functional as follows

H pg* 1%, v* 1 I
Ly :/ H—-—H*— Mds’—i-—l*(b _
o a+ f(S, I*,V¥) n r*
H* I* V¥V* D 8 f(H*, I*, V¥V* \%4
S( ) prof 2 +(/f5+)f( ) viol L
anI* apmnzl* v

D*
1 oo _ ! F(H &, 0),1(x,0), V(x,0)V(x,0)
— f(H*, I*, V* V*/ “”/ <I>< )d@d
+771 f( ) o fi(t)e . FCH*, T*, VHV* T

1 Y e _ ! g(H(x,e),I(x,e))I(x,e))
—g(H*, I*)I ae ) dod
TR fo Sie /,_f ( g(H* I9)I* i

o0 t
+ L o, V*)V*/ fz(r)e""ﬂ/ @(I(x’ 9))d9dr
n2 0 t—T1 I*

o0 t
e v*)v*/ fg(z)e*“ﬂ/ ¢<D(x’9)>dedr}dx,
n3 0 t D

*
-7

where ®(#) =u — 1 — Inu, u > 0. Itis not hard to see that ®(u) > O forall u > 0,
and ®(u) = 0 if and only if u = 1. The time derivative of L; along the solution of
system (10.1)—(10.3) satisfies
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o e E) )
a o H* F(H, T, V%)
e ow eon( 1V SEHIEVY  fH LV >

+f(H* T,V )V< T R N Ty TR TR T
ool 1 FUH I VOGHIY) | F(H IR VO(H, DI
+e(H IO < ! I* * SH* I*, V¥)e(H, I) fH, T*, V¥)g(H*, I*)I*

_1 T —— */oo T FH* T*,V*) <f(H,,I,,Vr)V,I*>
g JELTLVOVE | fi(@e G vs )T G e vaver

+<1>(7f(H” a >>}dr, ig(H*,r")I*/oo f1(r)e—alf[q><7f<H AV )>
N1 0

f(H,I1,V) f(H, I*,V*)

+¢(8(Hrs1r)1r) +¢(ffH»1*y V*)g(H*J*))]dT
gUH*, ") JH*, I*, V*¥)g(H, I)

1 * % * * * —anT D*IT
—— f(H*, I*, V)V (e 2To( —= )dt
n2 0 DI*

1 00 V*D
—— f(H*, I*, v*)v*/ f3(r)e—°‘3fq>< T)dr}dx
n3 0

V D*
FCH* T*, VV* VD FOH, T, V) V* [vv|?
- dx — dy dx.
5+ 8 D? c V2

Since the function f(H, I, V) is strictly monotonically increasing with respect to

H, we have
H H* I*, V*
1— 1— M < 0.
H* f(H, I*,V*)
Based on the hypothesis (H4), we have

1V fEPVY |V FELY) (1 fHLY) SOV v
V= v+ Swiw tviarvy = <1 f(H,I*,V*))( FCH.LY) v*) =0.

and

1 — L 4 fEINVOHT) | VO, DI
I* f(H*T*,V*)g(H,I) F(H,I* V*)g(H* T*)I*

SEHAVOgHD \ [ fHEIVDgH T L) < 0.

—<1_f<H,1*,V*>g<H*,1*> FHATFVOgHD — TF | =

dL
Since ® (1) > 0 for u > 0, we have &= < 0. Further, the largest compact invari-

dL
ant set in {(H, I, D, V)|d_t1 = 0} is the singleton {E*}. It follows from LaSalle

invariance principle that E* is globally asymptotically stable when Ry > 1. |

Now, choose the incidence function f(H, I, V) as follows:

kHo(V)
{ . V#0, (10.12)

kHo' (0), V =0,



128 K. Hattaf and N. Yousfi

witho(0) = 0,0’ (V) > O0and ¢” (V) < 0.From the Mean Value Theorem, we deduce
that
'(V)V <o(V) <0 (O)V.

Itiscleartoseethat f(H, I, V)V =kHo(V)forall H, I,V > 0. By asimple com-
putation, we can easily show that the function f(H, I, V) given by (10.12) satisfies
the four hypotheses (H;)—(H,). Therefore, the PDE model and results presented by
Geng et al. [32] are improved and generalized. In [32], the authors considered only
two discrete delays and they did not investigate the instability of the infection-free
equilibrium Ef in the case where Ry > 1.

10.4 Application

In this section, we apply our theoretical results obtained in the preceding sections to
the following model:

oH kiH(x,t)V(x,t) koH(x,t)I(x,t)
— =s—uH(x,t)— - ,
ot 14+b1V(x,t) 14+byI(x,t)
e _ _ _ _
Bl :/ fl(r)e_alf[le(x’t Vx,t—1) koH(x,t —1)(x,1 T)]drfz?l(x,t),
ot 0 1+b1V(x,t—1) 1+byl(x,t—1)
aD o _
T dDAD+a/ (e 2" [ (x,t —t)dT — (B+8)D(x,1), (10.13)
0
Vv

o0
o = dVAV-‘rﬁ/ f(0)e ™ BTD(x, t — 1)dt — cV(x, 1),

0
where k; and k, denote the virus-to-cell infection and the cell-to-cell transmission
rates. The non-negative constants b; and b, measure the saturation effect. The other
state variables and parameters have the same biological meanings as in system (10.1).
As before, we consider model (10.13) with initial conditions

H(x,0) = ¢1(x,0) 20, I(x,0) =d2(x,0) =0,
D(x,0) = ¢3(x,0) =0, V(x,0) = ¢s(x,0) >0, (x,0) € 2 x (—o0, 0],

(10.14)
and Neumann boundary conditions
oD 9V
— =-—=0, on 982 x (0, +00), (10.15)
av av

The problem (10.13)—(10.15) is a particular case of system (10.1)-(10.3) with

f(H,I,V) = kH (H,I) =
)Ty MU=

2 . Based on the previous sections,
1+ b1
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system (10.13) has one infection-free equilibrium E ; (i, 0, 0), and a unique chronic

k k
infection equilibrium E*(H™*, I'*, D*, V*) when Ry = apkismmans + 25 > 1.

duc(B+96) sy
On the other hand, it is clear that the hypotheses (Hy)—(H3) are satisfied. For the

fifth hypothesis, we have

’

- f(H,I,V) f(H, 1*,V*)_ \% _ —b(V — V*)? -
( f(H, 1*,V*>)< J(HIV) W) VAL VHA+bV) T

(1 _ fEHE I, VEg(H ) ><.f(H, I*, V9g(H*, 1) L) __ ha-r?
FOH, %, VRgH*, %) J\ fH* 1*,V¥g(H, ) 1*) I*(1+b (1 +bD) ~

Hence, the last hypothesis (H4) is satisfied. From the two last Theorems we deduce
the following result.

Corollary (i) If Ro < 1, then the infection-free equilibrium E ¢ of system (10.13)—
(10.15) is globally asymptotically stable.

(ii) If Ro > 1, then the infection-free equilibrium Ey becomes unstable and the
chronic infection equilibrium E* of (10.13)—(10.15) is globally asymptotically
stable. O

10.5 Conclusion

In this work, we have proposed and studied the dynamical behavior of an HBV
infection model with capsids and two modes of transmission that are the classi-
cal virus-to-cell infection and the direct cell-to-cell transmission. Both modes of
transmission are modeled by two general incidence functions. Also in the proposed
model, we have considered three distributed delays and spatial diffusion for both
capsids and viruses. We have proved that the dynamical behavior of the model is
completely determined by the basic reproduction number Ry. More precisely, the
infection-free equilibrium is globally asymptotically stable when Ry < 1, which bio-
logically means that the HBV is cleared and the infection die out. When Ry > 1, the
infection-free equilibrium becomes unstable and the chronic infection equilibrium
is globally asymptotically stable which indicates that the HBV persists in the liver.

From the above analytical results, we deduce a strategy for controlling HBV
infection by reducing the value of R to a level equal or less than one. On the other
hand, Lots of HBV infection models and the corresponding results existing in the
literature are generalized and improved by considering both modes of transmission
and three distributed delays.
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Chapter 11 ®)
Discrete Mathematical Modeling oo
and Analysis of Tumor Therapy

Abdelaziz Chetouani

Abstract A nonlinear discrete mathematical model is presented for the interac-
tions between tumor cells and oncolytic virotherapy. Positive equilibrium points of
the system are investigated and their stability analysis is examined. Moreover, the
numerical simulation of the proposed model is also performed by using numerical
method which preserves the theoretical properties. The uninfected tumor cells can
be eliminated with time, and complete recovery is possible because of virus therapy,
if suitable conditions are satisfied. The system appears to exhibit periodic cycles and
chaotic behavior for some values of the system parameters.

11.1 Introduction

Cancer is one of the major causes of death in developing countries. In spite of
the significant progress made in cancer therapies, mortality rates for most malig-
nancies remain dramatically high. The control of cancer progression is one of the
major challenges faced by modern medicine. Cancer results either due to decreased
cell death or increased cell birth. Namely, decreased propensity for apoptosis con-
tributes to tumour formation. The classical treatment of tumor therapy (radiotherapy,
chemotherapy and immunotherapy) suffers with disadvantages such as narrow ther-
apeutic index drugs that further reduces as tumour evolves drug resistance. Another
paradigm of cancer therapy is the incomplete extermination of the invasive primary
tumour mass or distribution of tumour cells leading to recidivism of disease.

The current goal for developing new therapies for the treatment of cancer is to
design therapeutic agents that have a high potency against malignant cells with little
or no toxicities to normal cells. Future treatment modalities need to be more selective
and specific, allowing higher and thus effective drug doses to reach at each tumour
cell. With the advent of modern biotechnology tools and better understanding of
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cancer biology and virology, it becomes feasible to engineer viruses with increased
tumour selectivity and enhanced oncolytic activity.

A connection between cancer and viruses has long been theorized and case reports
of cancer regression (cervical cancer, Burkitt lymphoma, Hodgkin lymphoma) after
immunization or infection with an unrelated virus appeared at the beginning of the
20th century [8]. Efforts to treat cancer through immunization or deliberate infection
with a virus began in the mid 20th century [8, 13]. As the technology for creating
a custom virus did not exist, all early efforts focused on finding natural oncolytic
viruses.

During the 1960s, promising research involved in using poliovirus [11], ade-
novirus [8], Coxsackie virus [7], and others [13]. The early complications were
occasional cases of uncontrolled infection, resulting in significant morbidity and
mortality; the very frequent development of an immune response, while harmless to
the patient [8], destroyed the virus and thus prevented it from destroying the can-
cer [11]. In a number of cases, cancer cells exposed to viruses have experienced
extensive necrosis, which cannot be entirely accounted for by viral replication alone.
Cytotoxic T-cell responses directed against virus infected cells have been identified
as an important factor in tumor necrosis. However, since viruses are normal human
microorganisms, they induce an immune response, which reduces the effectiveness
of viruses.

All modern research on oncolytic viruses involves viruses that have been modified
to be less susceptible to immune suppression, to more specifically target particular
classes of cancer cells, or to express desired cancer suppressing genes. The first
Oncolytic virus to be approved by a regulatory agency was a genetically modified
adenovirus named H101 by Shanghai Sunway Biotech.

It gained regulatory approval in 2005 from China’s State Food and Drug Adminis-
tration (SFDA) for the treatment of head and neck cancer [4, 6]. Sunway’s H101 and
the very similar Onyx-15 have been engineered to remove a viral defense mechanism
that interacts with a normal human gene p53, which is very frequently deregulated
in cancer cells [6]. Onyx-015 is a adenovirus that was developed in 1987 with the
function of the E1B gene knocked out, meaning cells infected with Onyx-015 are
incapable of blocking p53’s function. If Onyx-015 infects a normal cell, with a func-
tioning p53 gene, it will be prevented from multiplying by the action of the p53
transcription factor. However if Onyx-015 infects a p53 deficient cell it should be
able to survive and replicate, resulting in selective destruction of cancer cells [1, 9].

The interaction between the growing tumor and the replicating oncolytic virus
are highly complex and nonlinear. Thus to precisely define the required conditions
for successful therapy by this approach, mathematical models are needed. Several
mathematical models of the evolution of tumors under viral injection were recently
developed [2, 14]. Other mathematical models for tumor-virus dynamics are, mainly,
spatially explicit models, described by systems of partial differential equations, the
local dynamics is usually modeled by systems of equations carrying close resem-
blance to a basic model of virus dynamics [14]. Wu et al. modeled and compared the
evolution of a tumor under different initial conditions [15]. Friedman and Tao (2003)
presented a rigorous mathematical analysis of somewhat different model [5]. Artem
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S. Novozhilov [10] suggested a mathematical model that describes the interaction
between two types of tumor cells (the uninfected cells that are susceptible because
of the cancer phenotype) with ratio dependent functional response between them.
Considering a more realistic type of functional response with saturation effect of
virus—cell interaction as even when a virus is oncolytic and it punches a hole in a
tumor, the immune response of the individual to the virus occurs so fast that the
effects are quickly wiped out and the tumor continues, a novel mathematical model
is build upon the model of Artem S. Novozhilov [10] with a modified functional
response between the cells. A deep discussion of the linear stability analysis of the
biologically feasible equilibrium states of this model is outlined. The ranges of the
system parameters for which the system has chaotic behavior is found.

Some authors discussed the problem of chaos and stability analysis of some bio-
logical models such as cancer and tumor model, genital herpes epidemic, stochastic
lattice gas prey—predator model and many other models, see, for example, [3, 12].
The problem of optimal control of the unstable equilibrium states of cancer self-
remission and tumor system using a feedback control approach is studied by Sarkar
and Banerjee and El-Gohary [3, 12].

The main objective of present chapter is to study the interaction between growing
tumor and the replicating Oncolytic virus with a functional response with saturation
effect. The saturation effect accounts for the fact that the number of contacts an
individual cell reaches some maximal value as our immune system evolves to stop
virus just as the virus evolves to enter cells and replicate. Our model exhibits that
complete elimination of tumor is possible with the help of oncolytic virus therapy in
the treatment of tumor.

11.2 Mathematical Model (the Modified Prey Predator
Model)

The model considers two types of tumor cells x,, and y, growing in logistic fashion:

e X, is the size of the uninfected tumor cell population
e y, is the size of infected tumor cell population.

It is assumed that oncolytic viruses enter tumor cells and replicate. These tumor
cells, infected with oncolytic viruses, further cause infection in other tumor cells.
Oncolytic virus preferentially infects and lysis cancer cells both by direct destruction
of the tumor cells, and, if modified, as vectors enabling genes expressing anticancer
proteins to be delivered specifically to the tumor site. Based on these assumptions,
the model is given by the following discrete equations :

xn+Yn> _ BXnyn (11.1)

Xpy1 =Xp +opx, [ 1 — )
n+1 n 1 n( K xn+y,,+0t



136 A. Chetouani

Xn +))n> Bxnyn — ayn, (11.2)

=yt 1-—
Yn+1 Yn Zyn< K Xt ta

with initial conditions : xo > 0 and yy > 0. Here «; and «, are the maximum per
capita growth rates of uninfected and infected cells respectively; K is the carrying
capacity, B is the transmission rate (this parameter also includes the replication rate
of the viruses); The expression )ffy—’yjﬂx, displays a saturation effect accounting for
the fact that the number of contacts an individual cell reaches some maximal value as
our immune system evolves to stop virus just as the viruses evolve to enter cells and
replicate. « is the measure of the immune response of the individual to the viruses
which prevents it from destroying the cancer and a is the rate of infected cell killing
by the viruses (cytotoxicity). All the parameters of the model are supposed to be
positive and time independent.

11.3 Boundedness of Solutions

Boundedness is interpreted as a natural restriction of growth because of limited
resources. To establish the biological validity of the model system, we have to show
that the solutions of system (11.1) are bounded, for this we determine the region of
attraction in the following theorem

Theorem 1 For any positive initial conditions x, yo > 0, the solutions of (11.1) are
positive, more precisely, x,y € 2 = {(x,y) € Ri\O <x+y<K}

Proof From (11.1) we get :

Xn + Yn
Xt + Yt = X+ Yo+ (@1 Xy +ooyn) (1= ——— | —ay,

Xn + Yn
Xpt1 + Va1 < max(aq, o) (X, + yn) (1 % )

then by usual comparison theorem, we get the following expression
lim sup(x, + y,) < K
n—o00

Thus, it suffices to consider solutions in the region 2. O

Solutions of the initial value problem starting in £2 and defined by (11.1) exist and
are unique on a maximal interval. Since solutions remain bounded in the region §2,
the maximal interval is well posed both mathematically and epidemiologically.
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11.4 Equilibrium Points

An equilibrium point is a point at which variables of a system remain unchanged
over time. The system (11.1) has the following equilibria:

E(0,0), E1 (K, 0), E2(0,y) and E3(x*, y*),

where y:%(az —a)and y* = M WAl W = f(x) where M = 2xa, + aay —
K(ay — ) and N = apx? + x(oa — K (ot — ) — KB) — Ka(ay — ).

The existence of trivial equilibrium point E((0, 0) is obvious. This equilibrium
point implies the complete elimination of tumor. Biologically, it means that both
infected and uninfected tumor cells can be eliminated with time, and complete recov-
ery is possible because of the virus therapy.

The existence of equilibrium point E (K, 0). is obvious. This equilibrium implies
the failure of virus therapy. Biologically, it means that both infected and uninfected
tumor cells tend to the same state, as they would have been reached without virus
administration.

The equilibrium point E;(0, y) exists if oy > «. This equilibrium implies com-
plete infection of tumor cells and stabilization of tumor load to a finite minimal size
y = f—q(az — o). Biologically, it gives a real life situation in which tumor load can
be reduced to lower size if tumor is detected at initial stage.

To see the existence of the interior equilibrium point E3(x*, y*) we note that
x*, y* are positive solutions of the system of algebraic equations given below

o (1—x+y>= by (11.3)
K X+y+o

az(l—x+y>=— Py L, (11.4)
K x+y+a

Substituting the value of y* in Eq. (11.3), we get

ap (K —x — f(x) (x + f(x) + @) = KBf(x) (11.5)

To show existence of x*, it suffices to show that Eq.(11.5) has a unique positive
solution. Taking

Gx)=a;(K—x— f(x))(x+ f(x) +a@) — KBf(x)
We note that
GO) =0 (K- f(0)(f(O0)+a)— KBf(O) >0 (11.6)

provided
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aa—orf >0anday; —a >0 (11.7)

or o o

2.2 (11.8)

B a
and

GK)=—a1f(K)(K+ f(K)+a)+BK) <0
provided
BK
a < (11.9)
K+«

Thus, there exists an x* € [0, K] such that G(x*) = 0.
For x* to be unique, we must have

Gx)=—ai(1+ f/&x)NRx+2f(x)+a—K)— KBf' (x) <0, (11.10)

The corresponding value of y* is given by y* = f(x*). For the calculus of x*, the
Newton method was used.

Thus if all the three conditions (11.5)—(11.7) hold, an unique interior equilibrium
always exists, to calculate. However, these conditions depend upon the parameter
values so they do not always hold. If both Eqgs. (11.5) and (11.6) does not hold other
equilibrium points of the system become locally asymptotically stable.

11.5 Local Stability Analysis of Equilibrium Points

To discuss the local stability of equilibrium points we compute the jacobian matrix
of system (11.1). The modulus of the real parts of the eigenvalues of the variational
matrix evaluated at a given equilibria determines its stability. The entries of general
variational matrix are given by differentiating the right hand side of system (11.1)
with respect to x, y. The matrix is given by

o=(22)

where
A:Hal(l_m)_ﬂ_ Py Po
K K x+y+a G+y+a)?
B 4% _ Bx Bxy

_l’_
K x+y+a &+y+a)?



11 Discrete Mathematical Modeling and Analysis ... 139

co_ By, by By
K x+y+a G+y+a)?
D=1+a2<1—x+y)—@+ AN i —
K K x+y+a x+y+ow

We denote the jacobian matrix corresponding to E; by V(E;),i =0, 1,2, 3.

11.5.1 Stability Analysis of E

To explore local stability of the trivial equilibrium point, we calculate the jacobian
matrix of Ey. The variational matrix of equilibrium point Ej is given by

ven=(2p) (L1

Theorem 2 E is an unstable equilibrium point.

Proof Eigenvalues of V (Ey) are givenby 1 + o and 1 + o, — a. Hence the modulus
of both eigenvalues of the matrix is greater than 1. (]

11.5.2 Stability Analysis of Eq

To study the stability behavior of E|, we compute the variational matrix V (E;) as

follows:
BK

V(E)) = (1_0"“ T K ) (11.12)

1+K+a—a

Theorem 3

1. E; is a stable equilibrium point if Kb—fu <a,
2. Ejis a saddle point U‘If—ﬁ > a.

Proof The eigenvalues of the matrix V (E)) are given by 1 — «; and 1 + If fa —a.

Thus, the modulus of the eigenvalues of V (E) are less than 1 and E is a stable
equilibrium point if 2X- < «, consequently E is a saddle point if £ > a.

The inequality [f—ﬁt > g implies that E; is locally asymptotically stable if death
rate of infected cells due to the virus attack is larger than the rate of transmission of
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infection from virus to the uninfected cells (measure of the immune response of the
individual to the viruses is very less as compared to carrying capacity of the cells).

Stability of this equilibrium point suggests that infected cells would die without
having time to infect other cells and tumor grows unaffectedly. (]

11.5.3 Stability Analysis of E;

The jacobian matrix of E,(0, y) where y = o%(az — a) is given by

+ aa _ _BK(n—a) 0
V(Ey) = ( o e ) (11.13)
—+a+ g rem l—ary—a
. c7ey e . epd BK (ax—a) K(oy—a)
Theorem 4 1. E;isastable eql,tllzbrmmpomtzf0[—2 < Rlates 0T < Y5
(Baz — aay),
2. E, is a saddle point if « > £2=9 (8w, — qay).

ajoa

@a
o

Proof The eigenvalues of the matrix V (E;) are givenby 1 —ay +aand 1 +

BK(ex—a)
K(ay—a)+aa;

equilibrium point if

. Thus V (E>) has eigenvalues of modulus less than 1 and E; is a stable

aa _ _pK(—a) K(n—a) _
o < Rar—artam 0T & < oz (Bop — aay), consequently

E, is a saddle point if o > %(ﬁag —aay).
Local asymptotic stability of E, implies that Ba, > aw;, Since « is a positive

parameter and it cannot be less than a negative quantity, so E; is locally asymptoti-

cally stable point if 22 > % together with > > 1 or 22 > max ( 1, %) O

Hence E) is locally asymptotically stable under any of the two situations:

1. If net growth rate of uninfected cells is less than the rate of transmission of virus
infection than growth rate of infected cells must be greater than the death rate of
infected cells caused by the viruses.

2. If net growth rate of uninfected cells is more than the rate of transmission of virus
infection then the ratio of net growth rate of uninfected cells to the death rate of
infected cells caused by the viruses is more than the ratio of net growth rate of
uninfected cells to rate at which they become infective.

11.5.4 Stability Analysis of E3

The jacobian Variational matrix of E3 is given by

V(Es) = (2 g) (11.14)
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where
AT =1 ta - o T * + * * 2
K K xX*+y*+a (x*+y*+a)
pro o  Bx n Bx*y
K X*+y*+0{ (x*+y*+0()2
ot = %Y . By Bxy”
K x* +y* + o (.X* +y* +Ol)2
* * * * L
D*=1+a2<1_x +y)_oczy By By iy
K K x*+y* +a  (x*+ y*+a)?

Theorem 5 FEj is always locally asymptotically stable if it exists.

Proof The eigenvalues of V (E3) are

a1 x* +apy* 1\/(2 apx* +a2y*>2 74(1 . Bx*y*(ap —a2) . afx*y* >

1—- =+ -
2K 2 K @*+y*+a)K (x* +y*+a)3

The modulus of the eigenvalues are less than 1. Thus E; is always locally asymp-
totically stable O

11.6 Global Stability of Interior Equilibrium Point

An equilibrium point is globally asymptotically stable if system always approaches
it regardless of its initial position.

Lyapunov functions enable to find biologically realistic conditions sufficient to
ensure existence and uniqueness of a globally asymptotically stable equilibrium state.
Global stability of the interior equilibrium point of system (11.1) is determined in
the sequel

Theorem 6 If the following inequality holds

(atora) (5 -aos) (3 o )
artvito) Nk o rrro)\x TEror 1+

then E3 is globally asymptotically stable for any xg, yo € 2.

Proof Consider the following positive definite function

Wn:xn—x*—x*ln(x—z>+yn—y*—y*ln<y—1).
X y
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Computing W, 1, we get

Wyl = xn +ayjxp <1 -

Xn+Y Bxny,
Xn + yn " — x*In Xn + o1 xn (l - nK n) - XnJr;l’n*nFa I
K x*

' Xnty) Bxny
| Xt on * %] Yn 2 (1 _ %) + TFinda ~ Wn -
yn gy (1= === ) —ayn —y" = y"In " =

Xp+Yn nYn | n+Yn nYn 8
x*1n (X” rem 2 Ly ) - ~"nﬂ-i,v,'\+a ) y*In <)"z +oyn (1-F 'S )+ xﬁf.v»)—%—” _ayn>
y— _

x* y*

We note that W, < W, inside £2 if

(e e ) (3 )
a(x* + y* + a) K ax*+y*+a) K (K+a)(x*+y*+a)

Which completes the proof of the theorem. (I

11.7 Numerical Simulation

To test the above theoretical results, the model is simulated numerically. The system
of equations is computed using the following set of compatible parameters, which
satisfy the stability conditions.

a1 =20,K =100, a0 =1, =0.05, b = 0.02, a = 0.003. (11.15)

The equilibrium points for these parameters are (0, 0), (100, 0)(0,99.7) and
(10.5, 89.4).

The conditions for local asymptotic stability of interior equilibrium point are satis-
fied for this set of parameter values. In Fig. 11.1 densities of tumor cells for parameter
values (11.15) is shown. It is observed from the figure that infected tumor cell pop-
ulation first rise and then attain a constant equilibrium value whereas uninfected
tumor cell population first rise abruptly and then decrease due to virus infection and
cytotoxicity to attain its equilibrium value (Fig. 11.2).

In Fig. 11.1, density of tumor cells is drawn for « = 0.3 and other parameters
remaining same as in Eq.(11.15). This figure implies that the system converges to
equilibrium point E;(100, 0) when death rate of infected tumor cells due to the
viruses increases from 0.003 to 0.3.
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Fig. 11.1 Densities of tumor cells for parameters given in 11.15
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Fig. 11.2 Convergence of the system to Eq, for « = 0.3 and other parameters remaining as in
Eq.11.15
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Fig. 11.3 Convergence of the system to E», for § = 0.04 and other parameters remaining as in
Eq.11.15
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Fig. 11.4 Variation of tumor load with time for different transmission rate of infection from virus
and parameters o1 = 40, K = 100, ap = o = 0.05, a = 40, = {30, 10}

Figure 11.3 shows the density of tumor cells for § = 0.04 and other parameters
remaining same as in Eq.(11.15). It demonstrates the convergence of the system to
equilibrium point E, (0, 99.8) for higher infectivity of the oncolytic virus. Numeri-
cally the tumor load decreases when per capita growth rate of infected cells (c;) is
less than or equal to the death rate of infected cells due to virus a for high replication
rate of viruses in the cells.
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Fig. 11.5 Stable limit cycles for parameter values oy =40, K = 100, 2 =2, = 0.05,a =
4,=20,x0=y0 =5
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Fig. 11.6 Variation of tumor load with time for different transmission rate of infection from virus
and parameters o] =40, K = 100,020 =2,a =0.05,0 =2

Figure 11.4 shows variation of tumor load with time for different transmission
rate of virus infection 8. It is found from the graph that for &, = a = 2, tumor load
decreases with the increase in b for all 8 > 1 and decreases for 8 > 30.

Figure 11.5 displays the formation of limit cycle in the system. It is observed
from numerical simulation that stable limit cycles are formed for 10 < 8 < 35 and
for 8 > 35 no limit cycles are formed. However, when o, < a (for parameter values
ay = 1, a = 2 and other parameters remaining same as (11.15), we have found that
stable limit cycles are formed for 10 < 8 < 40 (Fig. 11.6).
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Fig. 11.7 Stable limit cycles for parameter values oy =40, K = 100,02 =2,a =0.05, ¢ =
2,b=30,x0=y0=1

Figure 11.7 shows stable limit cycle for b = 30 and keeping other parameters

fixed as above. However, when b > 40, tumor load decreases and strange chaotic
attractors are obtained.

References

10.

11.

. Barker DD, Berk AJ (1987) Adenovirus proteins from both e1b reading frames are required for

transformation of rodent cells by viral infection and dna transfection. Virology 156(1):107-121
Dominik W, Natalia K (2005) Computational biology of cancer: lecture notes and mathematical
modeling. World Scientific, Singapore

. El-Gohary A, Al-Ruzaiza A (2007) Chaos and adaptive control in two prey, one predator system

with nonlinear feedback. Chaos Solitons Fractals 34(2):443-453

Frew S, Sammut S, Shore A, RamjistJ, Al-Bader S, Rezaie R, Daar A, Singer P (2008) Chinese
health biotech and the billion-patient market. Nat Biotechnol 26(1):37-53

Friedman A, Tao Y (2003) Analysis of a model of a virus that replicates selectively in tumor
cells. J Math Biol 47(5):391-423

Garber K (2006) China approves world’s first oncolytic virus therapy for cancer treatment. J
Natl Cancer Inst 98(5):298-300

Kunin CM (1964) Cellular susceptibility to enteroviruses. Bacteriol Rev 28(4):382

Kuruppu D, Tanabe KK (2005) Viral oncolysis by herpes simplex virus and other viruses.
Cancer Biol Ther 4(5):524-531

McCormick F (2003) Cancer specific viruses and the development of ONYX-015. Cancer Biol
Ther 2(sup1):156-159

Novozhilov AS, Berezovskaya FS, Koonin EV, Karev GP (2006) Mathematical modeling of
tumor therapy with oncolytic viruses: regimes with complete tumor elimination within the
framework of deterministic models. Biol Direct 1(1):1-18

Pond A, Manuelidis E (1964) Oncolytic effect of poliomyelitis virus on human epidermoid
carcinoma (hela tumor) heterologously transplanted to guinea pigs. Am J Pathol 45(2):233-249



11

12.

13.

14.

15.

Discrete Mathematical Modeling and Analysis ... 147

Sarkar RR, Banerjee S (2005) Cancer self remission and tumor stability-a stochastic approach.
Math Biosci 196(1):65-81

Voroshilova M (1989) Potential use of nonpathogenic enteroviruses for control of human
disease. Progress in Medical Virology (Fortschritte der medizinischen Virusforschung Progres
en virologie medicale) 36:191-202

Wodarz D (2001) Viruses as antitumor weapons: defining conditions for tumor remission.
Cancer Res 61(8):3501-3507

‘Wu JT, Byrne HM, Kirn DH, Wein LM (2001) Modeling and analysis of a virus that replicates
selectively in tumor cells. Bull Math Biol 63(4):731



Chapter 12 ®)
A Model of Dengue Fever with Control oo

Mohamed Derouich and Mohamed E. N. Lamlili

Abstract According to the World Health Organization, incidence and prevalence of
dengue has shown a dramatic increase in the last decades. Worldwide, 390 million
dengue infections are diagnosed each year with a prevalence of 3.9 billion people.
A total of 128 countries, are at risk of infection with dengue viruses. Unfortunately,
there is no specific treatment for dengue/severe dengue. However, prevention and
control namely vaccination, education campaign, use of appropriate protection... can
help to avoid this disease. A mathematical model based on differential equations and
optimal control theory is used to show how infected population could be reduced
and epidemic outbreak slowed down. A stability analysis of equilibrium points is
done and different simulations are carried out according to levels of preventions and
controls. The epidemics is discussed and illustrated by figures for different values of
parameters.

12.1 Introduction

Dengue has emerged as a worldwide problem since the 1960s. The disease is com-
mon in many popular tourist destinations in the Caribbean (including Puerto Rico),
Central and South America, Southeast Asia, and the Pacific Islands. In fact, accord-
ing to the world health organization (WHO) [19] and Centers for disease control
and prevention (CDC) [4], 128 countries are at risk of infection with dengue viruses,
with 390 million dengue infections diagnosed each year and a prevalence of 3.9
billion people. Dengue-related symptoms can be mild or severe. The mild forms of
the disease are called dengue, dengue fever, dandy fever, and break-bone fever. The
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severe syndromes are called hemorrhagic dengue, dengue hemorrhagic fever (DHF),
dengue shock syndrome (DSS). Severe one is considered as a more serious form of
the disease leading to: shock, internal bleeding, or even death. About 1 in 20 peo-
ple who get sick with dengue will develop severe dengue and a people who had a
dengue infection are more likely to develop severe dengue. This disease is a medical
emergency and requires immediate medical attention or hospitalization.

We note that the disease is caused by four different serotypes (DEN1, DEN2,
DEN3 and DEN4). A person infected by one of the four ones will never be infected
again by the same serotypes. However, the lost of immunity to the three others
may appear in about 12 weeks and then the infected person becomes more sus-
ceptible to develop sever dengue. Dengue viruses are spread to people through the
bites of infected Aedes species mosquitoes (Ae. aegypti or Ae. albopictus). These
are the same types of mosquitoes that spread Zika and chikungunya viruses. These
mosquitoes typically lay eggs near standing water in containers that hold water, like
buckets, bowls, animal dishes, flower pots, and vases. They bite people during the
day and night, and live both indoors and outdoors near people. Mosquitoes become
infected when they bite a dengue infected person. Therefore, they can spread the
virus to other people through bites. Unfortunately, there is no specific treatment for
dengue/severe dengue. However, prevention and control can help to avoid the dis-
ease. Currently, the main method to control or prevent the transmission of dengue
virus is to fight vector mosquitoes through reducing egg-laying natural and artifi-
cial man-made habitats mainly by the disinfection of household waste and the use
of appropriate insecticides and protection from bite of mosquitoes in addition to
vaccination, education campaign, active monitoring and surveillance of vectors.

In order to help in the management and the reduction of this epidemic’s effects,
the use of mathematical models, based on ordinary differential equations as well as
the optimal control theory, can be a source of information helping decision makers
to develop and implement efficient strategies.

Several mathematical models have been proposed to investigate dengue epidemi-
ology, some of which explicitly model the mosquito population [10, 15, 18], while
others implicitly model it in the transmission term [1, 6, 16]. In 1975 Bailey [2] pro-
vided the basis for dengue models addressing a single serotype. Adams and Boots
[1] proposed a mathematical model, including versions with seasonal variation in the
oviposition rate and mosquito diapause, to examine how the reproductive number
and extinction probability of the virus are related to vertical infection efficiency.

This work is adopted by [5] for modeling transmission dynamics of dengue fever
in southern Taiwan where the studied population is divided into host (human),
vector (pre-adult), and vector (adult female mosquito population). Generally, The
basic vector—host dynamic models were composed of the Susceptible-Exposed-
Infectious-Recovery (SEIR) mosquito population and the Susceptible-Infectious-
Recovery (SIR) human populations [20-22]. Based on their single-serotype model
[9, 11], Esteva and Vargas built a two-strain model. The vector population is sub-
divided into a susceptible class and two serotype-specific infectious classes. For
each serotype, the host population is governed by a SIR model. Bartley et al. [14]
proposed a more complex modelling structure, representing the evolution of the
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immune response: (1) Short-term (2-9 months) and partial cross-immunity. (2) Sub-
neutralizing antibody-level inducing an increase in the infectivity in the secondary
infected host and, consequently, impacting the transmission rate from host to vector.
(3) Immunity to one serotype without cross-reaction with other.

Derouich and Boutayeb [7] developed a model with two subsequent infections
at separate timeintervals, considering that the first epidemic ends when the second
occurs. We resume and improve this work by introducing an optimal control in order
to reduce the infected population and slow down the epidemic outbreak.

12.2 First Epidemic

12.2.1 Formulation of the Model and Stability Analysis

12.2.1.1 The Mathematical Model

The proposed model describes the interaction between human population denoted
by N, and vector population denoted by N,: the human population is divided
into three classes Susceptible, Infected and Removed (Immuned) individuals, with
Su (1), I(t), Ry () denoting their fraction in the population at time ¢ and the vector
population is divided into two classes: Susceptible and Infected, no immune class
exists for mosquitoes because the infected period end when the mosquitoes die, with
Sy(?), I, (t) denoting their fraction in the population at time .

In this model death is proportional to human population (respectively vector pop-
ulation) size with rate constant iy, (resp. i,) and we assume a constant Ay, (resp. A,)
due to births and immigrations. So dNy = Ay — up Ny, (resp. d]\t[” = Ay — 1y Ny).

As indicated in [7] the model supposes a homogeneous mixing of human and
mosquito population so that each bite has an equal probability of being taken from
any particular human. While noting b, the average biting rate of susceptible vectors,
Py the average transmission probability of an infectious human to a susceptible
vector, the rate of exposure for vectors is given by: (pyyI1,bs)/Np,.

Itis admitted [20] that some infections increase the number of bites by the infected
mosquitoes in relation to the susceptible. Therefore, we will assume that the rate of
infected mosquito bites b; is greater than the one of susceptible mosquitos b;.

Noting p,, the average transmission probability of an infectious vector to human
and [, the infectious vector number, the rate of exposure for humans is given by:
(punlvbi) /Ny so:

e The adequate contact rate of human to vectors is given by: Cy = ppybs
e The adequate contact rate of vectors to human is given by: C,, = pyb;.

A schematic representation of the model is shown in Fig. 12.1.
The dynamics of this disease in the human and vector populations is described by
the following differential equations:
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Fig. 12.1 Compartments of A 1 g
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dN, A N

dl‘ - v Mv v

Up to now there is no vaccine against dengue viruses but prevention and con-
trol can avoid this disease, mathematically, we introduce a control u#; = u;(¢) and
uy = up(t) which represent:

e Prevention denoted by u;: it involves the use of repellents, cremes, mosquito nets,
or wearing long clothing and covering. Moreover, it also takes into considera-
tion the efforts made by municipalities to raise awareness of the danger of the
mosquitoes and the virus.

e Vector control denoted by u,: to avoid the proliferation of vector population by
using:

— Chemical control: insecticides, larvicides and genetics manipulation of produc-
ing mosquitoes refractory to infection of transmission, or sterile insects
— Mechanical control: to reduce the number of breeding sites.

Introducing these two controls to the model above leads to the following controlled
model:
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CU‘IIU
Do = A= 228501 =) = wiS)
dlh thlv
il Sp(l—uy) — (n + v)In
Human population { & h
h
— =y, [, — u, R
o7 = Yl — Ry
dN, _ A N
77 = An— sy
Ciul
Do = A1 —u) = T2 (0 —u)S, = (oo + ),
. Cipol
Vector population ‘thv = ;‘\: h (I —up)S, — (uy + ux)l,
h
dN,
dlv =Ay(1 —up) — (u2 + py) Ny

Since R, = N, — S, — I, and S, = N, — I, the two previous systems become:

dSh A thIvS (1 ) S

_— = — —Uu —

pT h N h 1 Mhon

dIh thIvS (1 ) ( + )I

_— = —Uu -

5% N, h 1 Kn T ¥Yn)ln

d_th = A — wn N, (12.1)
Cnoly

ddltv = N, (I —u)(Ny — L) — (uy +u) Iy

dN,

di = Au(l—uz)_(u2+ﬂu)Nu

12.2.1.2 Stability Analysis
Equilibrium Points and R,

For the model above, equilibrium points are defined such that there is no variations
in Sy, Iy, Ry, Sy, Nj, with respect to t:

Conl

A — A’;“sh(l —uy) — iy Sp =0 (12.2)

Cunl
]”j L Su(1 — 1) — (yn + i)y = 0 (12.3)

h
Ap—upNp, =0 (12.4)

Cthh
(= un)(Ny = 1) = (i + ), = 0 (12.5)
h

Ay(1 = u3) — (uz + )Ny = 0 (12.6)

For any values of the parameters, the disease-free equilibrium is given by
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Ey = (Ny*,0, N7, 0, N*) and E, = (S, I}, N}, I¥, N}

where :

A
NIT:_h

“n
o Ap pnCon (1 —ul) + (vn + ) (o + u2)
" )RS+ Cyp (1 — uy)

Mytun
o An(RE—1)
" ) RG A+ - Cn(1— )

pnCio(1 — u) Ny (RZ — 1)

I* =
U Cr(I = u)(RE = 1) + (vi + ) (e + u2) RE + pn Con(1 — uy)
A,(1 —
N* = (1 —uy)
Ly + Up

The basic reproduction number for the model is (see Appendix A.1):

2 MaCrCop(1 — ur)*N,
O A + ) (1o + u2)

Theorem 7 The system admits two equilibrium

e If Ry < 1 the system admits a trivial equilibrium E| = (%,0,%,0,%)

o If Ry > 1 then there exists an endemic equilibrium E, = (S}, I}, N;/, I\, N¥).
Proof See Appendix A.2.

Local Stability of the Equilibria

Theorem 8 If Ry < 1, then E| is locally asymptotically stable

Proof Thelocal stability analysis based on variational principle is used. The Jacobian
of the system (1) at point E; = (Np*, 0, N, 0, N) is written as:

—[n 0 —Coyp(1—uy) O 0

0 —h+m) Cul(l—u) 0 0
J(Ey =] 0 L@lone —(u,+u) 0 0

0 0 0 — 0

0 0 0 0 —(iy +u2)

Then the characteristic polynomial is given by:

—On ) =+ Co(1 =)
P@) = Gun + 02 (un +12) = 1) | a0

Ap

= (un + M) ((n + uz) — 1) (/\2 + (Y + w4 1o + u2))

W ) (e + 1) — eCuCielznr

= (n + 1) + u2) = (A + (v + o + po + u2)r
+ (h + ) (o + u2)(1 — RY))
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Consequently E, is stable if and only if the coefficients of A2 4 (v, + p, + py +
ux)A? + (vn + mn)(uy + uy) are positive which implies = E is stable if and only
if R() < 1.

Theorem 9 If Ry > 1, then E, is locally asymptotically stable.
Proof See Appendix A.3.

Global Stability of the Equilibria

Theorem 10 E| is globally asymptotically stable.

Proof Since asymptotic behavior of E; will be studied, N}, is substituted by N, and
N, by N because lim N, — N} and lim N, — N;.
LetV = %IU + I, be a linear Lyapunov function.

So
Con(1 —uy) dly + di

V=
CMUC+I(412 dt) dt
vhChy(L — U] %
= ——+———I)(N; — 1)) —Cyp, (1 —up)Ily +
NF o + 102) W(Ny — Iy) — Cyp( DIy

Cop(1 —up)Sy

Iy — (up + vy I
Ny

Con(1 —uyp) % ConChy(l —uy) *
= (NS =Sy — (yp +up) (1 - (Ny — L) ) 1
Ny T T N G+ v ) )
Con(1 = uy) I
=—%(N;—Sh>1v—(yh+uh)<1—R5(1—N—’;>)1h
h v
Cyn(1 —uy) 1
= == (N = S h = ) (1= RG + R ) D
h v

So for R% <1 and as S, < N; we obtain: % < 0 on the other hand V=0=
(Ny —Sp)l, =0and I, =0then S, = N} or I, =0and [, = 0.
Therefore E is globally asymptotically stable.

12.2.1.3 Impact of Control
The effect of prevention and vector control is measured by considering their impact

on the reproduction number Ry. Thus, this effect is determined by differentiating R
with respect to u; (respectively u;)

BR C'H)CU NU

700 _ I vh <0 (12.7)
ouy Ny (n + vi) (y + u2)

9R 1 (1 —uy) ChyCur N, 1

Ry 1 (A —u)CpCun . <0 (128
dus 2 Ny (i 4 vi) (o +u2)* [ CnCuNo

N (n+yn) (otuz)
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oR oR
Since 8_0 (resp. 3_0) is negative, it implies that Ry is a decreasing function of u
Ui un

(resp. uy), this indicates that the control u; (resp. u,) has a negative impact on R
and will lead to reduction in this disease burden.

12.3 Second Epidemic

In the same way as in the previous section we suppose the onset of a second epidemic
with another virus. But in this case, we may assume that a proportion of the popu-
lation of susceptibles is globally immunized against the four serotypes or partially
immunized against one, two or three viruses.

But in this model we suppose that the human population is divided into two
categories:

e A subpopulation that has been infected once by serotype 2

e A subpopulation S N, that has been infected twice: the first by the serotype 1 an the
second by the serotype 2, this subpopulation is derived only from the removed from
the first epidemic (serotype 1) that are exposed to DHF (SN, (tp) = SS(t%) = R};.)

Therefore the model is given by the following equations:

dSh thlv

dd7= Iéh;MhSh_ThSh
j_lt: i A A R L
d_th = Vulp — un Ry,

th

= Ap— upNp — o, STy

Human population d‘gsh U, SS, — Conln ss,
t Nj
A0 = Calogs, — (uy + i+ @)1,
dflfh = Sl — iy SRy,
deIch = —upSNy — a,S1y
Do = Ay = FEU+ SIS, = 1S,
Vector population % = ?V—”h”(lh + SI) (N, + 1) — puyu 1y
dg“ = Ay — Ny
where o), is mortality rate due to dengue hemorrhagic fever (DHF), and dengue shock

syndrome (DSS).
With the conditions S, + 1, + R, +S8S, + SI, + SR, = N, SS, + SI;, +
SR, =SN, and S, + I, = N,,so: R, =N, — S, — I, — SN, S, = N, — I, and
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SR, = SN, — 8§, — S, then

dds;h = Ap— C}’V;’hlvsh — M Sh
dglﬂ = C}’V—th”Sh — (i + yu) I
%= Ap — Ny — oSy
Go= Qs — 1) — w1
% = Ay — Ny
gfh _ thlv SSh — (ihSSi
dgtlh = C})V—thUSSh = (un + yn + o) Sy
dir]tvh = —up SNy — aySIy

The controlled model is given by the following system

& — Ah _ th(l — ul)lv

di = N Sh — mnSh

Cg—lth = —C”h(lihul)lv Sp = (n + vu)In

% = Ap — upNp —apSi,

Al = S (1,(1 = uy) + S = us)(N, = L) = (o + 1)1,

& h (12.9)

dr Ay(1 —up) — (uy +uz)N,

Cdlgfh — v};(l —u3)l, SSy — 1nSSh

] vn I'U

d%h = Culle Le 5, — Guy-+ 1+ ST
dfch = —upSNy — o, STy

where u, u, and us are controls.
The objective functions is defined as

T
J(uy, uz, u3) =/ <1h + 81, + N, + 4 wi(t) + Buz(t) + Cug(t)>
0

where:

e the first three terms in the functional objective represent benefit of I;,, SI; and N,
populations that we wish to reduce

e A, B and C are positive weights that balance the size of the terms.

e U is the control set defined by
U = {(uy, up, uz)/u; is measurable, 0 < u;(r) < 1,t € [0, T]fori =1, 2, 3}.

The objective is to characterize an optimal control (u}, u3, u3) € U satisfying
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J((uy,uy,u3)) = min T (ur, ua, u3)
(uy,uz,u3z)el

12.3.1 Analysis of the Optimal Control Problem

We first show the existence of solutions of the system, thereafter we will prove the
existence of optimal control.

12.3.1.1 Existence and Positivity of Solutions

Theorem 11
The set  $2 = {(Sh, In. Nu, Lo, No, SSi. Sy, SNy) € R¥/0 < Sy, I, Ny, I, No,
SSu, SIj, SN, < %, 0<I,N, < %} is positively invariant under system (12.9).

Proof See Appendix B.1.

Theorem 12
The controlled system (12.9) that satisfies a given initial conditions
(Sh ), 1,,(0), N,(0), I,(0), N,(0), $5,(0), S1, (0)) € w has a unique solution.

Proof See Appendix B.2.

12.3.1.2 Existence of an Optimal Control

Theorem 13
Consider the control problem with system (12.9). There exists an optimal control
(uy, u3, u3) € U such that

J((ui,uz,u3)) = min T (uy, uz, us)
(uy,uz,uz)el

Proof The existence of the optimal control can be obtained using a result by Fleming
and Rishel [12]. Note that:

e From Theorems 11 and 12 it follows that the set of controls and corresponding
state variables is nonempty. (see [12], Theorem. 9.2.1)].)

r A B C
o J(ui,ur,u3) = / (1,, +SI, + N, + 5u%(r) + Eug(r) + Eu%(t)) dtiscon-
0

vex in uy, u, and us.

e The control space U = {(uy, us, u3)/uy, u, and uj are measurable, 0 < u;(¢),
uy(t), us(t) < 1,t € [0, T]} is convex and closed by definition.

e All the right hand sides of equations of system (12.9) are continuous, bounded
above by a sum of bounded control and state, and can be written as a bilinear
function of u; (1), u,(¢) and u3(¢) with coefficients depending on time and state.
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e The integrand in the objective functional, I, + SIj + N, + Su}(t) + Sud(r) +
Su3(1) is clearly convex on U.
e Leta; =1/3 i[r(}fT](Ih (1), SI,(t), Ny(1)), a, = inf(A, B, C)anda = 2 (because,
tel0,

the state variables are bounded)

A, B 5 C 5 2 2 2
then I, + SI, + N, + 2141(2‘)—|— 2142(t)+ 2u3(t) > ay +on(lur]” + [uzl” + [u2]”)

The conditions of Theorem III. 4.1 from [12] are satisfied then we conclude that
there exists an optimal control.

12.3.1.3 Characterization of the Optimal Control

The necessary conditions for the optimal control arise from the Pontryagin’s maxi-
mum principle [17].

Theorem 14 Given an optimal control (uy, u3, u3) and solutions S}, 1}, I\, N},
SS;, SI; and SN} of the corresponding state system, there exist adjoint variables
A1, A2, A3, A4, As, As, A7 and Ag satisfying

)“,I = _)LZ)th(I]\]_hul)Iv + pph

Xy = =1+ (s + e + A = u) Ny = L)k

3y = Sl 0l 5,6y — )+ puana + S8 (101 = un)

+51h(1h_ ) (Vo — Io)ha + %‘2“2)@5& (M7 — Ag)
h
Ay = %h_u')sh(m —22) + [%,v Un( = up) + SIp(1 = u3)) + (1o +u2)]k4
+%h—”3>ssh(xb — A7)
Chy

hs = =1 = e Un( —u) + SIh(1 = u3)ha + (o + u2)ks

A = (ke —?»7)7C”h(11\,_;, LY

e CI\TIZJU —u3)(Ny — Ip)Aa + apds + A7(un + yn + an) + Agap
Ay = Agitp

With transversality conditions: A (T) = M (T) = A3(T) = A (T) = 2y (T) = As(T)
= Ae(T) = 17(T) = 25(T) = 0.
Moreover the optimal control is given by

1 Conl? Cio I}
= min <1, max <0, " |:(A2 — A1) ;vh S+ Ay x*h (N* — 1:)D>
h h

1
uy = min (1, max (O, 3 [MI: + As(A, + N:)]))
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1 Conl? Cio ST
i = min (1, max (0, c [(/\7 — %) A’;;“ SSF+ A4hN—;h(Nj _ 1;>D>

Proof Appendix B.3.

12.4 Numerical Simulation

To solve the system (12.9) numerically we will use the Gauss-Seidel-like implicit
finite-difference method developed by Gumel et al. [13] and denoted by GSS1
method.

The time interval [y, T] is discretized with a step & (time step size) such that
ti=ty+ih
i=0,1,...,nandt, =T
So at each point #; we will note S;; = Sp(t), I;; = I;(t),
N, = Ny(t), Il =1,(t;), Ni=N,(), SS,=SS(t),
SI} = SI,(t;), SNyh' = SNy (1),
A =0, Ay =ha(t), Ay = A3(t), Ay = Aa(ti), As = As(ti), kg = Ae(ti), A5 =
A(t), Ay = Ag(t;), uy =u1(t;), uhy=ux(t;) etuly =us(t;)

For the approximation of the derivative we used simultaneously forward difference
dSp(t) dIy() dNy(t) dl, (t) dN, (t) dSSh(t) dSIh(t) dSNh(t) and
dt > dt > dt > dt dt dt dt dt
d)»l(l‘) d)uz(t) dls(l) dM(f) d)»s(l) d)\6(t) drs (1)
> dt dt dt dt dt dt

for

backward difference for
and M .

So the derivatives are approached by the following finite differences:

asi _si—si-' a1 _ri—rn='" 9N, _Nj— N

~

ot k T T kK o T k ’
(TN T e i
ot Tk ot ko
9SS . SS, =SS~ 9SLy  SIj—SL~' 3SNj _ SN — SN,
ot k > dt k > ot k ’
for i=1,...,n. Wherek =t,11 — ¢;
! ~ e VR VY ~ P R T ~ e
at k > Ot h > ot h ’
y » o y » i By y o
U ey VI U Vi p VI Y PV VI
a1 k ST h T k ’
! ~ A sl gt - At — !
at h > Ot k )

for i =0,...,n—1.Wherek =t,11 — ¢;
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Hence the problem is given by the following numerical scheme: fori =1,...,n

. ,
St = Si — A, — G- wply ST it
k Nh h
Jitl _ i Con(l — ui) 1! _
b _ Cun( : 1)LSL+1 (n + y) I
Ny
i+1 i
w = Ay */LhN;;JrlfahSI;;
Itl;+l _Ill) — Chv ([i+1(] _ [)+SII(] t))(Nl Ii+l) ( + i Ji+1
k - N;l+1 h uy pL—uj vty — (y uz) v
i+1 _ aji . X .
M=M= A= uf) — oy + )N
SSL+17551' iyl )
T h _th(l H’:‘]})IU SS;,+1 _I'LhSS;l+l
N
gpitl _ g 1 i+
bt = Cun N’JI:IS) S = (i + v+ o) ST
. _ h
SN/l — SNi ;
h T h :_MhSN;,+l_05hSIlll+l
M- it iy Con(L— ) 1! ic1
3 =T =agThH = N b 4 pAy
}Lnfi _ }Lnfifl . C ) ) ) )
e e B (TSR VLA Ni’;vl (I —u) (N — 1
)Lnfi _ )Lnfifl _ iy git . X
3 . 3 _ th((l[Vi_:;;;IU H—I(An i—1 }Ll;—l—l)+ullkgl—l—l
h
C N . . . . ) . s
+(N;;Tl)2 (TN = ul) 4+ STFY A = ul))(NIFY — ity
Con(1 — ubyri+! i
+ vh((Nl+1’§) 1+1()Ln i )Lg 1)
Ay —kAZ S th](vll_*—lul)SH»l()Lrltfifl i
h
+ [;&H A =)+ SEFA = ul)) + (o + ug)} Ayt
Cun(1 i
+ vh](v;lJrl )SSI+1()\.n i A; 1)
)Lnfi _)Lnfifl ) ) ) o ) o
S =- 15/1”1 =) + ST = ub))a™ ! (g + )i
)Lnfi 7An7i71 e . Con(l — Mi 1i+1 »
St SV e ) i N],;ﬁ) b g
)Ln—i _)Ln—i—l . . i
b2 2 - - Afhvl (1 — ub) (NI — i+t g gy
_ - +}»'71_i_{(uh +vn +om) + A
an—i _ pn—is .
8 8 _ )»n_l_l
13 - = Ag Hh
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Then we consider:

S,? = 5,(0), I}? = I1,(0), N,? = N;(0), Il? = 1,(0), N,? = N,(0), SS,? = 55,(0),
SI0 = S1,(0), SN,? = SN, (0), u? =0, ug =0, ug =0

M) =M(T) =2M5T) =2(T) =2(T) =2(T) =25(T) =0and A5 =0

Sofori =0,...,n—1

S;-l+1 _ N kAp + Sl
Nl +kCur(1 _ul)ll +k,ufh
i+ ka;,(l WIS+ 1N
g NE(L+ k(G + i)
NIt kA, + N}tz —kothSI;l
! - 1+k“'h i+1 i i [ i p7i+l1
1 1 1
[ E— kCpyNL (I} (17u1)+S{,1+(117u3)i)+1;1\;h :
NN+ k(g + ub)) + kCro (11— ul)) + ST = ub))
N N’ + Ay(1 — ub)k
v L4 k(ey + uh) 1
e
ssitl = — Ny SS, '
NI 4 kCon (1 — ) I kNI
Py NS+ kCup (1 — ub) 11 S50
" N'+1 + kG + vi +an) Ny
; SN} —kot st
i+l _ h h
S £ T o
el _ VN + 45" kCun(1 —u',)lg_“
: kCun (1 = u) I (Ut ki) N
B = ey [ R kG vas T  k ]5’1”1(1 —up) (N —Hﬁ“)xz"]
h
i kCy 1! i
A I _ vh I:St+l 1—u )Ln i—1 Y 1
: AUETETT] KA 2 )
n—i
i+1 - —i
#7008 -]+
. hv 7t — i +Slz+1 1 —ul ] NI+l _ pitlyyn=i
(N,H)Q(Hkuh)[ (1 - ui) (=i =i
il = NiFh! +kCu(1 —u,)s;ﬂ(xg*’*‘ —Af*’*1)+1fcvh(1 —up)SSH(A5 " — A5
NIV 4 k(g + ub)) + kCrp (N1 — ul) + ST (1 = ud))
)Lnfifl — 1 . k kch” 11+1 1— S11+l 1— A i—1 )Lnfi
" TR +N;+1( (1 —u) + (1 —ub)ry == 4
minl _ xg*"N,i“ +kCyi(1 fug)lg'flx’;”"
6 NIV 4 k) 4+ kCon (1 — ul) 1!
il 1 i kChy i\ i ; —inl —i-1
M = TR e | M (e (V= DT kg ]
_ kkg_ia
i LT+ k(un + va + an)
)Lnfifl — )‘8
8 1+ kjup
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Simulations are performed by taking parameters in (Table 12.1)

i+1 i+
il _ 1| gniet on—ie1 Con i ikl | yn—i—1Choly
M =g (g — A ) Ni+vl Spt Ay NIt
L h h
M£+1 _ % [Az—z—llgﬂ _)Lgt—t—l(Av _ N5+1)]
) B . . i+1 . o Cp STt
i+1 _ 1 n—i—1 n—i—1 thll i+1 n—i—1%hvoly
M7 = | (g —he )T SSy Ay
L N Ny
w1 = min(1, max(0, M{*h))
u’2+1 = min(1, max (0, Mé“))
us™h = min(1, max(0, M5t

163

1
(Nli)+1 _ Ill;+l):|

(Nll')—i-l _ Ill;+l):|

[7].

In order to illustrate the impact of the control on the basic reproduction number,

we consider two scenarios depending on initial value of Ry

Table 12.1 Input parameters of the dengue vector—host model

Symbol Meaning Value
Dhv Transmission probability of vector to human 0.75
Pk Transmission probability of human to vector 0.75
by Bites per susceptible mosquito per day 0.5
b; Bites per infectious mosquito per day 1.0
Chy Effective contact rate, human to vector 0.375
Cun Effective contact rate, vector to human 0.75
M]—h Human life span 25000days
Mlv Vector life span 4 days
m Host infection duration 3days
Fig. 12.2 Basic T T
reproduction number with
control uy, uz, u3 € [0, 1],
initial value of Ry > 1
1 15 2 25 3

time
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NV without control

35
time 10°
LS
8.5 10 T T T T T
e 8 |— -
2
'g" —
8 75
S
§ 7k i
>
=z
6.5 = 4
5' Il L L 1 =~
1] 05 1 15 2 25 3 35
time < 10°

Fig.12.3 Vector population, (Top) without control, (Bottom) with control u1, u3, u3 € [0, 1], initial
value of Ry > 1

Ry > 1 The basic reproduction number R, can be controlled and reduced to Ry < 1
(Fig.12.2) by using control uy, u, u3 € [0, 1] (Fig. 12.6), which leads to a
reduction in population of vector (Fig. 12.3), in infected human (Fig. 12.4)
and in infected vector (Fig. 12.5).

Ry < 1 The vector population and the infected vector can be exterminated (Figs. 12.7,
12.8 and 12.10) by using control u, u, u3 € [0, 1] (Fig. 12.11), and reduc-
ing significantly the number of infected human (Fig. 12.9).

12.5 Conclusion

Our proposed model ensures a better understanding of the impact of prevention and
control on the basic reproduction number Ry.

A comparison of the model with and without optimal control is done to analyze
the efficiency of optimal control. It is shown that optimal control allows an interesting
reduction of the number of infected individuals. In order to illustrate the global picture
of the epidemic, the numbers of infected individuals under the optimal control and
without control are presented in figures.
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800 T T T T T T
750 - 1
700 - "]
650 [~ 1

600 - =1

Irl without control

550 1

500 1 L 1 1 1 L
1] 05 1 1.5 2 25 35

time x10%

w

520 T T T T T T
515 it e -~ T

510 f b - i

lrI with control

505 / T J

0 0.5 1 15 2 25 3 35
time x10%

Fig.12.4 Number of infected host, (Top) without control, (Bottom) with control u, us, u3 € [0, 1],
initial value of Ry > 1

Appendix A

1. Reproduction Number

Using notations in [8], the matrices F' and V and their Jacobian matrices for the
new infection terms and the remaining transfer term evaluated at the disease free
equilibrium are respectively given by;

Cyply
F = 1\};;1 Sh(l_ul) -V = (Mh+yh)lh
Sele (1 —u)(Ny = 1) ) (o +u2)1,
0 Cudi (] —y
Jr =\ cunl-u gf‘zh( v
=Ny — L) == (1 —uy)
1
J, = <lu’h + Va 0 ) = J L= matvn
0 My + Up v 0 T
0 ConSp(1—uy)
Jed7 = cutcun—ty CREEL)
Nu(en+yn) Ny (py+uz

FOI‘ShZNhIhZRhZOSU:NUIU:O
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time
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Fig. 12.5 Number of infected vector, (Top) without control, (Bottom) with control u1, us, u3 €

[0, 1], initial value of Ry > 1

Fig. 12.6 Evolution of the
control, initial value of
Ry > 1

Control

§ [y ! —
Pl (7 I A R O |t controle ul
b I controle u2
09 i controle ud
0.8F
0.7F FiF
0.6F
o5 1
o4r i
o3f I/
i
02t !
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v
o L ; i
0 05 1 15 2 25 3 35
time %10%
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|

0 200 400 600 800 1000 1200 1400 1600
time

Fig. 12.7 Basic reproduction number with control u1, us, u3 € [0, 1], initial value of Ry < 1

:10°
1.035[ T T T T T T T

1.03

1.021 "]

105 -1

N without control

0 200 400 600 800 1000 1200 1400 1600

N_ with control

v

time

Fig.12.8 Vector population, (Top) without control, (Bottom) with control uy, uz, u3 € [0, 1],initial
value of Ry < 1
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3100 T T T T T T T

3000 - =

2900 1

2800 - 1

2700 ]

Eh without control

2600 0

2500 1 i Il L I i Il
o 200 400 600 800 1000 1200 1400 1600

time
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2500 -’_\ 1
2400 - e S 4

S H\
2200 S 3 1
2100+ e

Irl with control

2000 I 1 I i L I L
1] 200 400 600 800 1000 1200 1400 1600

time

Fig.12.9 Number of infected host, (Top) without control, (Bottom) with control u, uz, u3 € [0, 1],
initial value of Ry < 1

Thus
0 Con(1—uy)
1 S
Jedy " =\ cpa—upn, (u(J)ruz)
N (n+vn)

It follows that the basic reproduction, denoted by Ry, is given by

Cthvth
Nip(pen + yn) (o + u2)

Ro=pUrJ, ) =(- ul)\/

2. Proof of Theorem 1

From (12.5) we obtain:

Choly,
Ny,

Ny = L)1 —u1) — (o +u2)ly, =0 (12.10)
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Fig. 12.10 Number of infected vector, (Top) without control, (Bottom) with control u1, us, u3 €
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Cthth(l - ul)

I, = (12.11)
Chodn (1 — uy) + (U + u2) Np
. Ap
From (12.6) we obtain: N, = —
Mn

Therefore

I = /’Lhcthv(l - M])Ih
S G — u) Iy + Ap(py + u2)

From (12.2) we obtain

Conl,
Ap— =228, (1 = uy) —unSp =0
h
=
CU IU
P Sh (1 —up) = A — S
Ny,

From (12.3) we obtain

thlv
Sp(1 —u1) = (Wn + )y
Ny,
=
Ap — i S = (i + up)
=

_ A= (v + )
Mh

Sh
In the Eq. (12.3) we substitute N, S;, and I,, therefore
1
Con—0L5,(01 —u) — (vn+up)ly =0
Ny,

wrConCruNy (1 — u)?[Anly — (v + pn) 171

— W+ u)ly =0
AnlinCon(L— un) Iy + Dp (o + 12)] Vi En)
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=

1 Con CroNo(1 = un)?[Ap Iy — (v + ) 171 = A Con (1 = uy) (i + ya) I
[ Cho(1 = u)IAR T + A% (y + u2)
~ A2 (yp + ) (o + u2) I, B
[h Cho (1 — uD 1 AR Iy + A2 (1o +uz)

=
LilAwpinCroCon(1 = u1)>Ny — AG (v + i) (i + u2) —
Yn + u)pn Cop (1 — u)(Cro(1 —u)) Ny + Ap) 1] =0 (12.12)
Sol, =0or
A Chy Con (1 = u1)*Ny = AG (yn =+ 1) (o + 12) (12.13)
n + ) n Con(1 — u)(Cpy (1 — u) Ny + Ap) )
2 Anpin ChoCon(1=u1)*> Ny
L AZ O+ )ty + ) [ AatpCiCallonrit | o
wn (Vi + i) CroCon (1 — 1)2Ny + Appen (vn + 1) Con(1 — uy)

Ap(Ro — 1)

I = n (Vnt) Cio Con (1—11)> Ny Appn Yntpn) Con (1—uyr) (1215)
An(ntpn) (pytuz) Np (YnHin) (po+uz)

Ap(R2—1

* n(Ro =1 (12.16)

I =
" A )RS 4 4 Cun(1— )

2
with R(% - upConCry(1 — u1)°N,

T AR+ ) (e + u2)
and we have

Ny =y + un)
Hn
1 (A An(h + ) (RE = 1) )

— (A, -
M (vh + un) RS + uﬁﬁuz Con(1 —uy)

1 An(n + ) R + 285Cop (1= up) = An(yn + ) (RG — 1)

M (vh + w) Ry + 4= Con(1 — 1)

Sy =
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A g Con(X—ur) + (v + 1an)
i (vn + 1) RS + e Con( —uy)
o An punCon(1 —uy) + (v + ) (o 4 u2)
Wi (Y + pn) (o + u2) RS 4 15 Con (1 — uy)
I = wrCry(1 — u) Ny Iy
wnCry (1 — u) Iy + Ap(py + u2)
1h Chy (1 = up) Ny A (RG — 1)
I+ 1) RG + 2= Cop (1= uy
1n Cho (1= u) Ap(RG = 1) + Ap (o +u2)[(vh + wn)RG + 72 Con(1 = )]
7 + ) RG + 2= Con (1 — up)
I = wnCry(1 — u1) Ny (R — 1)
n Cro (1 — 1) (R§ — 1) + (vh + in) (o + u2) R + pn Con(1 — uy)

Form the Eq.(12.6) we have A, (1 — u3) — (1 +u2) NS =0
Ap(1 —uz)

Moy + U2

= N; =
Thus

e If Ry < 1 the system admits a trivial equilibrium E; = (22, 0, 42, 0, %

e If Ry > 1 then there exists an endemic equilibrium E, = (S}, I\, N, I, N)).

3. Proof of Theorem 3

The local stability analysis based on variational principle is used. The Jacobian of
the system (12.1) at point E is written as:

_th(11\7*’41)1: — 0 _CM(II\;’{M])SZ E 0
o (1—up) I Con(1—u1)S}
s —n ) G —E 0
J(Ep) = Cry(L=u)(Ny = 1) Cry(L—u) Iy
(E2) 0 el i) p F o Selpl
0 0 0 — 0
0 0 0 0 —(uy+up)
with D = ——Ch“(,\l,]:”')llf — (y +u2), E = —C””“;V':;)S" L and F = ——Ch”“_”l,\),}(;a_v“_l“)’h
Therefore P(X) = (up + A)(y + uz + A) Q(X) with
_th(lfll])lif _ _ _th(lful)-g;k
Ag ( )1':% * ’ Cun(l N;)s*
vhUU—U) 1y wn(1—u )
oy =|  LlEWl ) -2 celet
Cho(1—u)(Ny = 1) Chp(1—
0 AIOID) _Cutlon 4 ay) —
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Con(1—u)) I Con(1—u)) I
= (S0 — - ) [(yh+uh+/\) (S0 Gy + ) +2) =

ConCro (1—u1)2 Sy % Con(1=u) ¥ CppCrry (1—11)> o/ AT *
Colunl S5 (N, — 1) | = | Sl Cululiu’ g (e — 1)

‘We have

wn (1=up) 1, vh 1 I
Ay — Cun( ul)‘Sh l/«hS}TZO = Cun( Ml)| + zj_;f
Con(1—u)I} Con(l—u)) 125}
%SZ—(Vh-FMh)I;T:O iyh‘h“«h—%
Croly A=u)(Ny=1) ChL(l ”l)lh

TR — () = 0= A

+ oy +u2) = =5
which implies:

(1 v(A=u)INY ' Co (1 2
() =—[x3+(§—5+ Call eSili | Gl oDIiN) 32 1 ((CuCellon S |

ACy,(I—u)IF | ACu,(I—u)IN? AnCoi Cro(1—11))? ConCho (1=141)* s Sj(NF =)

S SRR 4 4 Muagulonly, — Suduloupd ]
We put
A= ﬁ th(l — M])S;:I: Chv(l — ul)I,TN;‘

S NI NI

_ CunCr (1L —u)?S;L; ApCon(I—u) Iy ApChy(1 —u) N}

a N;? Ny} NySiLy

v

C— ApCuinCry(1 — uy)? N ConCho(1 — uy)? sy Sp(NF — IF)

- N;lk2 v N:Z

A, CypCryl — 2
We find AB > hZvh =iy u1) (N*+1I*) and we have I* < N* so A>0,
N*2 v v v v

h
B >0and C > 0,thus AB > C.

Using Routh—Hurwitz stability criterion, it can be concluded that E; is locally
asymptotically stable.

Appendix B

1. Proof of Theorem 5

From

N, A N, SI
—_— = — — )
dt h MniNp h h

Ny A N, S

—_— —_ — O

dt h MniVp hoLh

> —(up +oap) Ny (because I, < Nj and a;, > 0)
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T
Then using Gronwall’s inequality Nj,(¢) > N, (O)e(_f“ (i)t

= N;(t) > 0
From

dN, A N

dt - v l’LU v

dN,

dr = Ay — Ny

> _//Lva
(fforuvdt)

Then using Gronwall’s inequality N, (#)>N,(0)e
=— N,(¢) > 0 on the other hand we have:

dl, Con(1 —ul,
T N, w— (n + vy

Assume that there exists some time #, > 0 such that [,(z,) = 0, other variables
(S, Np, I,, Ny, SSy, SN;,) are positive and I, (¢) > 0 for ¢ € [0, ,[.
So we have

dlh(l)e(“”"'yh)t
dt

Con(1 —up)ly

= (up + yh)e(uh+yh)tlh + ety [
Np,

= eWntynt [th(l —uph Sh]
N,

Sp — (un + Vh)lh]

Integrating this equation from O to ¢, we have

1, (untyn)t «
/ dlh (t)e Ky dt — /I e(ﬂh+}’h)t |:th(1 — ul)IU Sh] dt
0 dt 0 Ny

then

ty _
I,(t,) = e~ (vt 1,(0) + e_(ﬂh+yh)t*/ e(uhﬂ/h)lwshdt =0
0 h

which contradicts 7, (z,) = 0. Consequently, I,(¢) > 0 Vt € [0, T].
in the same way

Sty _ Cund —udly o ¢ (n + yn +ap)SI
= —_ o
di N, h Mh T Vh h h

Assume that there exists some time #, > 0 such that S7,(z,) = 0 , other variables
(Sp, In, Ny, I,, Ny, SSi, SI, SNj) are positive and S1;,(t) > 0 for ¢ € [0, t,[.
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So we have

dsi, (t)e(ﬂhﬂ/h +oy)t
dt

= (un +ap + gh)e(/4h+ylx+0t/x)151h

Con(1 —u)l,

Ny,
Con(1 —up)l,
Ny

+e(Hntyiton)t |: S8 — (un +vn + Olh)SIhi|

= entyntan)t |: SSh]

Integrating this equation from O to 7, we have

te (knt+ynton)t =
/ d ST (r)et e dt:/ gt [ Cond —unl oo 7
0 dt 0 N/’l

then

1y _
SI(ts) = e~ (ntynton)t SI,(0) + o~ (W tyntan)t / e(“thVh*“")’wSShdt )
0 h

which contradicts S1,(t,) = 0. Consequently, S1,(t) > 0 Vr € [0, T].
From

dl, Cun
Un(1 = ur) + SI(1 —u3))(Ny — Iy) — (o + u2) 1y
dt Ny,

> —(uy +u2)l,
(because I;,(t) > 0, SI,(t) > 0, N,(t) > 0and N,(¢t) — I,(r) > 0).

Then using Gronwall’s inequality 7,,(¢) > I, (O)e(_ Jo(watuz)ds)
= L,(t) >0
From
dSh th(l _Ml)lv
— =Ay - —85,— uS
i h N, b Mo
.- <th(1 —u)ly(¥)

N, (1) +M> S (1)
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PCou (1 —up)l,
Then using Gronwall’s inequality Sy, (1) > S, (0) exp < - / (M—i—u)
0

Ny (s)
ds)

= 5,(t) >0
From

dsSy  Cy(1— Ml)le

= Sy — 1SS,
s N, h = MO
th(l - ul)lv
=—|— SSy(t
( N, +M> n(t)
" Con(1 —u))l
— (1) = S8, (0) exp (— / (M n u) ds) > 0.
0 Ny (s)
ANy (1) _
On the other hand i = Ay — uNp(t) — ol (1) < Aj — up Ny (1)

S0 Ny(0) = & — (& — Ny(O)) e = Ny (1) < 2

Mn Hn
Ap

for initial value N (0) < o

and in the same way % = Ay — (y +u2)Ny(2)

So N,(1) = A — <L — NU(0)> o~ (Hotu2)t

Myt Myt
A A, L A
= N, (1) < L < 2 for initial < =
o(f) = - < value N, (0) < —==-

2. Proof of Theorem 6

dS (@)
dt
dl (1)
Sh dt
Iy dNy(1)
N, dt
I ! dl, (1)
Let X = " land 3(X) = X, = dt
N, dN, (1)
SSp dt
sl, ngh (t)
SNy dsTh)
dt
dSNy(1)
t

. e dr,
so the system (12.9) is rewriting in the following form: 9(X) = X, = AX 4+ F(X)
where
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—Mh 0 0 0 0 O 0 0
0 —(un+w) O 0 0 0 0 0
0 0 —Mn 0 0 0 —ay, 0

A=l 0 0 0 —(uy+w) 0 0 0 0
0 0 0 0 —HKy 0 0 0
0 0 0 0 0 —un 0 0
0 0 0 0 0 0 —(unt+w) O
0 0 0 0 0 0  —an -
AhC_ C(‘ih(lj\;l)l/;l)lu Sh
vill —U)ly
Ny o
Ay
th _ _ .
and FOx) = | Ny = u) + S = us)(Ny = 1)
Ay(1 —up)
__th(l — MS)IU
Con1 Y1 "
vh\l —U3) 1Ly
Nh SSh
0
Cun [(1 = uy) Lo Nt S — (1 = ) 11 NS
Nz (1 = u) Lo NiiSia — (1 = ) L1 Nia Sy ]
Nhlllj\z,z [(1 - ul)llehZShl - (1 - u/l)IUZNhlShZ]
0
Chv
F(X1) = F(Xy) = NiiNiz V0
Ay (U — up)
NC:'}\ZZ [(1 = u3) Lo Npi SSy — (1 — us) Ly Nip S Sii |
Nm%,z [(1 = u3) L, Np2SS — (1 — u5) Lo Niy SSiz |
0
with

Yo = (Ip1 Npo (1 —up) + SIpy Npo (1 — u3)) (Ny1 — Iy1)
— (In2Np1 (1 = u)) 4+ SIpaNpi (1 — u3))(Nya — I2)

then
IF(X1) — F(X2)ll =2 Con |(1 = u) L2 Np1Spa — (1 — u) Iy1 Npo Sii
Np1Np2
Cm ol + [Av(ady — )
Nn1Np2 2
th

+2 |(1 = u3) Iy 1 Ny SSp1 — (1 — u3) Lo N1 SSpa|

Nn1Np2
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Let
_ Con /
Y = 2m |(1 = u)IyoNy1 Spa — (1 — u)Iy1 N2 Spi |
Yo = _Chw_ [Wol + Ay |uh — us]
Np1Nn2
Cp
= ml(lthhz(l —up) + Sl Npp (1 — u3))(Ny1 — Iy1)
—In2Np1 (1 = u) + SIpaNpi (1 — u)) (N — L) | + |Av(uh — u2)|
Con
Y3 = 2m |(1 — u3)Iy1 Ny SSp1 — (1 — u) Lo Nyi SSpa|
So
Coh
Y1 = m |(1 = u) Iy N1 Spa — (1= u}) 1 Npa S

Con
= Nt N 102 NR1Sh2 — w1 LyaNpaSpo — Iyt Npa Syt + ) Lyt Npo St |

Cun
= Nh7|IU2NhlSh2 — Ly Np1Sp2 + Ly1 Npt Spa — Lyt NpaSp2 + Lyt N2 Sp2 — Lyi Np2 Shi
+u Iy 1 NpaSpt — ui Iyt NpaSpt + ui 1yt NpoSpt — uy Lya Npa Syt + w1 Lo Npo Spi — w1 Lya Npa Spo|

INhlShz(Ivz Iy1) + Ly Spa(Npt — Ni2) + Lyt N2 (Spa — Sp)|

< Nh
C
NN vh |IlehZShl(” —uy) +urNp2Sp1yr — Iy2) + w1 Lo Npo (Spt — Sp2)l
Np1Sn2 Iy1Sn2 Np2
—— |y — 1 ——|Np1 — N, —— |8 — S,
< vh(Nthh2|v2 1|+N N [Nn1 h2|+ h2| h2 — Shil
Np2Sn1 , Np2Sni LyaNpp
C ——— I luy — uy———— I\ Iy — 1 ——= |8y — S,
+ vh(Nthh2 viluy —upl+ lNh] | v2|+’41Nh1 [Sh1 — Sn2l

IA

Iy Iy
Con | 2 = Iyt + ——INp1 — Npal + ——Sh2 — Snil
Npi N1

Ly
+Cup <1v1|u'1 —utl 4+ uillyy — ol + up—
Npi

)

it is easy to see from % = A — uNu (1) — apn(t) > Ap — (0 + ap) Ny (1)
that N, (1) > Mh[}‘:ah - <Mh[}:ah - Nh(O)) et > N, ()~ (ntan)t
1 eltptap)t e tap)T _
SO Ny(t) — Ny —  Np(O) T
from S, + 1, = N, < 4= we have [,; < 3* and I,y < 2
Therefore

ot A
Y1 < 2Cyp <|1v2—1 Nh2|+Tv|Sh2—Shl|)
v

A oT A
+Con (M—vlu’l—u1|+ulllv1—lvzl+m :
v

v

[Sh1 _Sh2|>
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ot A ot Ay

% |Np1 — Np2| +2
Mo

IA

Ay,
Con \ 2lly2 — L1l + IShz—Sh1|+lT|u1—u1|
v

v

IA

My (2 = Iyt + INpt = Npal + [Sp2 = Spil + [u) — uil)

where Ml = max <4Cuh’ 4th wlTLAP s 2th %)
Similarly

Yo <M (|12 — Ini| + Ny — Nyt + Lz — Lyt| + [Npt — Npo| + [SThy — S|

+luy — uy| 4 |uh — ua| + lufy — usl)

where M, = max (4c,w, TChy 2 4Cy, 20 2Cy, B, AU>

o Ay ot Ay Ay
V3 < Cop | 212 — Lyil + INp1 — Np2| +2 ISShz—SSh1|+/7|"3—”3|
v v v
< M3 (Ily2 = Iyt| + [Np1 — N2l + 1SSp2 — SSp1| + lu — u3))

where M3 = M, = max (4Cl)h7 4th w;AL s 2th %)
= | F((X1. U)) = F((X2, U < M(| X2 = X[ + |U" = U|)
where M = max(M,, My), let L = ||A]| < +oo

Also, we have
10((X1,U)) — (X2, UNII < M+ L)1 X2 — X1l + 1U" = UID

where M + L < +o0.

It follows that the function 9 is uniformly Lipschitz continuous. So from the defini-
tion of the control u(f) and the restriction on S;,(t) >0, [,(t) >0,
Ny(t) =0, I,(t) = 0, Ny(t) >0, SS,(t) = 0, SI;,(t) > 0 and SN, (t) > 0, we see
that a solution of the system (12.9) exists [3].

3. Proof of Theorem 8

The Hamiltonian is defined as follows:

A 2 B 2 c 2 * * *
5141(!)-!-5M2(1)+5u3(l)+)»1f1(X )+ A2 f2(X7) + A3 f3(X7)

g4 f4(XF) + As fs(XT) + e fo(XT) + A7 f7(X*) + Ag f(X )

H=1+Si+Ny+

where
X* = (S, In, Ny, I,, Ny, SSp, S1j,, SNy,)
HX*) = Ay — —C”h(lﬁhul)lv Sh — i Sh



180 M. Derouich and M. E. N. Lamlili

. Con(1 —up)l,
H(X*) = #Sh — (un + yu)In
f(X*) = Zéh — up Ny — o ST,
fa(X*) = v— 1) — (1, +u) 1,
f5(X*) = A (1 —u2) — (Uy +uz)N,
. C v (1 —u3)ly
fo(X*) = ——2———22188, — uySS),
Ny,
Con(1 = us)1,
fr(X*) = hT”SSh — (i + vi + S
h

(X)) = —up SNy — oy, STy

The adjoint variables A, Az, A3, A4, As, Ag, A7 and Ag are obtained by the following
system:

., 9H _, 3dH OH
M=—re M=—"— M=——
3Sh 31;, 8IVh
. 8H OH OH
A, =— M= — M= —
al, N, 3SS),
oH oH

’_ i

7T 78S, 8T TSN,
AMT) =2(T) =23(T) = 2a(T) = As(T) = A(T) = 29(T) = A3(T) =0

4 P A
Al =

EN) | I
= (1 —A2) Cun( hul)v"‘,uvh)\l
A, =-4
2 - dly c
= =1+ (un +yn)r2 — [\;‘h” (I —u)(Ny — Iy)Aa
A _ dH
5 =

_ Culi—unt, 5, = )+ g + [ SB (11 =)
h h
S I (1= 1) (Vy = 1) Jrs + 210D 55, — 2)
)‘21 — BH "

SB (1= ) + ST = ) + Gy + u2)s

— vh(lh ul)Sh()»] — )+

+Cun(m18) 55, (0 — 27)
A __0H

5 T TN,
= 1= R =) + S = w)As + (o +u2)s

)»/ __ __ 0H
6 = T ss; | .
= (A6 — )»7)7”"( N, us)ly + unke
)»/ __ _0H
7 = Tash c
=-1- ]\th (I —u3)(Ny — Iy)Ag +aphs + A7 (up + yn +ap) + Agay
)L/ __ _ _0H
8 = TSN,
= Agln
M(T) = 2(T) = 23(T) = 2a(T) = As5(T) = A6(T) = A7(T) = A(T) =0
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Therefore
Moo= — gy Cnd )]y hul)lv + UnA
o= =l G dhe = SR = u) (N, = L)
b= 7”]’(1[\,_ Uy 5, (g = 1) + ps + Ch“ F (L (1 —uy)
h
+SIi (1= u3)(Ny = L) + MS&, (A7 = A6)
Cun(l C Vi
ry = Gl g o)+ [SE U = )+ ST (1 = u3) + (i + )] 2
+Cn =) 55, g — )
=== QR =) + S = w)A+ ( + w2k
K =G —Av)ivh“ 1)l 4 g
K= 1= QA = un) Ny = L+ anks + A7+ i+ o) + dson
kg = Agip
M(T) = (T = 33(T) = 1a(T) = as(T) = 46(T) = A7(T) = ax(T) = 0

The optimal control can be determined from the optimality condition:
=0 = Aur + (= 22) Sy = 2 Gyl (v, — 1) =0
— Ut = [(xz —a) vhle +/\ Chv’h (N .y )]

duz =0 => Buy — A4l — /\5(1\ uv) =0

=>u2 =3 L Daly + As(Ay + NI

=0 = Cuy + Gy — 22) LS -

Cthh _
(N, — 1) = 0

_ 1 _ nl Ch SIh _
= 15 = & [0 = 20 G5y + 2 Sl v, — 1|
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Chapter 13 ®)
Numerical Treatment of Guca i
Multidimensional Stochastic,

Competitive and Evolutionary Models

Mostafa Zahri

Abstract In this chapter, we present a computational study of multi-dimensional
stochastic systems of differential equations. Especially competitive and evolutionary
models. In these types of models, a certain number of uncertainties are causing side
effects as random excitations and interactions. To numerically solve the considered
systems, we propose the [t6-Taylor family schemes for multi-dimensional stochastic
differential equations. Either for systems driven by one white noise or for systems
having more than one source of excitations. A first-order accuracy is ensured in the
approximation of double It6 integrals by using a truncation in the Fourier series
expansion. To verify the accuracy of the proposed method, we consider a system
of two stochastic differential equations with known analytical solution. Numerical
results are presented for a reduced prototype system of the prebiotic evolutionary
model.

13.1 Introduction

After the discovery of the catalytic process of some RNA-like molecules (ribozymes)
[7], the formation of prebiotic material has been subject of many theoretical an exper-
imental studies, see [4] among others. These RNA-like molecules (also referred to
as replicators) with unspecific catalytic capabilities could have formed ensemble of
species, the so-called catalytic networks. It should be pointed out that, although the
evolution of these catalytic networks has been extensively studied from a theoretical
point of view over the last decades, most of the work has been focused on the analysis
of their dynamics under deterministic input conditions [11]. Less attention has been
given to the role of stochastic excitations on the behavior of these prebiotic models.
However, it is well known that stochastic forces may play an important role on the dy-
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namics of the biochemical systems. For instance, the stochastic forces may probably
occur in the reaction medium known by the prebiotic soup, see [8, 9] for more details.
Therefore, it ought to be taken into account in the mathematical equations govern-
ing these models. In this chapter, we consider the problem of prebiotic evolution in
one of the theoretical models proposed to study the behavior of catalytic networks
[15]. This model is a closed system (only energy can be interchanged with the sur-
roundings) where activated material (nucleotides) react to build up self-replicative
units following preestablished rules. These energy rich monomers are regenerated
from the by-product of the reaction (obtained mainly as the result of the hydrolysis
of self-replicative species) by means of a recycle mechanism (basically due to an
external energy source, for example sunlight). The closure of the system directly
imposes a selection pressure on the population. All these biochemical features can
be mathematically modeled by a multi-dimensional system of deterministic ordinary
differential equations with nonlinear kinetic reactions, see for example [9, 15]. The
spatial effects can also be incorporated into this model by introducing the diffusion
operator in the ordinary differential equations resulting in a set of reaction-diffusion
equations, compare [4]. To stabilize these partial differential equations, authors in
[36, 44, 46] have added an additive noise into the system. In the present work, we
propose a new technique to account for excitations from the prebiotic medium. The
key idea is to introduce a stochastic diffusion matrix in the system of ordinary dif-
ferential equations and transform this model to a system of stochastic differential
equations. Here, we consider a drift term driven by both additive and multiplicative
noises and it can be raised from uncertainties in catalytic coefficients or simply by
excitations from the prebiotic medium. The main advantage of such approach comes
from the fact that features of interest in random dynamics (i.e. random fixed points,
random bifurcation, random attractors, etc.) are harder to describe in the framework
of stochastic calculus than in the framework of classical deterministic calculus.

To numerically approximate the solutions of the proposed systems, we apply a
generalized Milstein method [20-22, 26]. The basic ingredients of this approach are
the piecewise linear approximation by the It6-Taylor expansion of the vector fields
and the numerical integration of the resulting linear equation. Fourier series expan-
sions are used to approximate double It6 integrals. In the case of stochastic differential
equations, the Milstein method has been restricted either to the class of equations
with additive noise terms or scalar equations with multiplicative noise. Therefore, the
application of the Milstein method to cover wider classes of stochastic differential
equations is an appealing challenge. In particular, the current study focuses in the class
of stochastic differential equations driven by multiplicative noise. Numerical results
are presented for a prototype system of four catalyzed self-replicator species along
with activated and inactivated residues. Phase-space portraits and strange attrac-
tors are also displayed. In the same context, Stochastic partial differential equations
(SPDEs) are essentially partial differential equations with additive or multiplicative
noise and random forcing parameters. Generally, solving SPDEs either analytically
or numerically is not an easy task. However, in the last few years there was a growing
interest to model interesting applications in hydrodynamics, quantum field theory,
engineering and statistical mechanics by using time-space evolutionary models with
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non deterministic excitations [2, 5, 12]. Recently, the numerical approximation of
sample solutions of such stochastic models has attracted more attention in several
studies [18, 27, 28, 46, 47]. The presence of different sources of uncertainties in the
form of dependent and independent stochastic processes brings more complexity to
this topic. For instance, the fluid transport phenomena occurs through several physical
and chemical combinations of reactions, diffusions and advections. It demonstrates
a significant part of oceanography and involves an interesting interpretation of the
geochemical distributions in the water [3, 6]. All these factors contain some levels of
random excitations, their numerical treatment leads to the space time integration of
SPDEs [13, 31]. The treatment, separation or distillation of these homogeneous or
nonhomogeneous substance concentration could be a challenge for an engineering
work.

In the works [29, 35, 36], we were focused more on implementing deterministic
techniques for stochastic time-space integration of different SPDEs with different
physical or biological meanings. For instance, we studied the stochastic method of
lines for solving boundary value problems [46, 47]. In [24], we analyzed and imple-
mented the Wick-product techniques for solving reaction-diffusion problems. How-
ever, the common point that we have remarked was, on the one hand the expensive
computational cost and on the other hand the non trivial construction of effective high
order methods. Where approximation of multiple stochastic integrals in the Itd sense
are required. In the present work, we combine three methods, namely the method
of lines (MOL) [37, 41, 42], the domain-decomposition method (DDM) for non-
overlapping subdomains [23, 25, 33, 34] and the It6-Taylor schemes for stochastic
differential equation [20-22]. Moreover, we have to mention that the major difficul-
ties in using the domain-decomposition methods is the determination of the interface
solution and connecting it with the interior solution into an accurate approximation.
Itis side effect of dividing the problem into subproblems, so one can approximate the
parts of the solution with significant independence of the other parts either by using
overlapping or non-overlapping subdomains. To complete the suggested method, we
introduce the barycenter interpolation method (BIM) for approximating the missing
concentration values on the interfaces connecting the subdomains. The treatment of
the non local behaviors of physical and biological systems are reasonable motiva-
tions for the use of DDM, which are characterized by the referred parallelization
advantages or the discretization of domains with complex geometries [14, 38—40].

Although in the last years several theoretical techniques for the numerical and
computational treatment for SPDEs has been developed [1, 30]. However, imple-
menting high order accurate methods is still an interesting and relevant task. It is
important to note that there exists no explicit Itd-Taylor formula for SPDEs [18].
Therefore, the use of deterministic classical methods for solving SPDEs is generally
non-trivial, for more details see [45].
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13.2 Stochastic Model for Prebiotic Evolution

The model we consider in this paper consists on the replication of N reacting species
I, I, ..., Iy using activated monomers A and inactivated residues B according to
the following reactions:

L+A @ . 21 (R1)
L4144 ki 20 + 15, (R2)
I i B, (R3)

B Y A. (R4)

These reaction steps have been used in pattern formation in a model proposed to
study the behavior of catalytic networks in the RNA-like molecules, compare [4, 11,
32] among others. This notation is intended to be similar to that used in traditional
chemistry for which the steps (R1)-(R2) mean:

(R1) Eachspecie I; (i =1, ..., N),inthe presence of the substrate A, selfreplicates
noncatalytically with a rate ;.

(R2) Specie I; (j # i) catalyzes the selfreplication of the species I; with a rate k j;
in the presence of the substrate A.

(R3) Specie I; degrades in B with a rate §;.

(R4) The product of the degradation B is recyclated in energy-high substrate A with
arate y.

For more details on biochemical aspects of the considered model we refer the reader
to [4, 11, 32] and further references are cited therein. The above set of reactions can
be mathematically formulated based on deterministic ordinary differential equations
(ODE). Thus, if we use the notation x;, y and z to denote respectively, the concentra-
tions of the selfreplicator species I;, the activated monomers A and the inactivated
residues B then the reactions (R1)—(R4) are modelled by the following deterministic
system of ODE

N
dxA .
d—t]=xj<Y<“j+§kijxi>—5j>v j=L....N,
dy N N N
T vz—1|y i;a,»x,-—{-ZZkgjxixj ) (13.1)

i=1 j=I
N
Ty
— = 8ixi — Yz,
dt P
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where the concentrations x;(f), y(¢) and z(t) are functions of time variable in a time
interval [#y, T'] with fg and T are the initial and final times, respectively. It is easy to
remark that the system (13.1) verifies

N
Zx_;+y~l—z=c,
j=1

with ¢ being the total concentration of the prebiotic model. The deterministic system
(13.1) has been analyzed in [32] and numerical simulations are included therein.
In this reference, no effects from the prebiotic medium have been accounted for in
the governing equations. However, medium effects can strongly interact with kinetic
reactions and neglecting medium effects may have significant consequences in the
overall predictions. In order to incorporate the medium effects in the system (13.1),
the authors in [4] have introduce the spatial dependence of the concentrations x;, y
and z. Thus, the ODE system (13.1) is transformed to a deterministic system of partial
differential equations (PDE) of reaction-diffusion type. A stochastic counterpart of
this PDE system was also investigated in [36, 44].

In the present study, to account for medium effects in the prebiotic evolution
model we propose random perturbations in the kinetic reactions (13.1). Hence, the
system (13.1) is transformed to a set of stochastic differential equations (SDE) of
the following form

N
d)Cj = <)Cj (y <Olj+Zk,‘jX[> —8/‘)>d[+0’dej, j= 1,...,N,
i=1

N N N
dy=\yz—|y|D aixi+ D > kijxix; dt +odW, (13.2)
i=1

i=1 j=1

N
dz = <Z S;ix; — yz) dt +odW,

i=I

where 0; = 0 (x1,...,xn,y,2) and 0 = o (X1, ..., Xy, ¥, 2) are perturbation co-
efficients, W; and W are Wiener processes. Note that o; and o may be interpreted
as a dimensional parameter that scales the diffusion process. In the framework of
stochastic differential equations, the Egs. (13.2) should be interpreted as

dX(t) = F(t, X()dt + G(t, X(1))dW(t), X(ty) = Xo, (13.3)
where X = (x1,...,xn, Y, 27T is the (N + 2)-vector of the unknown concentra-

tions, F (¢, X(2)) is the (N 4+ 2)-vector of the kinetic reactions known as drift vector,
G(t,X(t)) is the (N + 2) x d-matrix known by diffusion matrix, W(z) is a d-vector
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Fig. 13.1 The reduced
prototype system used for
numerical simulations

Wiener process, and X is a (N + 2)-vector of the initial conditions given at time 7.
Here, each entry of the d-vector W(¢) forms a Brownian motion which is independent
of the other elements.

Note that the model (13.2) is formed by (N + 2) coupled SDE with nonlinear
reaction terms and stochastic excitations caused by the prebiotic medium. In our nu-
merical results, we have used a reduced prototype system of four catalyzed selfrepli-
cator species along with activated and inactivated residues depicted in Fig. 13.1. The
numbers shown in the arrows of this figure refer to the catalyticrateskj;, 1 <i, j <4
appeared in (13.2).

13.3 1t6 Taylor Scheme for Multi-dimensional Stochastic
Systems

One of the main concerns of the Stochastic Calculus is the new concept of differen-
tiability. For instance, we know that the path of a Brownian motion is continuous but
nowhere differentiable and in order to define a stochastic differential equation and
integrals, we have to introduce the notion of stochastic differentiability. The central
result is the [td6-Formula, which leads to a new definition of differential equation and
a new concept of Taylor expansion.

13.3.1 Higher Order It6-Formula for Stochastic
Differentiation

A process satisfying a stochastic differential equation (SDE) in the sense of 1t, see
[16, 17], will be called an It6 process.
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Definition 13.1 Let (W,),cr be an m-dimensional Brownian motion defined on

a (£2,20)™ with right continuous augmented filtration § = (§;);er. The process
(X } e, Xtd) is called It6 Processes, if and only if it has the following form

t m t
X;=X§O+/a;ds+2/ AWl i=1,....d; j=1,....m
to jfl to

- - (13.4)
where forall i, j; (a!)er, (b;”)ser are §, adapted, ftOT alds < oo and ftOT(b‘S’J)st <
00 a.s. O

Lemma 13.1 Consider a one dimensional Brownian motion and a non-necessary

uniform time discretization ty =k Tz_,f” of the interval [ty, T]. Then we have,

on_q on_q 2n—1
(D). lim > (an)? = lim > AnAw, = lim > AW, At =0.
k=0 k=0 k=0

2n—1 T
(). lim Z(AW,k)Z = f ds = (T —ty). (Convergence in L?)
n—oo — fo

where Aty =ty — ty and AW, =W, — W,. [l

Proof The proof for (1). follows from the construction bellow:

P pi . T
nlglolo ;(Atk) < nlingo ml?x(Atk) kX_(; Aty = nILHCEO m;lx(Athto dt =0

For the term (2). with the Brownian motion, we have
T n T
0= lim min(Azk)/ AWy < limy 00 Y70t A AW, < lim max(Atk)/ dW, =0=0.
n—-o0o k 1 n—oo k 1

Since AW,, are i.i.d and normally distributed with mean zero and variance Az, and
by using the strong law of large numbers the following convergence in L? is true:

2" —1 2"—1 T
lim § (AW,)* = (hm § :Atk> =/ ds = (T — 1y).
n—o00 n—oo

k=0 k=0

fo

Lemma 13.2 Let us consider the functional f : [ty, T1 x IR? — IR with continuous

af d 02
partial derivatives —f, —f and — s -
ar  dx! ax'ox/

Process (X;);er. For any time discretization t, = k

fori =1,...,d and a one dimensional It6

of the interval [ty, T].

then we have,
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2"—1

(1). lim Z —Ak _/ g—fds

fo

. of af
Q). nlgilozaAX’k =/ 54X —/ —La, ds+/ L pdw,.

fo

t 82f
3). nlgroloz —(Atk) =0- f mds =0.

2"— 1

@). lim Z (AX,k / —b2
where Aty =ty — tp and AX,, = X, — X, O

Proof The result (1). is trivial. The proof for (2).

2"—1
)
lim E fAX,k_/ —dX; _/ —(aéds-i—b dwy) = —a3d$+/ fb dW;.
o0 fo fo

The proof for (3). consider a uniform time discretization At of the interval [ty, T'],
then we have

2]
. *f 2 g LS
fim, ) Gy (A’ = lim (40 | Srds =0

-0 ——

bounded
The proof for (4).
-1 211 22 f
I TJ 42 2
ngnoo Z 2 (AXU‘ - ngnoo ](Z 8x2 b[kAWtk
2"—1 42

°f 2, 2

+ ) e A

—>0 (lemma 3.1)
2"—1 32f
. 2 . A : 2
+ nhjle 2(:) 8?a,kbtkAtkAWt,‘, (applymg Itoisometry in L )

—0

_/zo b2d (m Lz)
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Lemma 13.3 Under the assumption of the lemmas above, the one dimensional case
d = m =1 of the Ito-Formula is given as

t 2
f(t,X,):f(to,X,O)—k/ {af(s,Xs)-‘rasaf(s,Xy)-i-lbxzajzc(s,Xs) ds (13.5)
as dx 2 7 ox

/ bsal(s Xs)dWy.

Ty

Proof For a given discretization of the time interval [#y, T] by t; = k (Tz,,t(’) define
Aty =ty — te; AXy, = Xy, — Xy, and AW, = W, ., — W,.. By using the Taylor
expansion of order two, we get

21—

F.Xp) = flio, X))+ Y Af G, Xgp)
k=0
2" 71

= f(t, Xry) + Z LA + Z fAX[k-i- Z 2(Ax,k)2 (13.6)

2"—1 azf 1 2"—1 Qf 2"—1
2
—— A AX At R 13.7
+ kE—o s AAXy + 5 P> —5 (A~ + kEO k- (13.7)

where R consists of sums of higher order partial derivatives of f as a factor of
(A2, AW, (At)?, (AW, )> At and AW, At. Using the results of Lemma 13.1, we

conclude that Ry = O ((At)z) and therefore the remainder term vanish in L2. Also

using the results of Lemma 13.1, all terms with (A#)? vanish (at least in L? if the
increment of the Brownian motion appears.) Similar construction could be done for
the mixed partial derivatives, which are in general factors either of (A% or A W, At.
Thus, all terms in (13.7) vanish in L?:

2"—1 azf 2 71 2"—1
. 2 —
nh_I)IlQQ( E 979 A AXy + = E —( 4"+ kE_O Rk> =0

The passage to the limit in (13.6), leads to

21
f@t. Xp) = fto, Xp) + | lim (ng Aty + Z —Ax,k + - Z Z(AX,k )

Sinced X, = a,dt + b,d W, and using the results of Lemma 13.2, the one dimensional
1t6 formula is proved.
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Example For f(t,x) = %xz with X; = W; and a, = 0, b; = 1. By applying Itds
formula, we have:

of af of 1 ,0°f
df = Lar+a,Lar + 0, aw + 2 <L
f=grdt Fagdt b dW ot obi o3

af of 1 L0°f
= —dt 1)—dW + —(1)"—=dt
ot +()8x +2() dx2
af  of 192 f
= —dt + —dW + ——=dt
ot + ox +28x2
af 192f
= —dW + ——=dt
ax +23x2

Hence,

I 1
SdWE = W,dW, + di

1 1
—/de:/WSdWS+—/dt
2 2

t
1
I = / W dW, = 5(W,2 —1), (13.8)
0

and

Thus,

Note that Wtz, represents the square of the end value of the Brownian motion. Thus, /;
will be considered as a time process if we change the upper bound of the integration
interval. O

Example For n > 1; f(t,x) = x"*!. By applying Ités formula for X, = W,, we
have:

nn+1
AWy = (n + 1)W"dW, + d )

t 1 n t
/dW,”z—W"“——/ wrlds
o K n+1 t 2 0 S

It is important to note that the integral of a Brownian motion path with respect to
time, represented for by 1 (W,) = fol Wids is not a stochastic integral. It represents
the Area under Brownian motion path, 7 (W,) is a normal random variable with mean
0 and variance g ie I(W,) ~ N(O, %) (The proof is similar to the constructions

done in Lemma 13.1 ) O

wrlde

Hence,
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Theorem 13.1 Let us consider the functional f : [ty, T] x IR? — IR with contin-

. . .of af
uous partial derivatives —, — an, ———
Jt  ox! 0x'ox/
a d-dimensional It6-Process (X,)et, then we have,

fori =1,...,d. Moreover, consider

t
B
f(t,Xl,...,X;’)=f(t0,X,10,...,X§f))+/ a—J;(s,Xi,...,X;’)ds (13.9)
ty

d '
+Z/ a—f.(s, x! . xDaxt
~ J, axi K s s

R A ., .
— t J
+5 D / S 6 Xl XDd < XX >

i,j=171
where
m
dX; =a'(s, X,)ds + Y b (s, X)dW]  and
j=1
d <X, X > =" b"*s X)bH (s, X)ds.
k=1
where dW;dW; = §;;dt, dW;dt = dtdW; = dtdt = 0. O

Proof Similar to the one-dimensional case, only with even more complexity.

Theorem 13.2 (Partial integration) Let us consider two one-dimensional Ité pro-
cesses (X,)ier and (Y,),cr defined on the same probability space

t t t t
x,:x0+/ agds+f bidW;, Y, :Y0+/ afds+/ b2dW;.
0 0 0 0
The stochastic partial integration formula is given by
1 t t
X,Y, = XY, +/ X,dY, +/ Y,dX, +/ blblds. (13.10)
0 0 0

Proof See [19].

Example For X, =Y, = W, and a, = 0, b, = 1. By applying the stochastic partial
integration, we get d(W, W) = W, dW; 4+ W, dW; + (1)(1)ds, which is equivalent
tod (Wtz) = 2W;dW; + ds and by integrating both sides with respect to the time, it

1
yields W2 =2 [ W,dW, + [; 1ds. Finally, it results [ W,d W, = SWE=n. O

Remark 13.1 In this remark, we call the attention of the reader to the behavior
of time-integral and time-differential of a Brownian motion. Since this is nowhere
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differentiable, we use it for the time derivative in the distributional sense of their paths.
Thus, we get in both cases a Gaussian stochastic processes. Explicitly, consider a
finite difference approximation of & using a time interval of width Af, £4,(¢) :=

W, - W, . . . .
ZHAr T P and consider the time integral Z, := fot Wsds, representing the area

t
under the path of the Brownian motion {W;}o<s<;. ([l

13.3.2 Multi-indices for Stochastic Integration

In order to be able to define the multiple stochastic integrals, we introduce the follow-
ing set of multi-indices. Letus considerm € Nand F = {0, 1, ..., m}. A multi-index
«a refers to a row vector with components in F suchas o = (jy, .. ., j;) where j; € F,
forl <i <.

We denotes the size of o by /(«) := [ and by n(«) the number of zero components
of . The set of all multi-indices with respect to F' is represented by

M= Flup). (13.11)

=1

where v refers to the empty multi-index with size zero. The following example gives
more sense for the definition above:

Example For o = (1,0, 2) it holds («) =3 and n(e¢) =1 and for « = (1,0, 0,
2,3,1,0,0) we have /(o) = 8and n(x) = 4. U

Actually, for [, k € N, we define the following operations on the multi-index set:

Definition 13.2 (“—" operator). For « € M with « = (ji, j2, ..., ji). For [ > 1,
we define «— and —« as follow:

a—:=(ji, jas--» ji-) and  —a = (o, ..., jJ1).

If [(w) =1 > 1 then, it implies I(—«) =l(a—) =1 — 1. If [(¢) =1 =1 then, it
implies —o¢ = o— =vand l[(—«a) =l(a¢—) = 0.

Definition 13.3 (x operator). Let us consider « = (jy, ja, ..., ji), B = ({1,102, ...,
ix) € M. The operator « is defined as:

ax B = (1, 2, s Jiritin, oo, ir) and Bxo:=(i1,i2,..., By J1s J2s e e e, -

Definition 13.4 (“-[i]” operator). Fora = (ji, j2, ..., ji) andi € N, the Operation
“ — [i]” represents the “i”-times application of “—”, where the last i components
should be deleted:
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Uty Js oo Jizi), ii <[

UE ifi >0

Ityieldse — [i]—[jl=a —[i 4+ jlfori, j € N. O
Example If @« = (1,0, 2), 8 = (0, 3, 1), then we have

1. —a=1(0,2)and a— = (1, 0),
2. axf=(1,0,2,0,3, )and Bxax = (0,3,1,1,0,2),
3.a—-[11=1,0,a—[1]=[1]=a—[2] = (1)and (1,0,2) — [i] = v, Vi > 3.

O

13.3.3 Stochastic Multiple Ito-Integrals

Throughout the following section, all stochastic processes are defined on a probability
space (£2, 2, P) with right continuous augmented filtration § = (§;)/cT-

Definition 13.5 Define the set H as a set of stochastic processes ( f;);>0, Which are
progressively adapted to the associated filtration {§,};>0), right continuous and the
left limit exists. Conceptively define the sets H,, Hy), H1) as follow

1. H:={feH:Vt>1ty |f(t,w)] <oo as.},
2. Hy = [feH:Vtzto ftf)|f(s,w)|ds<oo a.s.},

3. Hy = {f €H:Niz1 [ |f(s,w)ids < oo a.s.}.
For j € F\ {0} one sets H(jy = H(y). O

Definition 13.6 Let us consider « = (ji, ja, ..., j;) a multi-index and (W;);>¢ an
m-dimensional Brownian motion. For f € H\y), multiple It6-Integrals are defined
per recursion as follows: O

f@, ifl =0
LLf Ol = § [ I [f Olysds,  if1 > land j; =0
S L1 f O)ysd Wi, if 1> 1and jy > 1.

here H, is defined per recursion as

He ={feH: Iu[fOly,. € Hjpl, (13.12)

for j;=0,1,...,mand [ > 2.
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Example

t 5
Loy f Olyr = / / f@dW}!dw?,
fo J1o

t t N S
Tn20Lf Olos = f TaaLf Olosds = [ f / Fls2)dWLdW2 ds.
1o JIg J1o

0]

]

For simplification, we will use the following notation I, ; = I,[1]o, and W,0 =1.
Moreover, we will use the Kronecker symbol 6 for j;,, ji, =0, 1, ..., [. defined by
8 i, = Lif ji; = ji, and O else.

Theorem 13.3 Let us consider | € N and o = (jy, ..., i) € M. Fort > 0, we have

i=0 i=1

where Bjji = S_i,ji(l — 80,j)~ O

Proof By using partial integration, we get:

Ay i Tas) = 1y sd ) + Losd(Ljy,) + (1= 80 ) o d W] AW}
= Iy dUuos) + Lo djy,) + (1 —80,)8j o, dt
= 1) dUy,) + Lo d(Ijy ) + Bjjdy— dt
= Ijyiyle—idW + Iy d(I(j)) + Bjjlo-idt.

For simplification, let us define the terms Aé!, = Ij), 1o, for @ € M, we obtain

t

] ' r '
ALy =f Ia,sd1<j>,s+/ 1<j>,s1a—,de3[+Bjj// Lo sds
0 0 0

t . t X .
=/O Lo sdW] +/0 Al @WI + Bjjidia—1#).15

t
; .
= lax(j).t +/0 Attt s AW + Bjj Ia—11)5(0).1-
Per induction over / in « in A({k[ 1.1

) t t N A
. , ; . .
Ay, —Ia*(j),t+f0 1<a—[1]>*<j>,s/de’,’+[0 /0 Ala—p.s AW AW

[ .
+Bj.f,4/ Lo—12120):d W' + Bjjj Ia—111)x(0).1

0
t S . .
= a*(.f),z+1(a7[11>*<j,j,>,r+/0/O Ao AW AW

+Bjj La—1200, .t + Bjjil@—11)#0),¢
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Now the same procedure will be applied to A (@—12).5 > W get:

AL —le (=i D% jirsoo )t f / / ot AW dW ]

+ Z B jji l@—( =it 1D%(O i1 i)t
i=1

Note that

. 51
; B B B B )
Ala—t.ss = Ly L@, = Ly Ivsi = Ly, —/0 aw/, (13.14)

hence, we have

L[y, jie it // / tatiy s AW d W]
=// f / dWidwi...dw}j.  (13.15)
0 JO 0 0

by replacing (13.14) and (13.15) in (13.14), we obtain (13.13). Thus, we achieve the
proof of the theorem.

The following corollary gives a clear idea about an interesting class of multiple
stochastic integrals

Corollary 13.1 Considerl, j € Nand o = (J, j, ..., j) withl(a) = L. It holds:

! .
T 4 for j =0,
YW Iyey — tly_ppy) for j = 1.

Proof From Theorem 13.3 (By o = 0) it follows

l

oy = Toydas = Y Da—ti—ityetjojisr. i) (13.16)
i=0

l
=>.10,0,...,0)

(I+1)—times
I+1

=HDaor
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The length of the multi-index ((o« — [l — i]) * (J, ji+1, - , Jji)) is determined by:

I = (I =iD) % (J, Jisrs -5 ) = W = [ = i) + 1, Jisrs -5 1)
=l —[I =iD) + 1)) + (i1 -5 )
=l-(-D+14+U—-0)
=I/+1

From (13.16), we get I, ;, = ;—I, For j > 1ityields B;; = 1. Moreover,

-1

-1
IG).ilo—r = Zl(j, aont Z1<(a)—[1]—[1—i+1]>*(0,j[+|,---,j,)
i=0 ———— =l

I—times

-1
=G 2@ =1 = =i+ 1) %O, j--, j)
— i=1

I—times size=(1—1)

-1
=G 2@ — 2= (L= i) %, j, -, j)- (131D
— i=1

I—times size=(1—1)

Using Theorem 13.3 for j = 0, it follows

-1
Ty la-rzie =t = D I((@) — 20 = L= i) + 0, .- )= (1318)

i=1

size=(I—1)

From (13.17) and (13.18) it follows: I(j) ;Io—; = ll(j o)) + 142y, Thus
———

()—times

1
I, )= j(l(mla—,z —tly_2,1)
—————

I—times

Lemma 13.4 We have the following values of the multiple stochastic integrals for
the special case « = (§j, j, ..., j) € M:

1 1, 1/,
LGijre = §(1<j>,r5(1<j>,f -0 - f1<j>.z) = *(1@,, - 3f1(j>,r)~ (13.19)

3!
1 4 2 2
1.gira = 3 (I = 6118, +3¢%). (13.20)
1 5 3 2
Haiiine = 55 (I0 = 1000, + 15210, (13.21)
1

6 4 242 3
LG, j.ggiive = a(hm — 15113, + 45715 — 15t ) (13.22)
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Ly 5 2,3 3
I(j,j,j,j,j,j,j),t = ﬂ(l(j),i — 21[1(1-),[ + 105¢ I(j),t — 105¢ 1(j),t)~ (1323)

O

Proof Note that, since (j, j) — [2] = v, we have

1 1 ,
Iy = 5(16),1 —1) = 5((W/)2 — t). (13.24)

The proof of the other multiple integrals is left to the reader (use Corollary 13.1).

To approximate numerical solutions for the SDE (13.3) we consider a generalized
Milstein method. The starting point for development of the Milstein method is the
stochastic It6-Taylor expansion, compare [20-22, 26]. Thus, for a given functional
filt, T] x IR? — IR with all its derivatives are smooth functions, the associated
It6-Taylor expansion is given by

F@X) =Y L. X)), + 3 LlfuC X, . (13.25)

aeA, aeB,

where p and 7 are two stop times processes, @ a multi-index in the set of all multi-
indices M, A, a hierarchical set and B, its remainder set defined as

ﬂ},:{aeM: l(a) +n(ax) <2y or l(a)zn(a)=y+%}7

(13.26)
B8, =loeMaA,: —a eﬂy],

with /() and n(«) refer respectively, to the length and the number of zeros of the
multi-index «, and —« is the multi-index « without the first component. Note that
for each construction of the sets A,, and B, in (13.26), y is allowed to take the values
y =0.5,1,1.5,2,.... For example, in a two-dimensional case, the corresponding
hierarchical set ‘A; and its remainder set $3; are

A= {v. 0., @. 0,1, (1,2, 22,2},
B = {(0, 0), (0, 1), (0,2), (1,0), (2,0), (0,1, 1), (0, 1, 2), (1, 2, 2), (0, 2, 2),

0,2,1),(1,1,1),(1,1,2),(1,2,1), (2,1, 1), (2, 1, 2), (2,2, 2), (2, 2, 1)}.

where v is the so-called empty index, see [20-22, 26, 28] among others. In the 1t6
expansion (13.25), I, [f,x (p, X,,)] witha = (ji, j2, ..., ji), denotes the multiple Itd
integrals of the function f and it is defined by
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[, Xy), if 1=0,
/Ia_[f(.,x)]to,sds, if [>1 and j; =0,
LlfC X)]p: = 3 70 (13.27)

t
/ Lo [ X)TusdWi, if 11 and ji = 1,

fo

where o— is the the multi-index o without the last component. As examples of the
multiple Itd integrals (13.27), we consider

Lo [f Ol =/ / F()dWLdW2,

Luoo[f Dy = / Loyl f(Dlosds,

fo

t K S1
= / / / f(s2)dW{ dW; ds.
fo Iy Iy

For the time discretization, we divide the time interval [fy, 7] into equidistant subin-
tervals [7,, t,41] of length At such that ¢, =# +nAt,n =0, 1, .... From the It6-
Taylor expansion (13.25) we construct the discrete approximation

e, Yo ) = Y L[ futn YL, 4+ ) LlfaC YDl (1328)

acA, aeB,

Main approximation Remainder

where Y, denotes the approximation of the solution X, of the SDE (13.3) at the time
t = t,. For independent one-dimensional Wiener processes (W >0 and (W,’z)lzo,
with j; # jo, the double It6 integrals I, ;,) are defined as

4 1 . .
L o = / / dW]'dW}. (13.29)
Iy Iy

Since this integral cannot be calculated exactly, a numerical approximation is re-
quired, see for instance [20, 22, 26]. Here, we consider the Fourier series expansion

1
1y = S A€ €, + ALDp (i p€l = i p€i)

At 1
o 2 G (V26 + i) = 8 (V265 +m5,0), - (1330)
r=1

where €, €;,, ji ps Wjr,ps Cjirs Cjoors Njp,r and 0, are random variables pairwise
independent N (0, 1), and p,, is a constant defined as
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1 o0
P 2 ;

In (13.30), p is the order of the approximation on an interval. Based on a theorem
in [26] that establish the relation between the order of a one-step approximation and
the order of the scheme generated by such approximation, one can obtain schemes of
order p by means of one-step approximations of local order p + 1. For example, the
truncated It6-Taylor expansion of order p of the It6 process X; (i.e., the expression
obtained from the It6-Taylor expansion removing the terms which contain multiple
integrals of multiplicities equal to or greater than p 4 1) is an approximation of local
order p + 1 if the coefficients of the equation are continuous, satisfy both Lipschitz
and linear growth conditions. The scheme obtained with the truncated It6-Taylor
expansion of order p will be called the order p weak Taylor scheme, see [20-22]
for details. Not that the error estimate of the approximation I;, ,y» in (13.30) of the
double It6 integral I;, ;) is given in second moment by

2
<‘I(]1 ) = LG ) = pp(At)z, (13.31)

where E (w) denotes the expectation of a generic solution w. In the current study, to
approximate numerical solutions to the SDE (13.3) a generalized Milstein scheme
is implemented based on the Itd-Taylor expansion (13.28) as

N+2
YE = YE 4+ TR YA+ ) G5 (1, Y) AW, +
Jj=1
N+2
Z LG (t,, YU, s (13.32)
Jisj2=1
where AW, , ..., AW} *? are independent random Gaussian variables N'(0, At)

and the differential operators L/ are given as

N+2 d N+2 52

TR R PO W)

=1 j=I1

LO

N+2 9
Lj: i’j—<, ':1,2,...,N+2.
2 G

i=l1

Note that the first-order Milstein scheme is given by the summation over all multi-
index of the hierarchical set A;. For the computation of the integrals I; ;) for j =
0,1,..., N+ 2, we have used the classical Itd calculus, we refer for example to
[20, 22]. Notice that the accuracy of the Itd6-Taylor expansion (13.28) depends on
the number p such that high accuracy is obtained for large values of p. However,
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large values of p can lead to high computational cost and may limit the efficiency
of the overall procedure. In the present study, all the simulations are performed
with p = 100 which is enough to ensure an accurate representation of the Itd6-Taylor
expansion (13.28).

13.3.4 Ito-Taylor Schemes for Systems Driven by One Noise

Let (W;):epr,.7) be an m-dimensional Brownian motion defined on a (£2, A)™ with
right continuous augmented filtration 7 = (77)/¢[0.77. Consider the following d — di-

mensional It6 process (X t‘ e, X;’),Which satisfies the stochastic differential (13.33):
X=X} + f alds + Z/ b dW) (13.33)
0 - Jo
j
where foralli = 1,...,d,and j = 1, ..., m; the drift vector (clf);e[o,r] and the dif-

fusion matrix (b, )refo.7] are F; adapted and satisfy fOT alds < oo and fOT (b2
ds <00 as.

For any partition 0 = #) < t; < - < ty = T of the time interval [0, T'] with step
sizes At, = t,4+1 — t, and maximum step-size A = max, At,, let YnA be a numerical
approximation of the exact solution X, . We have to distinct between the strong and
the weak convergence of X, . We said that the Y, is a strong approximation of order
y if itexists K, r > 0 such that

1
p

E/(Y) = (E|Y), — Xr|")? < K, 7 A" with Jim EV(YA) =0. (13.34)
>0

and we said that Y, is a weak approximation of order f if it exists K, 7 > 0 such

that

EL(r) = |Eg(¥Yf,) - Eg(Xr)| = Kord? with Jim B =0,
T—>

(13.35)
where g any polynomial function and p is in general one or two. However, we have
to note that all numerical approximation in the stochastic case are results in the mean
theory in L.

Remark 13.2 1In the topic of numerical methods for SPDEs the overall convergence
rate represents the scheme dependency to temporal and spatial discretization, which
is usually expressed in terms of the computational cost. For the one dimensional
case, if N is the number of all operations needed to compute an iteration per time
(arithmetical operations, random number and function evaluations) and if the constant
M refers the number of time steps A = % Suppose that the scheme has the following
error bound
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2
sup
k=0,...M L*(D)

where v, is the exact solution at t = #; and u

approximation. Thus, for «, § > 0, the optimal overall rate y =
the computational cost is given by

max
k=0,...M

For example if ¢ = % and 8 =1,theny = % For more details we refer to [18]. [J

o=

(N, M)
Vo, — Uy

1
Kr| ————— 13.36
<Kr (N"‘ n Mﬁ> ( )

(VM) is the corresponding numerical

of .
a3 with respect to

2
(N, M)
Vi —uy

) < Ky (NM)™7 . (13.37)
L2(D)

We consider a regular function f : IR? — IR and suppose that the assumptions
of the existence of the numerical solution given in [20] are satisfied. Thus, the strong
[t6-Taylor scheme of order y = 0.5, 1, 1.5, 2, ... is given by:

Yo = &,
Yny1 = Z Iol fo(tn, Yn)]tn,t,,H =Yn+ Z Io | fo(tn, Y/l)]tn,t,1+1 ’ (1338)
aeAy acAy\{v}

where I, represents the multiple It6-Integrals and A, is given by
A, = {a e M| L(a) +n(a) =2y or (o) = n(a) =y +0.5}. (13.39)
For the weak approximation we change the the index set A, by Ag such that
A, ={a e M| L(a) < B}. (13.40)

In more detailed form, we rewrite the scheme (13.38):

Yo = £
Yui1 = Yo+ Loyla(t, Y)la, +il(,->[hf<r, Y)lai, (13.41)
Jj=1
+ i 16, H[LIbI (2, Vi)l A, (13.42)
=
+ Z IGolL a(t, Y)la, + Z Lo )LD (¢, Yu) s, (13.43)
j=1 Jj=1
+ fj Too[L%a(t, Yu)lay, + i 1. ILTLIBT (1, Y, (13.44)
j=1 =1
+ f 1G.5.0L LY a(t, Ya)lay, + Z 1,0, (L7 L (2, Y, (13.45)
j=1 j=1
+ i T, H[L°LIbI (1, Vi)l ag, + i 1, p LI LI LIB (2, Vi) A, (13.46)

j=1 Jj=1
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where Euler Maruyama (13.42), Milstein (13.42)—(13.42), Taylor of order 1.5 rep-
resented by (13.42)—(13.44) and Taylor of order 2.0 is represented by the equations
(13.42)-(13.46),fori = 1,...,d and j = 1, ..., m the differential operators L/ for
j=0,1,..., mare given by

a d a 1 d m 2
0 i k
= — — 4+ = biiphI ——— | 13.47
ar Z "t 9xk et 2 Z dxidxk ( )
k=1 j=1
- 9
Ll =) pi—. 13.48
D (13.48)

i=1

The It6-Taylor schemes (13.42)—(13.46) correspond to the following index sets:
For y = 0 the index set
HAoo = {v},

represents the initial guess of the numerical scheme. If y = 0.5, the construction of
the index set

Aos = Ao U [(0), (1)},
leads to the Euler-Maruyama scheme. If y = 1 then the index set
Ao =HAs U l(l, 1)},

corresponds to the first order Itd-Taylor scheme (called also Milstein scheme), and
if y = 1.5 the index-set is

Ais = AU {(0,0), (1,0, 0.1, (1,1, D}
If y = 2.0 the index set is
Foo = A5 U{(1,1,0,0,1,1),(1,0,1), (1, 1,1, D}.
The entries of the It6-Taylor approximation are the stochastic integrals with index
length less than or equal four. These stochastic integrals can be classified in four

types. We present their explicit form for autonomous SDE (i.e. autonomous drift and
diffusion):

£(a) = 1, Inthis case, we define the following deterministic and stochastic integral:

I(())[(l(ln, Xt,,)]At,, = a(tn» Xt,,)Atw (1349)
Intl
Ly [b(tn, X, = blta, X,,) / aw, (13.50)
ty

with index o € M, such that n(x) < 1.
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£(a) = 2, stochastic integral with index o € M; and ¢(a) = 2:

ob In+
I, IL b, Xt ar, = b(rn,xtn@(rn,xtn)/ / dwlaw}! (13.51)
n n
ob
= b(tn, Xt,,)g(tna Xt,,)l(l,l) Aty
da
Iq.oL aln, Xo)lar, = bltn, X1,) 5 (tn: Xn) / dwld (13.52)
tll tn

da
= b(ty, Xt,,)*(tny Xn)1(1,0), Aty

ab 1 582 b
Loy [L0b(tn, Xy, = @ b2 (tn, X1, " dsaw (13.53)
ox 2 t tn
ab 5 8%b
= (aax Eb o2 ) (tns X1,)1(0,1), Aty »

a il In+1
Lo,0)[L0a(tn, Xn)lar, = ( aa 2b2 a) (tn,X,,) / dsdr, (13.54)
t)l

£(a) = 3, stochastic integral with index « € M, and £(«) = 3:

+1
Ty IL L b, Xi)lag, = (b () + 526 ”)(z X [ / dwpawgaw, (13.55)
n n

In

= (b b/ bzb//) (t"*X")I(l.]J),Atn'
Iaao L' LYat, Xl ay = (bd’ +ba") Gt Xn)(1.1.0), a0y (13.56)

1
Ta,0)IL L0 X Ay, = (b "+ abb” + b2 + —bzb”’) (s X (1,019, 21> (13.57)

Lo )yILOL b, X)) ary = (a®b) + a 2 (b )”/) (tns Xn)1(0,1.1). Aty - (13.58)

{(a) = 4, provided that n(«) = 0, we define the multiple stochastic integral

Taa L L L b, Xo)lag, = b (b (6®B))) Ta.11.0,4,, (13.59)

where a’, b’ represents the spatial derivatives of the drift and the diffusion in the
autonomous case. The general case needs the use of the stochastic differential oper-
ators L and L'. The integrals Iqy, ..., Ia,1,1,1) are analytically formulated by the
exact expressions in [10].

In the present paper, we deal with Dirichlet external boundary conditions and
Neuman-like internal boundary conditions. The solutions on the common interfaces
of the subdomains are effects caused by a backward step of the solutions on interiors
of the subdomains. For the considered boundary-value equations, we assume non-
flux boundary conditions (i.e. homogeneous Neumann conditions), which have been
widely used to model practical problems from engineering and industrial applica-
tions, such as stochastic advection-diffusion equations, stochastic Burgers equation,
stochastic Korteweg-de Vries equation, and stochastic Navier-Stokes equations. For
more details, we refer to the works [10, 43, 47].
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13.4 Numerical SDE and SDES Examples

In this section numerical results are presented for the reduced model of prebiotic
evolution depicted in Fig. 13.1. We also illustrate the performance of the Milstein
scheme for two problems in SDE with known exact solutions. In all our simulations
we perform 10, 000 realizations and mean solutions are displayed. Note that equa-
tions with known analytical solutions are used to quantify the errors and to examine
the convergence features of the considered method. For the sake of comparison we
also consider the canonical Euler-Maruyama method widely used in the literature
for solving SDE, compare for instance [20, 22, 43, 44, 46, 47].

13.4.1 A Stochastic Linear Equation
We consider the stochastic Black-Scholes equation used in option pricing [22]
dX, =2 X,dt + pX,dWw,, Xo = Xxo. (13.60)
It is easy to verify that the analytical solution of (13.60) is given by
X = Xoexp ((, — 0.5u)t + uW,). (13.61)

The exact solution (13.61) is also used to evaluate the expected error function at time

t, as
E= E( sup (X,, — Y,l)z),
0<t,<1

Fig. 13.2 Error plots for the S Edler method

linear equation at time t = 1

Error
\

107 107

time step
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where X, and Y, are the exact and numerical solutions at time f,, respectively. In
our computations weuse A = —1, u = 2, x9 = 1 and simulations are stopped at time
t, = 1. In Fig. 13.2 we display the error norms for the Milstein and Euler schemes
using five uniform step sizes 27>, 27, 277, 278 and 27 at the considered time. A
logarithmic scale is used on the x- and y-axis. It is clear that decreasing the time step
size results in a decrease of errors in both schemes. As expected the Euler method
shows a convergence rate of 0.5 whereas the convergence rate of the Milstein method
is 1 for this linear stochastic equation.

13.4.2 A Stochastic Linear System

Next we solve the following two-dimensional stochastic system
dX, =a(t, X,)dt + b(t, X;)dW;, (13.62)

where X, = (X/, th)T is the unknown vector. The drift vector a(r, X,) and the
diffusion matrix b(t, X,) are given as

a(r,x,)=(_/\’\ _ﬁ)x,, b(r,X,):(‘O‘ 2))(,.

The analytical solution of this system is given by [20]

exp (0* (1)) 0 B
X, =P P~ Xy,

0 exp (0~ (1))

where p* (1) = (—A — 0.5u% £ At + uW,,

et (1) w on=()

In all results presented for the system (13.62) we used A = 1, u = 2 and different
time steps. In Fig. 13.3 we display the difference between the simulated solution
and analytical solution at time 7, = 1 using the Euler method. The obtained results
for the Milstein method are depicted in Fig. 13.4. For a clear presentation a decimal
logarithmic scale is used on the y-axis. It is evident that for both component the errors
computed using the Milstein scheme show different trends than those computed using
the Euler scheme. For all selected time steps, the Milstein scheme is more accurate
than the Euler scheme for this linear system. To further quantify the errors in the
Milstein and Euler schemes, we calculate the following errors
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Fig. 13.3 Errors in the solution X tl (first row) and the solution th (second row) at time ¢, = 1
obtained using the Euler scheme
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Fig. 13.4 Errors in the solution X ,1 (first row) and the solution X,2 (second row) at time ¢, = 1
obtained using the Milstein scheme

& =|EX;)—-EX)|, &=

where X f and Y* are the exact and numerical solutions at time ,, respectively.

In Table 13.1 we summarize the obtained results for different time steps. A simple
inspection of this table reveals that a decay of all considered errors is achieved by
decreasing the time steps for both solutions X! and X,2 However, a faster decay



13 Numerical Treatment of Multidimensional Stochastic, Competitive ... 209

Table 13.1 Errors &; and &; for the linear system at time #, = 1 using different time steps

Milstein method Euler method

x) X? x! X?
At &1 & &1 & &1 & & &
273 0.65E-1 |0.14E-0 |0.13E-0 |0.22E-0 |0.63E-1 |0.19E+1 |0.63E-1 |0.28E+1
276 0.28E-1 |0.47E-1 |0.59E-1 |0.62E-1 |0.95E-2 |0.12E+1 |0.95E-2 |0.16E+1
277 0.16E-1 |0.14E-1 |0.32E-1 |0.17E-1 |0.84E-2 |0.47E-O0 |0.84E-2 |0.64E-0
2-8 0.78E-2 |0.12E-2 | 0.16E-1 |0.19E-2 |0.46E-2 |0.17E-0 |0.46E-2 |0.24E-0
279 0.42E-2 |0.06E-2 |0.82E-2 |0.09E-2 |0.83E-2 |0.13E-0 |0.83E-2 |0.18E-0

has been observed in the errors computed using the Milstein scheme. Again, the
Milstein method shows a first-order accuracy for this linear system. Hence, our next
computations are realized with the Milstein scheme only. It should be stressed that,
in our simulations the computational times required for the Milstein scheme is about
1.5 times the computational time needed for the Euler scheme. It may be noted that
10, 000 realizations were sufficient for a weak convergence of the computations. The
CPU times must be taken as indicative since the absolute numbers can vary with the
state and configuration of the operating system.

13.4.3 Numerical Solution of the Stochastic Prebiotic System

Now, we turn our attention to the stochastic prebiotic system (13.2). We present
numerical simulations for the prototype model sketched in Fig.13.1. The model
accounted for four catalyzed selfreplicator species along with an activated and inac-
tivated residues. The kinetic rates (k;;)1<;, j<4 are entries of the following matrix:

K, 05 1.6 00 22

K, 1.5 1.0 2.0 0.0
K= = , (13.63)

K; 05 00 0.6 04

K4 0.1 0.0 0.0 0.0
where K; fori =1, ..., 4, denote the row vectors of the matrix K. The remaining
coefficients are settoy = 1, ; = 1 and §; = 0.1 fori = 1, ..., 4. Initial conditions

are randomly chosen in such a way that the concentration of the sum of all the species
is equal and arbitrarily fixed as 1, i.e.
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Fig. 13.5 Time series for the four catalyzed species in the test case with additive noise

4
in,zo + Vo + 2 = 1.

i=1

Two physical stochastic excitations are used: stochastic forces driven by additive
noise, that mimic a vast prebiotic scenario in which the mean effects of the medium
are negligible, and stochastic forces driven by multiplicative noise, which would
arise in a scenario when there is interchange of material with the surroundings. In all
our simulations presented, the time step is fixed to At = 0.1 and the obtained results
are displayed at time ¢t = 10°.

First, we consider the case with additive noise. Thus, the diffusion matrix in the
system (13.3) is a 6 x 6-matrix given by

K 0
g(r,Xm):o(o 0), (13.64)

where K is the kinetic matrix given in (13.63) and o is a parameter fixed in our
simulations to o = 1072, In Fig. 13.5 we display time series for the four catalyzed
selfreplicator species. Using these series, global attractors are illustrated in Fig. 13.6.
From the obtained time series we see an important contribution of frequencies that
correspond to high order periods. This fact is a consequence of the coexistence
of different attractors such as chaos, chaotic bands and fixed points (which appear
perturbed by the stochastic excitation). Note that the contribution of the stochastic
perturbation to the time series and chaotic attractors is evident through the different
frequencies that correspond to high order periods. It is interesting to remark that
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Fig. 13.6 Consecutive global attractors obtained for the four catalyzed species in the test case with
additive noise

some fluctuations are present in the attractors shown in Fig. 13.6. These fluctuations
are due to the presence of stochastic terms in the system (13.2) and can be reduced
either by decreasing the stochastic amplitude ¢ in (13.64) or increasing the number
of realizations used for constructing mean solutions.

It should be pointed out that, the deterministic dynamics of this model (obtained
after removing the stochastic terms by setting o = 0) has already been analyzed in
a relevant but restricted situation, a system formed by cyclically linked species (a
hypercycle) in [8, 15]. Perhaps, the most relevant property of this special network is
that it allows the coexistence of all species involved in the organization. Moreover,
whereas for networks formed by less than four species the fixed point of coexistence
is asymptotically stable, for networks larger than four, this fixed point becomes
unstable appearing surrounded by a cyclic limit. This fact has special significance
when the stochastic process is taken into account in the model as can be seen from
the results presented in Fig. 13.6.
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Fig. 13.7 Time series for the four catalyzed species in the test case with multiplicative noise

Finally, we consider the case with a multiplicative noise given by the following
diffusion 6 x 6-matrix in (13.3)

K X(t) 0 0 0 00
0 K> X (1) 0 0 00
_ 0 0 K;X(t) 0 00
G, X(t) =0 0 0 0 KX©H 0 0] (13.65)
0 0 0 0 00
0 0 0 0 00
where X (1) = (x1(2), x2(2), ... ,xN(t))T and K; is the i-th row of the matrix K in

(13.63). Note that, unlike the previous test case, the considered case is a problem
coupled in nature with strong stochastic perturbation and therefore, good numerical
accuracy is required in order to capture the different phenomena present in its evolving
solution. As a consequence, the later test case is more difficult to handle; the results
shown here illustrate the robustness of the Milstein method. Note that for the diffusion
matrix (13.65), the double Itd integrals foﬁt 0 =12 W;”W;’ ) are non zero in the
Milstein method resulting in more computations to be done compared to the case
with additive noise (13.64).

Figure 13.7 shows the time series for the four catalyzed selfreplicator species. The
associated phase-portraits for the four catalyzed species are illustrated in Fig. 13.8.
Formation of complex dynamics can be clearly seen from the presented results. Start-
ing from randomly distributed concentrations, stationary states are reached exhibiting
clusters with different scales. We have also observed that the convergence to these
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Fig. 13.8 Consecutive global attractors obtained for the four catalyzed species in the test case with
multiplicative noise

stationary states depends on the kinetic coefficients and the amplitude of stochas-
tic excitations. We should mention that for the deterministic model, periodically
distributed aggregates appear in the formed dynamics. However, for the stochastic
model, this periodicity is broken and regions with a high concentration of replicators
are separated from lower concentration ones, and the boundaries between the clusters
remain almost constant in time. Formally, the Hop bifurcation can be investigated by
analyzing the six eigenvalues of the linearization at zero as functions of the parameter
«;. In the considered stochastic case the analysis is rather complicated. Indeed, the
above mentioned eigenvalues need to be replaced by the Lyapunov exponents of the
stochastic system (13.2). In this case the origin remains as a stable fixed point as
long as the first Lyapunov exponent A; (as a function of the bifurcation parameter
a;) be negative. Hence, stability is lost when A; becomes positive and six different
qualitative behavior emerges, which depends on the sign of the other five Lyapunov
exponents. Finally, the results presented in this study strengthen the hypothesis of a
prebiotic scenario with stochastic reactions where all the metabolic necessities were
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carried out by RNA-like molecules. However, it is not clear where and when these
stochastic excitations should be implemented in the kinetic reactions since no ex-
perimental information is provided regarding these issues. Further investigations are
therefore, required to give an explanation to the origin of cellular structures.
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Chapter 14 )
A Review of Compartmental oo
Mathematical Models Used in

Diabetology

Abdesslam Boutayeb, Mohamed E. N. Lamlili and Wiam Boutayeb

Abstract This chapter is devoted to a review of compartmental mathematical mod-
els used for diabetes. Usually, compartmental models are used for communicable
diseases for which dynamics is governed by the evolution of the disease based on the
number of susceptible people that may become infected after a contact with infec-
tious people. However, disease transmission is not a mandatory condition for the
evolution from one compartment to another. In the case of diabetes, the main prob-
lem is not with diabetes but rather with complications of diabetes. Consequently, it
is interesting to consider the evolution of diabetic people from the stage of diabetes
without complication (compartment D) to the stage of diabetes with complications
(compartment C) in order to see how to avoid or at least to delay as far as possible
occurrence of complications. Stressing that dynamic should not be regarded in the
usual way of transmitted diseases but rather as a probabilistic evolution from one
stage to another, many authors have considered the evolution from pre-diabetes or
diabetes without complications to diabetes with complications. Different mathemat-
ical tools were and are used, including discrete mathematics, ordinary differential
equations, partial differential equations, optimal control, numerical approximations
and stochastic approaches.
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14.1 Introduction

According to the World Health Organisation (WHO), the term diabetes mellitus
describes a metabolic disorder of multiple aetiology characterised by chronic hyper-
glycemia with disturbances of carbohydrate, fat and protein metabolism, resulting
from defect in insulin secretion, insulin action, or both. The three main types of
diabetes are: (1) typel diabetes (previously known as insulin-dependent, juvenile
or childhood-onset), characterized by deficient insulin production and requires daily
administration of insulin; (2) type2 diabetes (formerly called non-insulin-dependent,
or adult-onset); and (3) gestational diabetes which occurs during pregnancy (blood-
glucose values above normal but below those diagnosed with diabetes) [41]. Statistics
released by the International Diabetes Federation (IDF) in 2017 indicate that 4 out of
5 people with diabetes live in low and middle-income countries; half of the 4 million
who die from diabetes are under the age of 60 years. Prevalence of diabetes in people
aged 20-79 years is expected to increase by nearly 50% globally between 2017 (425
million) and 2045 (629 million). The greatest increase will be seen in Africa (156%)
and Middle East and North Africa (110%) (Table 14.1) [29].

During the last decades the number of mathematical models proposed to deal
with different aspects of diabetes has grown considerably as shown by a multi-
tude of reviews [3, 7, 8, 11, 31, 32, 34, 37]. Mathematical modelling for diabetes
generally concentrates on different aspects of diabetes such as the homeostasis of
glucose; glycated haemoglobin (HbA1C); computer algorithms and devices; insulin
and chemical reactions; dynamical systems of populations of diabetes with and with-
out complications; and socioeconomic burden of diabetes. However, the majority
of mathematical models are dedicated to the dynamics of glucose in relation with
insulin, beta-cells, alpha-cells, glucagon, free fatty acids, leptine and growth hor-
mone. A previous review was dedicated to this part of mathematical modelling while
the present review deals with the compartmental models describing, simulating and

Table 14.1 Prevalence of diabetes in people aged 20-79 years as estimated in 2017 and expected
for 2045 [29]

Region Prevalence 2017 | Expected Increase (%)
(million) prevalence 2045
(million)
North America and Caribbean 46 62 35
Middle East and North Africa 39 82 110
Europe 58 67 16
South and Central America 26 42 62
Africa 16 41 156
South East Asia 82 151 84
Western Pacific 159 183 15
World 425 629 48
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analysing the dynamics of diabetic populations with and without complications. The
dynamics of populations of diabetes is relatively a new aspect of modelling developed
during the last two decades.

It should be stressed that in the 1990s, journals reviewers were very reluctant to
accept papers proposing compartmental models for diabetes, claiming that these kind
of models are used for transmissible diseases while diabetes is a non communicable
disease. It was, however, clear to see that disease transmission was not a mandatory
condition for the evolution from one compartment to another. In the case of diabetes,
the main problem is not with diabetes but rather with complications of diabetes.
Consequently, it is wise to consider the evolution of diabetic people from the stage
of diabetes without complication (compartment D) to the stage of diabetes with
complications (compartment C) in order to see how to avoid or at least to delay as
far as possible occurrence of complications. Moreover, other copmartments can be
considered such as the pre-diabetes stage or diabetes with and without diagnosis.

14.2 Discrete Compartmental Models

In 2002, Boutayeb and Derouich [13] proposed an age structured discrete mathemat-
ical model for diabetes.
They assumed the following:

e Events such as birth, death and recovery occur every 15 years
e The number of males equals the number of females
e At birth there is no complication of diabetes

Then a compartmental mathematical model was proposed to monitor the size
of each subpopulation as a function of age and time. Obviously, diabetes is not
contagious, nor are the complications. So, the authors stressed that dynamic should
not be regarded in the usual way of transmitted diseases but rather as a probabilistic
evolution from one stage to another. The main purpose of the mathematical model
was to show that the proportion of diabetics with complications should and can be
kept as small as possible if efficient measures are taken to let people aware of the
risks and also by giving them the means of regular control and diabetic education
(Fig. 14.1).

The subpopulations of diabetics without complication (Dy (¢)) and diabetics with
complications (Cy(¢)) are functions of age (k) and time (¢) ( Dy (¢) + Cr(t) = ni(2)).

The model proposed was as follows
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Fig. 14.1 Dynamics of a ;
population of diabetes with 1 (2) Dy (t) C(t) .{5&
and without complications

Pa(t)(1 — ss) i (t)(1 — ax)
au(t) PR{t)sk
Tear(t) | Deyr(t) Crp (t) L@
o) 1 0’
Do(ti1) = Ioltis1) + Z ( — (e + )(bk(r,)Dko,)
+ b;g(t,-)ck(r,»)) (14.1)
Coltiy1) =0 (14.2)

Diy1(tiz1) = L1 (tig1) + pr(@) Di () (1 — 85 (ti1)) + ar (i) gr () Cie (1) (14.3)
Cir1(tir) = L (tig) + e () Cr(t) (1 — ag(1i41)) + pr(t) sk (1) D (1) (14.4)

Fork=0,1,...... m—1
with
() = R DLG) = o)D) (14.5)
Vi \Zi
, 1)
ot = 20w = af e (146)
k
o) = ao(t)mos) (147)

Assuming that by (#;) = 0, b;.(t;) = 0 and b]/(t;) = O fork < Ap and k > A,
Then a simplified model was obtained with g (f;+1) = D41 (ti+1) + Cry1(tis1)

o(t; 1 o’
no(tiv1) = lo(tiy1) + Z (@) ) Dng(t;) + i )(bk(tl)Dk(tl)
+ bllcl(ti)ck(ti)) (14.8)
ro(tiy1) =0 (14.9)
i1 (ir) = (pe@) + (qe (@) — qre (@) re(@)ne (@) + g () Di(5)
+ a,’chl(ti)Ck(t,-) (14.10)

The rate ry (t;) satisfies the recurrence relation:

skt D) pr @) (1 = re @) + (o () + qre@) (A — a7 ()
a1 (t) + pr(ti) + (g (1) + oy () — o1 (6) — pr(t:)re(t:)

Tit1(tig1) = (14.11)
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Pe(t)pa (1 — sx) i (), (1 — a)
L(t /\ Pr(t) i (t) sk () . /\ IL(t)
@ | Dy Cult) |
© qr(t)p (t)ax(t)

e(t)(1 = gy ) (1 = ax)
1 — pl (¢))s(t)

pr(t)(1 — pi)(1 — si(t))

& (1— p) Pk

Pi+18k4+1()sk41(t)

@, [ 0 f { oo i ®

Q18541 (B)ar41(t)

P11 ()1 = sk41) g1 (Opiy ()1 — ar4a(t)

Fig. 14.2 Dynamics of a population of diabetes with and without complications, events being
registered at the beginning of the year

The authors proposed a second model in which they assumed that events such as
birth, death, recovery, ...were registered at the beginning of the year while migration
and immigration were neglected and the number of males equals the number of
females(Fig. 14.2).

The second model was as follows

Dy (ti 1) = po(t:) Do(t;) + Io(tiy1) + 2’”:@( L Dby (1)ni (t;)
= 2 @)
0'(t) ., .
t— (b (1) Dy (t;) + by (1)) Ci (1)) (14.12)
Co(tiy1) =0 (14.13)

Diy1(ti+1) = pr1 (8 i1 () (1 — Sg1 (fi41)) D1 (1)

+ 1 () gy D) a1 (1) Cror () + Dy (i)

+ pre(t) (1 — s (ti01)) (1 — i (6)) D ()

+ ar (1) qr () (1 = g, (1) Cr(t) (14.14)
Civ1(tiy1) = Qrpr D g @) (1 = arqr (6i11)) Crpr (1)

+ Pt () a1 ) Sk (ti11)) Dicyr () + Ty (tigh)

+ i () (1 — ar(ti41)) (1 — pp (1)) Cre (1)

+ pr(@)si (i) (1 — i (t:)) Dic(8:) (14.15)

Fork=0,1,...... m—1.
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14.3 Continuous Compartmental Models Using Partial
Differential Equations (Age Structure)

In 2004 Boutayeb and Twizell [14] used partial differential equations to model evo-
Iution from diabetes without complications to diabetes with complications. They
proposed an age structured model as follows:

Denoting C(a, t) and D(a, t) the numbers of diabetics of age a at time ¢, with
and without complications, respectively. The size of the population of diabetics with
and without complications is n(a, t) = C(a, t) + D(a, t).

A schematic representation of the model is shown in Fig. 14.3.

The diagram shows that at age a and time ¢, I and I; people are diagnosed
with diabetes with and without complications, respectively. The number of diabetics
with complications is also increased by ps D (diabetics who get complications) and
decreased by d’C (people dying from natural mortality and mortality caused by com-
plications). Meanwhile, the number of diabetics without complications is increased
by geC (diabetics whose complications are cured) and decreased by psD and d D.

Assuming that the number of males is equal to the number of females and that
diabetes affects people of the two sexes equally, the continuous age structured model
was formalized by the following partial differential equations:

oD 0D
— +—=—dD — psD+qgeC+ 1, (14.16)
ot da
aC aC
— +—=-d'D+ psD—qeC+ 1, (14.17)
at da
on  0n ,
—+—=—dD—-dD+1L+1 (14.18)
at  da

Replacing the death rate d by d + §,the equation for n becomes

on on
—+—=—dn—-6C+ 1+ 1, (14.19)
ot da

C(a,t) =r(a,t)n(a,t) (14.20)

Differentiating with respect to ¢ and a and using simple algebraic operations, the
authors ended up with the following equation

ar 9
8—; + é — s —ertw (14.21)

Fig. 14.3 A schematic 1+dD ps D td'C

representation of the model _
I, »| D(a,t)| —— | C(a,t) - I,
' qeC
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where

6 =26b(a,t), e=¢(a,t)=1[p(a,t)s(a,t)+ela,t)gla,t)+da,t)+ala,t)]
and w = w(a,t) = a(a,t) + p(a,t)s(a,t)

The boundary conditions at age zero (¢ = 0) were given by the expressions of
N(0, t) and n(0, t),namely,

A
N@©,1t) = %/ﬁl(a, 1)D(a,t) + Ba(a, 1)C(a, 1) + B3(a, t)(N(a, t) —n(a, t))da (14.22)
0

and
n(0,1)/N@,t) =1(0,1) = 711(0, 1) + 12(0, 1) (14.23)
leading to
C@O,1) (0,1
0,1) = = 14.24
r0.0 =07 = 0.0 (14.24)
The initial condition was given by:
C(a,0
r(@.0) = ro(@) = 2 (14.25)
n(a, 0)

Numerical approximations and different scenarios were proposed to estimate the
following parameters:

N
e Natural death rate: d), = (cym — ¢3)
N+n

e Death rate due to complications: §);, = c3

N T exp(cqm)

n
e Incidence of diabetes with and without complications «), = csm (1 — cem)
Rate at which complications are developed:

— Linear form for slow increase with age and decrease with time p), = ¢7 + cgm —
Com

— Quadratic form for medium increase with age and decrease with time p; =
cio + cpym? — cpan

— Exponential form for rapid increase with age and decrease with time p; =
(c13 + cram — c1s5n) exp(m)

e Rate at which complications are developed g,;, = ¢ (Table 14.2)

N4+nM+m
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Table 14.2 Values of the parameters used in the model

Parameter| c| 2 Cc3 c4 Cs5 C6 c7 cg

Value 0.001 0.009 0.00005 | 0.448 0.0001 | 0.00067 |0.00005 |0.00004
Parameter | co C10 cl1 c12 c13 Cl4 C15 Cl6
Value 0.00001 |0.0001 |0.00001 |0.00001 |0.006 0.00001 |0.00001 |0.001

14.4 Continuous Compartmental Models Using Ordinary
Differential Equations

In 2004, Boutayeb et al. [15] proposed the following continuous model to deal with
dynamics of diabetic populations with and without complications.

The numbers of diabetics with and without complications are denoted C = C(¢)
and D = D(¢), respectively and N = N(t) = C(¢) + D(¢) denotes the size of the
population of diabetics at time 7. The other variables and parameters used in the
model are: the incidence of diabetes mellitus (I = I(t)), the natural mortality rate
(u), the probability of a diabetic person developing a complication (1), the rate at
which complications are cured (y), the rate at which diabetic patients with compli-
cations become severely disabled (v) and the mortality rate due to complications (§)
(Fig.14.4)

The diagram shows that I = I(¢) cases are diagnosed in a time interval of length t
and are assumed to have no complications upon diagnosis. In that same time interval,
the number of sufferers without complications, D = D(¢), is seen to decrease by the
amounts u D (natural mortality) and A D (sufferers who develop complications), and
to increase by the amount y C (sufferers whose complications are cured). During this
time interval, the number of diabetics with complications is increased by the afore-
mentioned amount y C and by the amount £ C (natural mortality), vC (patients who
become severely disabled and whose disabilities cannot be cured) and 6 C (those who
die from their complications).

These rates of change are formalized by the ordinary differential equations
(ODEs)

dD

I =I1t)—(u+r2)D@E)+yC@)t >0, D)= Dy (14.26)

dc

I =AD(t)—0C@) t >0, C0) =Cy (14.27)
Fig. 14.4 Dynamics of 1 6C

—
—

populations with and without . A_Q
complications Total population| I(t) [D(t) L(, O(t) fig

lpuD uC
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wheref = y 4+ u + v + §,and Cy, Dyare the initial values of C(¢) and D(¢), respec-
tively.

Using D(t) = N(t) — C(t), the previous equations give rise to the initial-value
problem (IVP)

‘Z_f =—(A4+0)C@E)+AN@)t > 0,C0) = Cp (14.28)
‘Z—Zj =1(t)— (W+8)C{) —uN@) t >0, N©) = Ny (14.29)

The authors used numerical approximations and numerical stability analysis to
obtain and analyze numerical results, according to different scenarios. The main
purpose was to stress the importance to control the incidence of diabetes and its
complications and hence to convince decision makers that investment in healthcare
is a cost-effective strategy.

In 2006, Boutayeb et al. [16] introduced non linearity in the model {(14.28)—
(14.29} as follows:

The authors stressed that in the case when the probability A of a diabetic person
developing a complication, is constant, the ODEs in (14.27), (14.28) are linear in
C(t) and N(t). Assuming that A depends on C () and N (¢), gives rise to the following
non-linear model

BP0}
A=r0 =Py B0 (14.30)
2
c;—f = fi(C,N) = (B — 6)C(t) — ﬂ%t >0, C(0) = Cy (14.31)
‘Z—Zj = H(C,N)=1—@+8CEt) —uNE) t >0, NO) = N, (14.32)

They showed that this non linear model has two critical points, namely:

1. The trivial critical point: C* =0, N* = —

2. The non-trivial critical point: g
Cc — B—-60)I N — BI
wB+w+8)(B—0) pp+ (v +38)(B—6)

The authors carried out stability analysis to show that the trivial critical point
is unstable while the non-trivial critical point is stable. Then they used an uncon-
ditionally numerical convergent method to monitor the numbers of patients in the
population and, separately, those with complications.

In 2017, Rodrigues de Oliveira et al. [35] used the model {(14.30)—(14.32)} to
show global stability of the system by constructing the following Liapunov function

V(C,N)=[(C—-C*) — C*ln(%)] + W[(N — N*) — N*ln(%)] (14.33)
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Fig. 14.5 Dynamics of t
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The Liapunov function satisfies V(C*, N*) = 0 and is positive for all other positive
values of C and N. The derivative of V along the trajectories is given by

dv  (C—C*dC ( N*)dN
= oW (1=

i} c
- ¢ E=<C‘C>[(f"9>‘ﬂﬂ

+ W - NW)U — W4 8)CH) — uN@®) (14.34)

The authors also carried out numerical simulations.

In 2007, Boutayeb and Chetouani [12] considered a three compartmental model
dealing with subpopulations of pre-diabetes ( E), diabetes without complications (D)
and diabetes with complications (C) (Fig. 14.5)

The model proposed was the following:

dif” = (At ha+ AE®D) (14.35)
‘”;(’) = ME® — (1 + ) D) + yC(0) (14.36)
dflft) = ME() + 2aD() — (u+y + v +8)C (1) (14.37)

where

E = E(t) is the number of pre-diabetic people

D = D(t) is the number of diabetics without complications

C = C(t) is the number of diabetics with complications

N = N(t) = E(t) + C(t) + D(¢) denotes the size of the population of diabetics
and pre-diabetics at time t

1(¢) denotes the incidence of pre-diabetes

W : natural mortality rate,

B1 : the probability of developing diabetes,

B2 : the probability of a diabetic person developing a complication,

B3 : the probability of developing diabetes at stage of complications,

y : rate at which complications are cured,

v : rate at which patients with complications become severely disabled,

8 : mortality rate due to complications
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hD(t) oC(1)

. I n AD(t) T vC
Susccpublcl (t) > D(t) £ C(t) — ©
Sub-population "

l (@) *
uD(t) HC(1)

Fig. 14.6 Dynamics of subpopulations of diabetes without complications (D) and diabetes with
complications (C)

In this paper, the authors carried out stability analysis, numerical approximation
and simulation.

In 2012 Adamu et al. [1] modified the model {(14.26)—(14.27)} and suggested
another model defining susceptible as possessing the diabetic gene, they proposed
that; a population generate non-diabetic non-susceptible sub-population, and a non-
diabetic susceptible sub-population, the non-diabetic susceptible sub-population can
further generate a population of diabetics without complication, who can later transit
to a population with diabetic complications (Fig. 14.6).

The model proposed by these authors for the susceptible sub-population was as
follows

i—? =1() = (u+Ar—=hD@)+yC(), DO) = Do (14.38)
dc
— = MODO = (v () + 1) +v(O) +8O)CM), C0) =0 (14.39)

. 13 2 ex 13 2 .
They estimated “h” as h = —, where “ ex " is the amout of calories burnt as a result

of physical exercise, and “d” is the level of dietary calorie intake.

dD
Assuming I (t) = I, they derive I with respect to ¢ and obtain the second-order

2
derivative -
dt

d*D
el R*D(t) — (4 A — h)y C(t) — (u + A — h) I +y (L)) D(t)

—6C@1)) (14.40)

After some algebraic operations, they end up with the following second-order
differential equation

@D D +B8D 401
fr_ s
dt? dt
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or

@D + D BD =61 (14.41)
O'— —_— = o
dt? dt

where
O=y+u+v+o
o=0+u+xr—nh)
B=yr—A0 —h0 —0pu
The auxiliary equation of the homogeneous part is
m? 4+ om — B =0 giving roots

—0 + /o2 + 48 —0 — /o2 + 4B
2

m=——— andm, =

2
o1
With particular solution D, () = ——

The general solution of the quadratique in D(¢) is given by

01
D(t) = Ciexp(my)t + Cexp(my)t — F (14.42)
Similarly, the solution of the quadratique in C(#) is given by
1
C@t) = ;[Cl (—m +pu+Ar—=h)exp(—n)t + Co(—n2 + . + X — h) exp(—n2)t
A—h)oI
Gl DL R (14.43)
p
where
o++/or+48 and o—o?+4p
m n =
2 2
Cr— BDo(—m +p+ A —h)—60In, — I
L=
(m —m)B
Co — —BDo(—n1 +pu+r—h)+60In + 1B
’ (m —m)p

The authors also carried out sensitivity analysis and limiting case behaviour

In 2016, Adamu et al. [2] introduced other modifications on their previous model
and the model {(14.26)-(14.27)}.

The dynamics of their model was as follows: the number of diabetics without
complications DC(¢) depletesby uDC(¢t), BDC(¢t) and h DC(¢) as aresult of natural
death, transition to the state of diabetes with complications and transition to the state
of normalized blood sugar respectively, and increase by yC(¢), p(¢) and K as a
result of recovery from complications, birth rate, and lost of normalized blood sugar
respectively. The number of diabetes with complications C(¢) depletes by uC(¢),
vC(t), §C(t), yC(t) as a result of natural death, developing disability, death from
complications and recovery from complications, while it increases by SDC(¢) as a
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result of developing complications from D(¢). A further assumption concerned the

subpopulation SD(#) of disabled diabetic persons, excluded from the dynamics and

further analysis because it is a class that cannot revert back to DC(¢), DN (t) or C(¢)
The model proposed was the following

dDdCt(l) =p@®)—BI@)—(B+u+h)DC(@E)+ KDN()+yC@t) (14.44)
dD;t’(’) = hDC(t) — uDN (1) — KDN(t) (14.45)
Z—f =BDC(Ht)— (y +u+v+8)C{), D0)=0 (14.46)

C0)=0 ,DC@)=Cy and DN(0) = Dy
Stability analysis was carried out and the equilibrium points of the system were
given by

@) +yCQ)

DC(t) = TR (14.47)
h —
B+pn+h) T K
DN() = h(p(t) + yC@)) . (14.48)

(M+K)[(ﬁ+u+h)—M+K]

Cl) = Blo() +yC() . (14.49)

(y+v+NIB+u+h - ]

u+ K

However, it seems that the last formula for C (¢) needs more algebraic calculus.
The disease free equilibrium state is given by

p()(n+ K) hp(1)
Eo= s+ K —nkl’ K
por i y+v+OB+u+h) — ]
w+ K
Bp()
[+ v+ B +ut+h——E -4
% 0 K

In 2017, Enagi et al. [26] applied the Homotopy Perturbation Method to the model
{(14.26)—(14.27)} and showed that the solution of this system is given by:
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C(t) = Co+at + %(m — ag)t? (14.50)
N(t) = Ny + Bt + %(—ma — up)r? (14.51)

where

o= (—qCy+ AN)

p=U—-mCy— puNo)

O=y+u+v+34

q=r+0

m=v+34

The authors also used simulations with different values of the parameters and
concluded that the results obtained using the Homotopy Perturbation method showed
that the parameters involved played a crucial role in the size of population of diabetes
at time t and the number of diabetics with complications.

In 2014, Akinsola et al. [4] modified the model of Boutayeb {(14.28)—(14.29)}
just by introducing incidence / in both compartments D and C

The modified model proposed was as follows

62—(; =I1t)—A+0)C@)+AN®) (14.52)
dN
o 2I(t) —(v+8)C(t) — uN(t) (14.53)

The critical points were:

C*(l‘) — (2)\. + M)I(t)
AVv+S+p)+60u
N* (1) = QA +0) — (u+8)I() (14.55)
AVv+S+pu)+6pn

(14.54)

dC(t) dN(@)

The exact solution was obtained by deriving

and with respect to ¢ and

t
d*C(@) d’N (1)
and
dt

replacing to get second-order differential equations

The second-order derivatives in C(¢) was given by

d*C () dC ()
+o
dt dt

+BC@Ht) = al(t) (14.56)

where
O=y+u+v+s
oc=04+pu+21r
B=Av+8+u)+0u
o=21+u
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The solution was given by

—0 + /o2 + 48 —0 — /o2 + 4B

m, = —s and m, = 2
C() = Kyexpm)t + Kyexp(ma)t + 51 (14.57)
2] 6
N@) = Ky explm)t -+ Ko exp(oma)i o 21 + 5 Ky exp-m)i + K1 exp(=mo)1
o 1 I
+ %3[ = 5 = 5 (Kimyexp(=m1)t + Kamy exp(=m2)1) (14.58)
K — BCo(A + 6 —mp) + (amy — B)I — ABNg (14.59)
(1 —m)B
Ky = —BCo(A + 6 —my) — (amy — B)I + ABNy (14.60)
1 —n2)B

The authors indicated that the model aided the understanding of diabetes, its
complications and how it can be controlled. They investigated the stability of the
equilibrium point and found it to be asymptotically stable. They affirmed also that,
investigating the limiting case behaviour of each parameter in the analytic solution
of the model depicts that if some measures are taken the number of diabetics with
complications will be reduced to the bearest minimum.

In 2015, Akinsola et al. [5] considered again the model of Boutayeb {(14.28)—
(14.29)} and presented a note on the divergence of the numerical solution of the
mathematical model using Euler method. They used the exact solution obtained in
their previous paper and the the Euler method

Cot1 = Cp + (=0 +21)C, +ACy) (14.61)
Nn+l = Nn + h(l - (V + S)Cn - MNn) (1462)

In 2019, Akinsola et al. [6] used their previous model {(14.52)—(14.53)} and the
exact solution obtained within and carried out numerical approximations and anal-
ysis. They concluded that “The parameter with the greatest impact was determined
to be the rate at which complication are controlled () using Eigenvalue Sensitivity
Analysis (ESA) and Eigenvalue Elasticity Analysis(EEA). Numerical solutions of
the formulated models were obtained using Euler method and Runge—Kutta method
of order four. Numerical simulations of the analytic solutions were also obtained at
various values”.

In 2018, Widyaningsih et al. [42] proposed a mathematical model for the epi-
demiology of diabetes mellitus with lifestyle and genetic factors. These authors used
the model {(14.28)-(14.29)} and modified it by considering that incidence is not
constant but rather determined by lifestyle factors and genetic factors.

They proposed a model called susceptible diabetes complication (SDC) model,
claiming that it is a mathematical model in the epidemiology of diabetes that takes
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into account lifestyle factors and genetic factors as causes of incidence and does not
exclude disabilities from the population.
The SDC model proposed was as follows:

ds
—-=aS+all=p)(D+C) = BSD/N — S (14.63)
dD
—=ap(D+C) = G+ D +yC (14.64)
dc
=D = (y 454+ )C (14.65)

with S(0) > 0, D(0) > 0, and C(0) > 0. The parameters «, 8, ¥, 6, A, 4, p > Oand
0 < p <1 respectively denoted birth rate, interaction rate, recovery rate of com-
plications, death rate due complications, occurrence rate of complications, natural
mortality rate, and the proportion of genetic disorder’s birth.

The authors used a fourth-order of Runge—Kutta algorithm to find the solution
and then carried out numerical computation.

They based their model on the idea of including effect of lifestyle and genetic
factors, explaining that “If the rate of interaction causing incidence is denoted by
B, then the number of incidences that occur due to lifestyle factors is BSD/N”.
However, the way lifestyle and genetic factors are introduced in the model needs a
serious discussion.

14.5 Compartmental Modelling with Optimal Control

In 2015, Bernard et al. [9] studied the limit cycle on the model {(14.26)-(14.27)},
their model assumed all parameters depending of time

dD
o 1(t) = (@) +2(0)D@) +y(@©)C@) t > 0, N() =Ny (14.66)

‘Z—f =A)D() —0E)C ()t >0, CO) =0 (14.67)

where =y +u+v+34
Stressing that other choices of control could be interesting, the authors choose

the control u(¢) = y(t), the rate at which complications are cured, based on the
following theorem they proved:

Theorem 15 For all fixed controlu = vy, there exists one and only one maximal solu-
tion ([0, t,,(w)], D,(.), C,(.)) of the Cauchy problem {(14.66)—(14.67))} with initial
conditions D(0) = Dy € IR, C(0) = Cy € IR,and t,,(u) € IR | J{+o0}. U

Then they showed results by proving other theorems, including the following
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Theorem 16 If u =0, <1 —0"'1 andr>I(1 —a<1—0"'1 )7, then
there is an equilibrium state for the system

dD(t)
T I(t) — (u(t) +A)D() +y@)C(@) (14.68)
dift) = A(H)D(1) — 0()C (1) (14.69)
dPp(t)
T = PO =P~ 1 (14.70)
dPc(1) -1
= v ) Pe() = (C) T+ (Pe(t) = Po() (14.71)

]

Beside the mathematical proofs of this theorem, it is important to stress that the
assumption p = 0 is not realistic.

The authors showed existence of a control and carried out stability analysis. They
concluded that by controlling the rate at which complications are cured, they could
maximize the number of diabetics with complications which are cured and those
without complications. Moreover, they showed that the evolution of complications
of diabetics does not stabilize around the equilibrium state which is in fact a saddle
point. Finally, they also stressed that it it will be interesting to see the influence
of physical exercises, consumption and treatment on the number of diabetics with
complications.

In 2018, Bernard et al. [10] presented another paper dedicated to unexistence of
limit cycle in an optimal control problem of a population of diabetics based on the
model {(14.26)—(14.27)}.

Following their previous paper in 2015, the authors stated that “Theoretically, any
parameter of the model, thatis A (), u(¢), y (¢), v(¢) or §(¢) can be chosen as control,
but in practice, this is not possible since we cannot control the natural mortality rate
for example. In this state of minds, we can control the probability of developing
complications by informing the diabetic patients on a necessary good lifestyle with
physical activity and healthy diet. We can also control the rate at which complications
are healed or the rate at which patients with complications become severely disabled,
with an increase of health expenditure. Consequently, in the following, u can be
chosen as A(?), y(t), v(t)”

They used a concave performance index F(u; D; C), indicating, that in practice,
their aim would be to minimize the complications in a population of diabetics. Con-
sequently, F can be a concave function, increasing with respect to # = y and/or D
and/or decreasing with respect to u = A, u = v and/or C.

The Hamiltonian was defined from the state equations and the concave perfor-
mance index F(u; D; C) as

Hu,D,C, Pp, Pc) = F(u, D, C) + PplI — (u + A)D + yC] + Pc(AD — 6C)
(14.72)



234 A. Boutayeb et al.

Then they showed, among others, the following two theorems

Theorem 17 Whatever the control u and whatever the concave performance index
chosen as previously specified, there is an equilibrium state for the system

dD(t)
= I(t) — (u(t) +A0)D() +y(@)C(@) (14.73)
dif’) — AM0)D(t) — 6(1)C (1) (14.74)
dPp() _ WP (@) — aPett) — 2w p.C 14.75
R =T +u+r)Pp) — C()_B_D(u’ ,O) (14.75)
dPc(t) B aF
= F+pu+v+8)Pc@)—(C@)™ +y(Pc(t) — %(u, D, C)) (14.76)

O

Theorem 18 There is no limit cycle between the number of diabetics with compli-
cations, the one of diabetics without complications and the controlled parameter
chosen as previously specified. O

In 2014, Derouich et al. [24] added Optimal Control to the model {(14.35)—
(14.37)}

dE(t)

T I —(u+ B3+ BNEQ) (14.77)
dD(t)

7 =BE@) — (n+ p)D() +yC(1) (14.78)
dcC

dt(t) =BE@) + D) — (u+y +v+8HC{) (14.79)

Where:

E = E(t) is the number of pre-diabetic people

D = D(t) is the number of diabetics without complications

C = C(¢) is the number of diabetics with complications

N = N(t) = E(t) + C(t) + D(¢) denotes the size of the population of diabetics
and pre-diabetics at time t

1 (t) denotes the incidence of pre-diabetes

W : natural mortality rate,

B1 : the probability of developing diabetes ,

B2 : the probability of a diabetic person developing a complication,

B3 : the probability of developing diabetes at stage of complications,

y : rate at which complications are cured,

v : rate at which patients with complications become severely disabled,

§ : mortality rate due to complications,

The controlled model is given by the following system
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dE(t)

=1 = Gt s+ B —u()EW) (14.80)
dD(t)

T = Bl —u)E@) = 1+ B (1 = u®) D) +yC1) (14.81)
dcC

df” — Bs(1 — u()E@) + Bo(1 — u()D(1) = (n+y +v +8)C(1) (14.82)

where u is a control
The objective function is defined as

T
J(u) = /(D(t) + C(1) + Au®(t) + Bv?(1))dt (14.83)
0

Where A is a positive weight that balances the size of the terms. U is the control
set defined by U = {umeasurable, 0 < u(r) < 1,t € [0, T]}
The objective is to characterize an optimal control u* € U satisfying

J () = min,ey J(u)

The authors proved the following results

—_—

Existence and Positivity of Solutions

2. The controlled system that satisfies a given initial condition (£(0), D(0), C(0)) €
£2 has a unique solution

There exists an optimal control ux € U such that J(u*) = min, ¢y J (u)

4. Given an optimal control u* and solutions E*, C* and D* of the corresponding
state system, there exist adjoint variables A}, A and Aszsatisfying:

e

di

T = (=) =B+ G = 1)1 =)y +puh (1484)
drs .

T2 = —1 4 Boll =)0 = 1) + o (14.85)
dls

TR =l (b = Ry A+ v+ Ok (14.86)

With transversality conditions: A (T) = A(T) = 23(T) =0
The optimal control is given by

u* = min[1, max (0, %{E*ﬂl(xz — Al + E*B3(A3 — A1)
+ D*B2(A3 — A2)] (14.87)

Numerical simulation
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Eiy1 = Ei + bl (14.88)
IL+h(u+ B+ B —u))
Diyy = D; +hBi(1 —u;)))Eiy1 +hyC; (14.89)
I+ h(u+ Bo(1 —u;))
Ciut = Ci+hB(1 —u)))Eivy +hBo(1 — ui))Diyy (14.90)
l+h(u+y+v+9)
ait = M+ hBIA, T (1 — ) + A3y (1 —up) (14.91)
L+h(u+ (B + B —up))
n—i . n—i—1 .
it = M B )R y v 4 (14.92)
L+ h(pn + (1 —u;))

M hyA T e

AT = (14.93)
I+h(u+y+v+9)
Mi+1 _ i[(ﬂ E ()"n—i—l _ )\’n—i—l) +ﬂ E ()\’n—l‘—l _ )\’n—l‘—l)
- 24 1Ei4+1\A 1 3L+1\A3 1
+ BaDi (W =257 (14.94)

uiy1 = min[1, max(0, M'*1)

The authors recalled and stressed that the burden of diabetes can be reduced at
three levels by controlling:

1. the number of people evolving from prediabetes to diabetes without complication
(B1( —u(@)))

2. the number of diabetic patients developing complications (82(1 — u(t)))

3. the number of people evolving directly from pre-diabetes to diabetes with com-
plications due to delayed diagnosis (83(1 — u(z))).

This model shows that, in a period of ten years, the population of diabetics with-
out complications (D(t)) will increase by 26% and 40% with and without control
respectively. More importantly, the population of diabetics with complications will
increase by 104% without control while it will decrease by 74% in presence of
optimal control (Table 14.3 and Fig. 14.7). This is not a mere mathematical result,
pragmatic achievements can be obtained by sensitization for a healthy diet, promo-
tion of physical activity, obesity control and smoking reduction. An optimal strategy
will also need early diagnosis of diabetes and affordable treatment and healthcare in
order to avoid complications or at least to delay their occurrence as far as possible.

In 2015, Boutayeb et al. [21] used optimal control on the previous model of
Boutayeb et al. {(14.26)—(14.27)}

dD
dt

dC
dt

=1—BA-u)+ WD)+ +v)C@)t>0, NO) =N, (14.95)

=B —-w)D@®)—(y+pn+v+38)CH) >0, CO)=Co (14.96)
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Table 14.3 Simulation results and growth rates for £(7), D(T) and C (T') with and without control

Initial population E(0) = 6.66 D(0) =10.20 C(0) =5.50
(10%)
Population after 10 Ei(n) =1.96 Di(n) =14.30 Ci(n) =11.25

years without optimal
control (10%)

70% decrease

40% increase

104% increase

Population after 10
years with optimal
control (10%)

E>(n) =18.72
181% increase

Dr(n) = 14.30
24% increase

Cy(n) =11.25
74% decrease

Difference due to

Ey(n) — E1(n)

Dy (n) — Di(n)

Ca2(n) — Ci(n)

optimal control (10% |=-16.76 =1.68 =9.82
x10 numiber of pre-diabetics x10° numbers of diabetics with complications
3 15
—— without control 1 = without control
25 with control 1 with control
9 !
s Z 1 = 2
o | (43
1.5 1
1 5 |
1 34
05 ' o
200 400 600 800 1000 ] 200 400 600 8O0 1000
time: tirm
x 10 numbers of diabetics without complications The controd u
16 1
~— without control
_ 14 3 06
& -
i 804
02
9 i i i " ! 0 " " " . J
o 200 400 600 8OO 1000 ] 200 400 600 800 1000

time: time

Fig. 14.7 The effect of optimal control on the dynamics of the population of pre-diabetics and
diabetics with and without complications

Where u and v are controls
The objective function is defined as

T
J(u,v) = f (C(t) + Au*(t) + BV (1))dt (14.97)
0

Where A and B are positive weights that balance the size of the terms. U is the con-
trol set definedby U = {(u, v)withuandvmeasurable, 0 < u(z), v(¢t) < 1,t € [0, T']}
The objective is to characterize an optimal control («*, v*) € U satisfying:
JW*,v*) = ming, ey J(u, v)

Existence of the optimal control was proved by using the results from Fleming
and Rishel [27] and Pontryagin’s maximum principle [38], leading to:
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. . A=Ay,
u* = min[1, max (0, TﬁD )] (14.98)

A2 — Ap
2B

min[1, max(0, C*(1)] (14.99)

<
Il

For numerical simulations, the authors used the following Gauss—Seidel-like
implicit finite-difference method, following Gumel et al. [28].

DH_] _ D,‘ + hl +h()/ +V,')Ci (14100)
L+ h(u+ B0 —u;))

Ciy = Ci +hB(l — u;))Dj i (14.101)
T+ h(y +m+8+m)

Hil = M hpA; (—u) (14.102)
L+ h(u+ B0 —u;))

MR Ty ) -k

it = (14.103)
l+h(ty+pn+38+w)

i+1 1 n—i—1 n—i—1

M = — s ArThE D (14.104)
2A

i 1 n—i— n—i—
Mt = ﬁ(lxz R Y Yo (14.105)
uiy1 = min[1, max(0, Mi™")] (14.106)
Vi1 = min[1, max(0, M5T)] (14.107)

with Dy = D(0), Co = C(0), ugp =0, vy =0, )»g = )\’ll =0

In summary, the model showed that without any control, diabetics having compli-
cations will represent 79% while the optimal control will lead to a total population
with less than a third having complications (Figs. 14.8, 14.9). Consequently, the strat-
egy with optimal control limits the number of diabetics with complications and hence
reduces the rate of mortality caused by diabetes essentially due to complications
(CVDs, kidney failure, amputations, blindness,...). Moreover, beyond mortality, the
reduction of complications reduces the socio-economic burden of diabetes, including
direct and indirect costs as well as intangible and not quantifiable costs such as incon-
venience, anxiety, pain and more generally lower quality of life [17-19]. Concretely,
achievement of optimal control can be obtained by acting on behavioral factors like
healthy diet, physical activity, smoking and alcohol reduction; and metabolic risks
like overweight/obesity and hypertension. Early diagnosis and efficient control of
blood pressure provided by an affordable regular healthcare will also be needed.

In 2015, Yusuf [43] introduced optimal control on the model {(14.26)—(14.27)}
as follows
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Fig. 14.8 Evolution of the «10° Diabetes without complications
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dD
I =A+uyC—((1—u)vD—puD (14.108)
dC
o= (1 —=up)vD —uryC — uC - 8C (14.109)
dN
ar =A—uN —-386C (14.110)

Where u and v are controls

The objective function is defined as:
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Uy, 2

of
1 1
Z= min/(qu + ~koul () + Ekw%(t))dt (14.111)
0

The authors formulated an optimal control problem subject to the model dynamics
with the goal of minimizing the number of diabetic patients with complications
together with the cost of managing diabetic patients with/without complications
using two different control strategies. They proved the existence and uniqueness of
the optimal control and characterized the controls based on Pontryagin’s Maximum
principle. Then they solved the resulting optimality system numerically.

Boutayeb et al. [22] introduced a new model with optimal control (see Fig. 14.10)

dl;t(t) =n—(h+h+L+wPO)+nE®) (14.112)
dift) =hLPW) =+ A+ B+ WE®) (14.113)
d?zf(l) = LPM)+FEW+yC— B+ 1)D() (14.114)
diy) = LPW) +BDO +BED) — (n+u+8C0H)  (14.115)

where
n : denotes the incidence of adult population
—1I; : denotes the rate of healthy persons to become pre-diabetic,
— I, :denotes the rate of healthy persons to become diabetic,
— 15 : denotes the rate of healthy persons developing complications,
W natural mortality rate,
B : the probability of a pre-diabetic person to become diabetic,
B> : the probability of a diabetic person developing complications,
B3 : the probability of a pre-diabetic person developing complications,
y) : rate at which a pre-diabetic person becomes healthy,
y» : rate at which complications are cured,

Y1 i)
H H H H

B3

Fig. 14.10 Dynamics of diabetes from prediabetes to diabetes with complications
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& : mortality rate due to complications,

W natural mortality rate

The optimal control approach is used to reduce the number of pre-diabetics in
order to prevent adults from diabetes and its complications.

For the optimal control problem, authors considered the control variable u = u(¢)
to be the percentage of healthy people being prevented from pre-diabetes per unit of
time.

The controlled model based on system (1), is written as follows:

dl:zt(t) =n—Nh(-—wP@®) = (L+L+wWP®)+ynE@ (14.116)
dit(t) =L =wP@®) =+ A+ +WE®D (14.117)
””jf” = LP1) +PEW®) +7C — (B + D) (14.118)
dj:t) = LP@t)+ D) + B3E{) — (o + 1+ 8)C(1) (14.119)

The objective is to minimize the objective function defined as:
T
J(w) = /(E(t) + Au’(1))dt (14.120)
0

Where A and B are positive weights that balance the size of the terms. U is the
control set defined by U = {umeasurable, 0 < u(¢t) < 1,t € [0, T']}

The optimal control u* € U satisfies

The Hamiltonian is defined as follows:

dP (1) dE(t) dD(t) dC (1)
A A A
dt T2 dt tAs dt A dt

H = E + Au® + 1, (14.121)

Given an optimal control u* and solutions P*, E*, D*and C* of the system, there
exist adjoint variables A, Ay, A3 and A4satisfying:

dr dH
Tzl =—op =M=+ r(h+ I+ w —ha(l —u) = A3D = daly (14.122)
dh dH
E =~ L B+ B3 W) — Bias — B3k (14.123)
t dE
das dH
__dd _ . b 14.124
7 D 3(B2 + 1) — Borg ( )
di dH

dt — dC
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dH
The optimal control is obtained from the optimally condition e 0
u

1
*= —[=-PLi(A; — A
u 2A[ 1A 2)1

For numerical simulations, the authors used the following Gauss—Seidel-like
implicit finite-difference method, following Gumel et al. [37].

P+ h hy E;
Py = hn A (14.126)
L+hL(I —u;)+h(l+ I3+ w)
Ei +hly(1 — u;) P,
E.,, = —Lithhd Zu)biy, (14.127)
I+hBr+B8+v1+wp
D; +hLP; hBLE; hy,C;
Dryy = +hhL Py +hBiEig + hys (14.128)
I+h(B2+ 1)
C;+hlP; hfB,D; hB3E;
Crut = +hl3 Py +hBaDiyy + hB3Ei (14.129)
1+ h(yr+ 1 +9)

T RL (= u)Ay T R T+ R

)\T—i—l (14.130)
L+hli(1I—u)+h(l+ I3+ @)

el _ AT RIS T+ BB T 4 A (14.131)
2 1+hBr+Bs+y1+wn

meint _ 28T B (14.132)
3 1+ hBy+hu

ot _ M hyadsT (14.133)
4 1+h(y,+pn+90)

i 1 m—i— m—i—
M = L PG5 (14134
l,{iJrl — min[l, max(o’ Ml+l)] (14.135)

Numerical results of the simulations are illustrated in Fig. 14.11.

14.6 Fractional-Order Model

In a recent paper, Srivastava et al. [39] extended the model (14.28)—(14.29) of
Boutayeb et al. [15] to a fractional-order model. Using the following variables and
parameters:

A(t): The incidence of diabetes mellitus at time ¢;

B(t): The number of persons having diabetics without complications at time ¢;
C(t): The number of persons having diabetics with complications at time ¢;

E(t): The size of the population of diabetics at time ¢;

8: The probability of a person having diabetes and developing complications;
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Fig. 14.11 Evolution of healthy, pre-diabetic and diabetic with and without complications, with

and without control

&: natural rate of mortality;
A: The rate of complications recovered;

w: The rate of mortality due to diabetic complications;

v:The rate of diabetic patients having complication and becoming severely disabled.
They started with the following mode

B'(t) = A(t) — (8 + &) B(t) + AC(2)
C't)=A1t)— (A +u+v+e)C(t)+5B(1)

E() = B()+C(1)

(14.136)
(14.137)
(14.138)

where E () represents the size of those persons who are diabetic at time 7.

C'(t) = =@ +Y)C(1) +3E@®)
E'(t) = AMt) — (0 +)C(1) — eE()

withy =A+pu+v+e

(14.139)
(14.140)
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They recalled that the Riemann-Liouville fractional derivative operator D¢ of
order « is defined, for a real-valued function f(x) by

DY[f(x)] = I

x>0l—1<a=<l;lelN)

1 dl h [—a—1
0

Then they considered the Fractional-order model of diabetes and its resulting com-
plications:

DI[B(t)] = A(t) — (6 +¢€)B(t) + AC(t) (14.142)

DPICH)] = Att) = A+ +v+e)C@t) +8B(1) (14.143)
E() = B(t)+ C(t)

DI[Ct)]=—-@B+¥)C@)+SE() (14.144)

DPIC(H)] = A(t) — (w+v)C () — eE(t) (14.145)

withy =A+pu+v+e

The authors made use of the Fixed Point Theory to determine the existence and
unicity of the coupled solution. Then they carried out stability analysis and searched
approximate solutions for the fractional-order mathematical model using the familiar
homotopy decomposition method (HDM).

14.7 Stochastic Compartmental Models

Inarecent paper, Zhang et al. [44] extended the model {(14.28)—(14.29)} of Boutayeb
et al. [15] to a stochastic model to describe the dynamic behaviour of diabetes mel-
litus.

They introduced (£2, F, P) as the canonical Wiener space, with {Ft},.g, its
natural normal filtration, and W (¢)(t € R™) the standard one-dimensional Brownian
motion defined on the space (£2, F, P).

They assumed that 2 := {w € C(R*, R) : w(0) = 0} endowed with the compact-
open topology.

Then, based on the conclusions of deterministic ordinary differential equations
about diabetes mellitus, they proposed a class of Ito SDEs in the form of:

dC(t) = (—(A@) +6@)C@) +A@E)N@))dt + g1(1)dW,, (14.146)
dN(@) =) — (@) +8@)C(@) — n@)N@))dt + g2()dW, (14.147)

where t € RT;
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D(¢) represents diabetics who have no complications in a special research region
at time ¢

C(¢) represents diabetics who have complications in a special research region at
time ¢

N(t) = C(t) + D(t) is the total population with diabetes

1(¢) the morbidity of diabetes mellitus in a special research region at time ¢

w(t) stands for the mortality rate, the chance of a diabetes

A(1) is the the chance of a diabetes mellitus person who is developing a compli-
cation

y (1) represents the proportion of complications which are mended

v(t) represents the rate at which diabetic patients with complications become
severely disabled

&(t) represents the mortality rate due to complications

0(t) =y () + () +v@) +4(0)

and g;(¢) and g,(¢) are functions with respect to t, which denote the uncertain
influences.

In this paper, the authors presented theoretical results and carried out numerical
experiments. They concluded that “the main result of this article is the numerical
simulation of stochastic diabetes mellitus model. The results show that the methods
are effective and the numerical results can match the results of theoretical analysis
and reality”.

14.8 Other Compartmental Models

In 2015, Pan et al. [36] published an important paper in the Lancet Diabetes
Endocrinology. They used a mathematical model to illustrate the effect of diabetes
on tuberculosis control in 13 countries with high tuberculosis, based on the following
statements: (A) Diabetes increases the risk of progression from latent infection to
infectious active disease, (B) diabetes increases the risk of relapse after treatment
completion, (C) diabetes increases the risk of death in individuals with active tuber-
culosis, (D) diabetes increases the risk of death in the general population without
active tuberculosis. Based on both diabetes status and TB status, including suscepti-
ble, fast latent, slow latent, infectious with active disease, recovered, and fast latent
after re-infection, the model comprised six compartments:

1. Susceptible (S and S,,,)

dS)/dt =g—B*x1%xS—Sxu—38*xx4m (14.148)
d(Sgm)/dt = xgym xS — Bx I % Sg — Sam * 1 x RR,, (14.149)
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where S, Sgin, Xam stands for diabetes free and TB free status, TB susceptible popu-
lation with diabetes, and diabetes patients respectively; with parameters transmis-
sion (B), death (1) and diabetes-specific death (u * RR,,),prevalence of infectious
(I =1Ip+ Ipam)

2. Fast latent infection (F and Fj,,)

d(F)/dt =B%xI%S—Fx*xjl—Fxk—F*xxdm—F *u (14.150)
d(Fyn)/dt = F xxgn + B x 1 % Sqy — Fa % j1* RR; — Fy, x k
— Fyn*uxRR, (14.151)

In the first few years after infection, individuals have a higher chance to progress
into active TB (primary progression). They may leave the status by primary pro-
gression (j1), entering the stage of slow latent infection (k), or death (u).

3. Fast latent reinfection (Fi and Fig,)

d(Fi)/dt = B*1%(L+R)— Fix*jlx(l—im)— Fixk

— Fi%xgy — Fi*u (14.152)
d(Figm)/dt = Fix xgp + B %1 % (Lgy + Ram) — Fign * jl x (1 —im) * RR;
- Fidm*k_de*u*RRu (14153)

4. Slow latent infection (L and L;,,)

d(L)/dt = F+«k+Fixk+cxIp—B*«IxL—Lxj2—Lx%xgy

— Lx*xu (14.154)
d(Ldm)/dl‘ =L xXxgn + Fgm %k + Figy xk+c*Ipgy
—B*xI*Lgy —Lgu*RR; — Lgy xu*RR, (14.155)

5. Infectious pulmonary status (/p and Ip;,)

d(Ip)/dt = Fx jl+ Fi*jlx(1—im)+L*j24+ R*q—Ipxc
— CDR* INC xtreat — Ip xutb — Ip *x xg4p, (14.156)
d(Ipam)/dt = xgm * Ip + Fgp % j1 % RR; + Figy x jl x (1 —im) * RR;
+ Lam * j2% RR; + Ry % q * RRy — ¢ % Ipgp
— CDR * INCyy, x treat — Ipgy * utb * RR,tb (14.157)

This describe pulmonary infection, which is infectious. People in this stage may
enter the status from fast latent status (F'), fast latent status with reinfection (Fi),
slow latent status (L), or relapse from recovered status (R). They may

leave the status due to TB-specific mortality (u#tb), natural cure (c), or proper
diagnosis (CDR * I NC, where C DR refers to the case detection rate and INC
refers to the incidence rate of active TB) and treatment success rate (treat).
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6. Recovered (R and Ry,,)

d(R)/dt = CDR % INC xtreat — Rxq — B %I * R — R % x4y,

—Rxu (14.158)
d(Rgm)/dt = R % xgy + CDR % INCdm x treat — Ry, x q * RR,
— BxI%Ryy— Ryn *ux RR, (14.159)

Recovered status is entered by people after proper diagnosis and treatment and it
is left by people through reinfection (B * I), relapse (q), or death (u)

Using their model and different scenarios, the authors found, among other, that low-
ering the prevalence of diabetes by an absolute level of 6-6—13-8% could accelerate
the decline of tuberculosis incidence by an absolute level of 11-5-25-2% and tubercu-
losis mortality by 8-7-19-4%. They also stated that, if interventions reduce diabetes
incidence by 35% by 2025, 7-8 million tuberculosis cases and 1-5 million tuberculosis
deaths could be averted by 2035.

In 2018, Dhara et al. [25] proposed a mathematical model associating diabetes
with tuberculosis. They Highlighted that studies strongly support the association
between these two diseases though the mechanism of association has not been clearly
understood yet. The model proposed is an extension of the models {(14.28)—(14.29)}
and {(14.30)—(14.32)} proposed by Boutayeb et al. in 2004 and 2006. As illustrated
by Fig. 14.12, a new compartment is added to express the dynamics of tuberculosis
incidence among the diabetes patients.

The governing equations are given as follows

D'(t)y =1— (b +u)D@) +yCQ) (14.160)
C’(t) =MD@)— (1 + U2 +vi+X)CE) + T (1) (14.161)
T'(t) = MC (1) — (3 + 72 + ET () (14.162)
A= A(F) = € _co (14.163)
YT Do+ Cc) T N '
T()
Ay = A1) = (14.164)

D)+ C@)+T()

The authors carried out stability analysis and performed some numerical experi-
ments using fourth order Adams—Bashforth—Moulton predictor corrector method.

In 2019, Danumjaya and Dhara [23] used non-standard finite difference schemes
on the previous model {(14.160)—(14.164)}. They performed numerical and stability
analysis.

Another model analysing the impact of diabetes on the dynamical transmission
of tuberculosis was published by Moualeu et al. [33].

In 2014, Boutayeb et al. [20] proposed a mathematical model illustrating simple
and efficient ways to reduce overweight/obesity in Morocco. Following a paper by
Walpole et al. who estimated the adult human biomass worldwide [40], the authors
proposed a Markov model that illustrates the dynamics (in time) of both human
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Fig. 14.12 Population dynamics associating diabetes with and without complications with tuber-
culosis
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Fig. 14.13 biomass in compartments: Underweight (U), Normal weight (N), Overweight (Ov)
and Obesity (Ob)

population and human biomass in Morocco, by considering four compartments:
Underweight, Normal weight, Overweight and Obese. The biomass was calculated
in each category as the product of population size by the average body mass, assumed
to be 45kg, 65kg, 85kg and 115kg in underweight, normal, overweight and obese
category respectively.

As indicated by Fig. 14.13, the suggested Markov model was defined by the four
compartments (Underweight (U), Normal weight (N), Overweight (Ov) and Obesity
(Ob)), the probability P;; of staying in the same state i and the probability P;; of
transition from the state i to the state j.

In 2006, Jones et al. [30] published a model explaining the growth of diabetes since
1980 and portray possible futures through 2050. The model simulations suggest char-
acteristic dynamics of the diabetes population, including unintended increases in dia-
betes prevalence due to diabetes control, the inability of diabetes control efforts alone
to reduce diabetes-related deaths in the long term, and significant delays between
primary prevention efforts and downstream improvements in diabetes outcomes.
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Chapter 15 ®)
A Mathematical Model on Glucose oo
Homeostasis in Type 1 Diabetes

Wiam Boutayeb

Abstract The aim of this chapter is to propose a mathematical model describing the
interaction between Insulin, Glucose and Free Fatty Acids (FFA) while considering
injected insulin bolus (Ip) in a type 1 diabetes person. The proposed mathematical
model is governed by three ordinary differential equations representing respectively:

e The dynamics of insulin in which subcutaneous bolus injection (/) is introduced.

e The dynamics of glucose in which glucose production by liver and kidney and
glucose from carbohydrate intake are separated.

e The dynamics of FFA.

Stability analysis shows that the ordinary differential system has one positive equilib-
rium point (/*, G*, F*). Using numerical parameter values, the equilibrium is shown
to be locally stable. Simulation was carried out for different values of the parameters,
in particular according to variation in carbohydrate intake (a;), insulin sensitivity (c)
and the insulin bolus injected (/). The model shows clearly that a disorder in injected
insulin, carbohydrate intake or physical activity may lead to dangerous situations of
chronic hyperglycemia leading with time, to diabetes complications or hypoglycemia
that may also lead to loss of consciousness or even to a sudden death.

15.1 Introduction

Diabetes mellitus is a metabolic disorder characterized by a defect in insulin secre-
tion, insulin action, or both; leading to a chronic hyperglycemia. The three main types
of diabetes are: (1) type 1 diabetes (previously known as insulin-dependent, juvenile
or childhood-onset), characterized by deficient insulin production and requiring daily
administration of insulin; (2) type 2 diabetes (formerly called non-insulin-dependent,
or adult-onset) defined by insufficient insulin production/action (insulin resistance);
and (3) gestational diabetes which occurs during pregnancy (blood glucose val-
ues above normal but below those diagnostic of diabetes) [13]. A good control of
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diabetes needs to juggle mainly with three parameters: (1) the dose of injected insulin
or oral hypoglycemic drugs, (2) the quantity and quality of carbohydrates intake,
and (3) the level of physical activity. Statistics released by the International Diabetes
Federation (IDF) in 2017 indicate a global emergency. The number of people with
diabetes (20-79 years) will increase worldwide by 48% between 2017 (425 million)
and 2045 (629 million). The increase will reach 156 and 110% in the regions of
Africa and Middle East and North Africa respectively. There is also over one million
children and adolescents with typel diabetes. It should be stressed that one in two
adults with diabetes is undiagnosed and two thirds of people with diabetes are of
working age [7].

An important number of publications were dedicated to mathematical modelling
for diabetes during the last decades as indicated by the following reviews [1, 3,
4, 8-12]. In previous papers, we considered (1) mathematical modelling and sim-
ulation using B-cell mass, insulin (I) and glucose (G) under the effect of genetic
predisposition to diabetes [6]; (2) the impact of obesity on predisposed people to
type 2 diabetes through a mathematical model of B-cell mass, insulin (I), glucose
(G), insulin receptors (R) and Free Fatty Acids (F) [5]; (3) a mathematical model on
the effect of growth hormone on glucose homeostasis, governed by six ordinary dif-
ferential equations associated with the variables B-cell mass, insulin (I), glucose (G),
insulin receptors (R), Free Fatty Acids (F) and Growth Hormone (GH) [2]. These
three models dealt with glucose homeostasis in people without diabetes, assuming
that insulin was produced by beta-cells but the amount of insulin released could be
insufficient or inefficient and hence could lead to diabetes. In the present paper, we
propose a mathematical model studying the glucose homeostasis in a person with
type 1 diabetes, based on the interaction between three variables, namely: insulin,
glucose and free fatty acid (FFA). As explained earlier, this means that, due to beta-
cells apoptosis, no insulin is produced by the body and, since this hormone is vital,
affected people by typel diabetes require daily administration of exogenous insulin
(daily injection(s) by hand or by insulin pump). The corollary of this requirement
is that a typel diabetic person needs to control his/her glycemia regularly to avoid
high levels of blood sugar that may lead to diabetes complications such as cardio-
vascular disease, kidney failure, blindness or amputation. Low levels of blood sugar
(hypoglycemia) can also be dangerous.

15.2 Method

The proposed mathematical model is governed by three ordinary differential equa-
tions. It is assumed that the insulin absorption in depot is inversely proportional to
the concentration of insulin in plasma. The first equation indicates that, following a
subcutaneous bolus injection of I, insulin concentration / (¢) in the plasma increases
by a rate e%}]m and decreases by a rate d1(¢). The second equation translates how
the concentration of glucose increases by the amount of glucose produced by liver
and kidney (a;) and glucose from carbohydrate intake (a;); and the rate from FFA
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(my (F (t) — Fp)). The glucose decreases by a rate independent of insulin (bG(¢))
and a rate cI(t)G(t) representing the glucose intake due to insulin sensitivity c.
Finally, the third equation indicates that the FFA decreases by a rate m, (F (t) — Fj)
and increases by a rate ms (G (t) — Gp). Consequently, the mathematical model
proposed is the following:

i b

o v YO (15.1)

d(jﬁ(t) =ait+a —(b+clI®)G(T)+m(F(t)— Fp) (15.2)
dth(t) = —my (F (t) - F},) + m3 (G ([) — Gb) (153)

The coefficient parameters, their interpretation and values are given in Table 15.2.

15.3 Results

15.3.1 Equilibrium Points

The system of differential equations (15.1)—(15.3) has only one positive equilibrium
point given by:

I = (—d+ \/(dz +4dely)/2d

G* = (amy — my m3 Gp)/(ma(b + cI*) —my m3)

F*=m Fp—a+ (b+cI*)G*)/m,

Table 15.1 Number of people with diabetes per WHO region in 2017 and 2045 (20-79 years)

WHO region Prevalence of diabetes | Prevalence of diabetes | Increase from 2017 to
in 2017 (million) in 2045 (million) 2045 (%)

North America and 46 62 35

Caribbean

Middle East 7 North 39 82 110

Africa

Europe 58 67 16

South and Central 26 42 62

America

Africa 16 41 156

South East Asia 82 151 84

Western Pacific 159 183 15

World 425 629 48

Source IDF Diabetes Atlas 2017 http://www.diabetesatlas.org/
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Using the parameter values given in Table 15.1 gives the following equilibrium point:
P(I* =11.75,G* = 8745, F* = 10.7).

15.3.2 Local Stability Analysis

The Jacobian of the system (15.1)—(15.3) is given by:

I
__¢0 4 0 0
(1+0D2
—cG —cl —b m
0 ms —niy

Replacing the parameters in the Jacobian by their values indicated in Table 15.2
shows that the three eigenvalues are negative (A} = —400, A, = —11.4 and A4 =
—0.004) and hence the equilibrium point is stable.

15.3.3 Simulations

Simulation was carried out for different values of the parameters, in particular accord-
ing to variation in carbohydrate intake (a5 ), insulin sensitivity (¢) and the insulin bolus
injected (/).

Table 15.2 Parameters values used in the model

Parameter | Value Units Biological interpretation

aj 585 mg/dl.d | Glucose production rate by liver/kidney when G = 0
a 415 mg/dl.d | Glucose uptake from diet

b 1.44 d-! Glucose clearance rate independent of insulin

c 0.85 ml/pU.d | Insulin induced glucose uptake rate (insulin sensitivity)
d 0.0002 d-! Insulin degradation rate

e 0.002 ©U/ml.d | Constant parameter

Iy 15 nU/ml Bolus (injected) insulin

Gy 100 mg/dl Basal value of glucose

Fp 11 mg/dl Basal value of Fee Fatty Acids

mi 0.09 d-! Constant parameter

my 400 d-! Rate of FFA dissipation

m3 10 d-! Rate of Glucose production
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15.3.3.1 Simulation with Different Values of Carbohydrate Intake (a;)

The value of a, was varied from O to 1415. Table 15.3 and Fig. 15.1 show that the
values of G*and F* increase with the increase of carbohydrate intake (a;). It shows
in particular that, for a given value of insulin bolus Iy, insufficient intake of carbo-
hydrates will lead to hypoglycemia and excess of carbohydrates intake will end up
with hyperglycemia. Consequently, for a good daily control of blood sugar, a person
with typel diabetes must be careful about the quantity and quality of carbohydrates
he or she eats.

15.3.3.2 Simulation with Different Values of Insulin Bolus I,

The second kind of simulation deals with the value of insulin bolus injected. As illus-
trated by the values in Table 15.4 and the graphs in Fig. 15.2, it is clearly shown that
insulin bolus should be adapted to each person according mainly to age, weight and
physical effort. For a type 1 diabetes person, injecting a very low dose or an over dose

Table 15.3 Simulation with different values of glucose intake (az)

a I* G* F*

0 11.75 51.0 9.8
115 11.75 61.0 10.0
415 11.75 87.5 10.7
915 11.75 131.2 11.8
1415 11.75 175.0 12.9
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Fig. 15.1 1(¢), G(¢) and F(¢) for different values of a,
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Table 15.4 Simulation with different values of insulin bolus Iy

Io I* G* F*

0 0 695.0 25.9

5 6.60 142.0 12.0

15 11.75 87.5 10.7

25 15.30 69.1 10.2

40 19.50 55.5 9.9
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Fig. 15.2 1(t), G(¢) and F(¢) for different values of Iy

of insulin are both dangerous. The first case leads to a hypothetical hyperglycemic
state while the second case is synonym of hypoglycemia which can lead to gener-
alized convulsions followed by amnesia, general perturbation, unconsciousness and
even sudden death.

15.3.3.3 Simulation with Different Values of Insulin Sensitivity (c)

Another type of simulation is devoted to insulin sensitivity (c). Similar to the two
previous simulations, decreased values of G* and F* are associated with a decrease
in the value of c. This means for example, that for the same amount of insulin injected,
obesity may reduce insulin efficiency (insulin resistance) associated with high level
of glycemia. On the other hand, vigorous-intensity physical activity can foster insulin
sensitivity, resulting in a hypoglycemia more or less severe (Table 15.5, Fig. 15.3).
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Table 15.5 Simulation with different values of insulin sensitivity (c)

c I* G* F*

0.20 11.75 263.80 15.0

0.42 11.75 162.80 12.5

0.85 11.75 87.50 10.7

1.00 11.75 75.76 10.4

1.70 11.75 5241 09.8
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Fig. 15.3 1(t), G(¢) and F(¢) for different values of ¢

15.4 Conclusion

The results of different scenarios are discussed and compared to real life behavior.
The model shows clearly that a disorder in injected insulin, carbohydrate intake or
physical activity may lead to dangerous situations of chronic hyperglycemia leading
with time, to diabetes complications or hypoglycemia that may also lead to loss of
consciousness or even to a sudden death. Beside theoretical aspects, the mathematical
model gives also guidelines for a pragmatic action on parameters leading to a good
regular control of diabetes.
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Chapter 16 ®)
Fuzzy Logic for the Stochastic Operating | o
Theater Optimization: A Review

Marwa Khalfalli and Jerome Verny

Abstract Aiming to increase patient satisfaction, health care centers also try to
reduce their expenditures and improve their financial assets. Furthermore, surgical
services receive most of the demand in hospital treatment systems. Operating room
scheduling is one of the many complexities encountered in hospitals. The scheduling
decision for operating room includes the assignment of surgery cases to operating
rooms, and the surgery sequence in each operating room. The key objectives of
the hospital authorities are to optimally utilize resources and to plan the surgery
at the right time and at the right operating room. Planning and scheduling of the
operating rooms present an undeniable role in providing appropriate services in
hospitals. Uncertainty is one of the major problems associated with the development
of accurate operating room schedules or capacity planning strategies. Two types
of uncertainty that seem to be well addressed in the literature are patient arrival
uncertainty and surgery duration uncertainty which is the uncertainty inherent to
surgical services. In this chapter, we highlight how the fuzzy logic can be a good
solution to the uncertainty problems within the operating theater.

16.1 Introduction

The sector of health care is continually evolving. In this specific circumstance, hos-
pital supervisors need to make their business more beneficial. They aim to improve
the performance of their organization through cost reducing and patient satisfaction
while depending on given defined resources. The operating theater receives most
of the patient services in the hospital centers. Its management has been widely the
subject of many studies. It indicated that this area consists one of the most impor-
tant sectors in the hospital which constitutes a melting pot between different units
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and different actors. Managing the operating theater consists mainly in planning and
scheduling the surgery cases to be performed.

Generally, the methodologies for scheduling surgeries at the operational level
include two sub-problems: the first step allows allocating surgeries to the operat-
ing rooms. In the second step, the surgeries are sequenced within each operating
room. These two sub-problems present an undeniable role in providing appropriate
services in hospitals. Uncertainty is one of the major problems that can disrupt the
development of accurate operating room schedules or capacity planning strategies.
Two cases of uncertainty are frequently present in surgical services: uncertain patient
arrival and uncertain surgery duration.

In this chapter, we are going to highlight how fuzzy logic can be a good solution
to the uncertainty problems within an operating theater.

16.2 Fuzzy Logic

Fuzzy logic is an extension of the Boolean logic created by Lotfi Zadeh in 1965 based
on his mathematical theory of fuzzy sets. By introducing the notion of the degree in
the verification of a condition, we allow a condition to be in a state other than true or
false. The fuzzy logic thus confers very appreciable flexibility to the reasoning that
uses it, which makes it possible to take into account inaccuracies and uncertainties.

Fuzzy logic is based on the theory of fuzzy sets, which is a generalization of the
theory of classical sets. That means that the latter is only a special case the theory of
fuzzy sets. To make a metaphor in set language, the theory of classical sets is only a
subset of the theory of fuzzy sets (Fig. 16.1).

The notation of fuzzy sets was introduced for the first time by Zadeh [29] in order
to represent mathematically the inaccuracy relative to certain classes of objects.
A fuzzy set is a set of values that belong to a certain class with some certainty
[29]. Fuzzy logic makes it possible to make the link between numerical modeling
and symbolic modeling. This allowed spectacular industrial development from very
simple algorithms ensuring the transformation of symbolic knowledge into numerical
entities and vice versa.

Moreover, the theory of fuzzy sets has also given birth to an original treatment of
uncertainty based on the idea of order. This idea of order makes it possible to formalize

Fig. 16.1 Relationship
between classical logic and
fuzzy logic

Classic

al logic Fuzzy logic
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the treatment of partial ignorance and inconsistency in advanced information systems.
Fuzzy sets also have an impact on automatic classification techniques and contribute
to some renewal of existing approaches to decision aid.

Fuzzy logic is not really a resolution method but it represents a powerful tool and
concept to take into account all the data and the uncertain parameters of the addressed
problem. Fuzzy logic introduces, thanks to the concept of belonging function, a
good compromise between the flexibility of the employment and the power of the
representation. It thus allows the modeling of uncertainty and imprecision [2]. The
role of the inference engine is to generate solutions from the knowledge base and to
follow the rules.

Fuzzy sets provide us with a new mathematical tool to deal with the uncertainty
of information. Since then, the theory of fuzzy sets has been promptly developed and
many successful real applications of fuzzy sets in large field systems have emerged.

Decision aid models are generated to help the decision-maker to evaluate the
performances of various management strategies [1, 10, 16]. In order to be most
useful, the decision aid model should also include information about the uncertainties
related to each of the decision options, as the certainty of the desired outcome may
be a central criterion on the selection of the management policy.

In the following section, we will review the basic concepts of fuzzy logic that will
be used in the rest of the chapter.

16.2.1 Fuzzy Variable

Fuzzy logic is used to quantify and reason about fuzzy or vague terms of natural
language. The fuzzy variable is a concept that usually has vague (or fuzzy) values
for example age, temperature, height, speed.

16.2.2 Fuzzy Set (Value)

Let X be is a universe of the fuzzy variable discourse and x are its elements One or
more fuzzy sets (or values) A, can be defined over X.

Example: fuzzy variable: Age The universe of discourse: 0-120 years
Fuzzy values: Child, Young, Old

A fuzzy set A is characterized by a membership function p4(x) that associates
each element x with a degree of membership value in A.

The value of membership is between 0 and 1 and it represents the degree to which
an element x belongs to the fuzzy set A.
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16.2.3 Crisp Set Verus Fuzzy Set

e Crisp set A is a mapping for the elements of X to the set {0, 1}
A: X —{0,1}

ma(x) — 1If xis an element of set A
a(x) — 0If x is not an element of set A
e Fuzzy set F is a mapping for the elements of X to the interval [0, 1]

F:X —[0,1]

Characteristic function: 0 < upr(x) <1
For 1: full membership; for 0: no membership.
Anything between them called graded membership.

16.2.4 Fuzzy Relations

The fuzzy relation generalizes classical relation into one that allows partial member-
ship. It describes a relationship that holds between two or more objects.

Example: a fuzzy relation “Friend” describes the degree of friendship between
two persons, a contrast to either being a friend or not being a friend in classical
relation.

It is represented as follows:

ur =Ax B —[0,1]
R :A{(x, y), ur(x, )ur(x,y) =20,x € A,y € B}

A fuzzy relation is a fuzzy set defined on the Cartesian product of classical sets

{x1, x2, ..., x,} where n-tuples (x;, x3, ..., x,) may have a varying degree of mem-
bership pg(xy, x2, ..., x,) within the relation.
R=/ MR(X1, X2, ... Xy)
X1,X2,..Xp (xlsXZa .. -xn)

16.2.5 Fuzzy Rules

Fuzzy rules are comprised of an antecedent and a consequent in the form:

IF antecedent THEN consequent = new Fuzzy Rule (antecedent, consequence)
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The antecedent represents a condition and the consequent describes the conse-
quence if that condition is satisfied.

The difference with fuzzy rules is that unlike conventional rules where the con-
sequent either fires or not, in fuzzy systems the consequent can fire to a matter of
degree.

Examples: IF temperature is very cold THEN stop air conditioner
IF temperature is normal THEN adjust the air conditioner
IF temperature is hot THEN start the air conditioner

The fuzzy rule-based inference is a generalization of a logical reasoning scheme
(inferences) that combines the conclusion of multiple fuzzy rules in a manner similar
to linear interpolation. For example:

Rule 1: If a person’ intelligence quotient is high. Then the person is smart
Rule 2: Jack’ intelligence quotient s is high
Inference:  Jack is smart.

16.2.6 Linguistic Variables

At the root of the fuzzy set theory lies the idea of linguistic variables. A linguistic
variable is a fuzzy variable. In fuzzy expert systems, linguistic variables are used in
fuzzy rules.

The description of a certain situation, phenomenon or process generally contains
fuzzy qualifiers such as:

Little, very much, enormously
Rarely, frequently, often
Cold, warm, hot

Small, medium, large

Etc....

Example: The “temperature” language variable can belong to the “cold”, “warm” or
“hot” fuzzy sets.

16.2.7 Membership Functions

Instead of belonging to the “true” set or the “false” set of traditional binary logic,
fuzzy logic admits degrees of belonging to a given set. The degree of belonging
to a fuzzy set is represented by a number between 0 and 1. A precise value of the
membership function linked to a value of the variable is denoted p and called the
“membership factor” (Fig. 16.2).

From this graph, it can be seen that for a value 8 = 17°, the factor of belonging
to the “cold” set is i cold = 0.3 and the factor of belonging to the “hot” set is . hot
=0.7.
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The membership functions can theoretically take any form. However, they are
often defined by line segments. (Very used because they are simple and contain areas
where the notion is true, areas where it is false, which simplifies the collection of

expertise).
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16.3 Fuzzy Inference System (FIS)

A Fuzzy Inference System (FIS) is designed to transform input data into output data
from the evaluation of a set of rules. The inputs are derived from the fuzzification
process and the set of rules normally are defined by the expertise of the expert. A

FIS consists of three stages (Fig. 16.3):

Fuzzification: consists of characterizing the linguistic variables used in the sys-
tem. It is, therefore, a transformation of the real inputs into a fuzzy part defined on a
representation space linked to the input. This representation space is normally a fuzzy
subset. During the fuzzification step, each input and output variable is associated with

fuzzy subsets.
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Fig. 16.3 Fuzzy inference systems

Inference: consists of using the inference engine, which is a mechanism for
condensing the information of a system through a set of rules defined for the rep-
resentation of any problem. Each rule delivers a partial conclusion which is then
aggregated to the other rules to provide a conclusion (aggregation).

Defuzzification: consists of characterizing the linguistic variables used in the
system. Itis, therefore, a transformation of the real inputs into a fuzzy part defined on a
representation space linked to the input. This representation space is normally a fuzzy
subset. During the fuzzification step, each input and output variable is associated with
fuzzy subsets.

16.4 Motives to Apply Fuzzy Logic in the Operating
Theater Management

Operating theater is an integrated system composed of a series of locations, gen-
erally, including surgical waiting areas, operating room, recovery room, changing
rooms, prepare the room and etc. The human resources needed by operating room
mainly include surgeons, nurses, and anesthetists. In addition, the operating room
also requires a variety of medical equipment and supplies.

When a patient arrives, he/she is allocated to the intake area to get ready for the
surgery. Then the patient is subsequently taken to surgery in an unoccupied OR, and
after the surgery, the patient is sent to the recovery area for some post-anesthesia care.
Surgery can last from minutes to hours, depending on the type and the complexity
of the surgery, and also its assigned surgeon.

In the following, we will show the need to present some operating theater data as
uncertain values.
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16.4.1 Surgeries Duration

The duration of a surgical procedure is subject to considerable variations depend-
ing on the type of intervention, the level of expertise of the surgeon, the patient’s
condition, the technique of anesthesia, etc. The duration of the intervention corre-
sponds to the length of stay in the operating room. This duration is mainly composed
of: duration of preparation for the intervention (preparation of the patient, anesthe-
sia, etc.), duration of the surgical procedure (which varies according to its nature,
the surgeon and the patient), the period of post-anesthesia care and control of the
patient. This residence time, a function of multiple parameters is designated in an
aggregated manner by the operating time. The variability of the operating times very
often leads to modifications in the planning of the activities of the block. This leads
to a deterioration in the quality of service vis-a-vis patients (waiting times, delayed
intervention...) and additional operating costs (overtime...).

The estimation of the length of stay of the patient in the operating room has
been the subject of some work. The duration of the surgical procedure depends on
the nature of the surgical procedure, the surgeon and the patient’s diagnostic results
[28]. Zhou and Dexter [30] have shown that a log-normal distribution is best suited to
the approximation of the duration of a surgical procedure performed by a particular
surgeon. In addition, there are information systems which, by feedback, can generate
an average duration for interventions.

However, few studies have focused on estimating lengths of stay in the Post-
Anesthesia Care Unit (PACU). Dexter and Tinker [6] analyzed the effect of some
anesthesia techniques on PACU residence time in an attempt to reduce costs in
outpatient surgery. The authors, based on a statistical analysis of the data, observed
that the residence time in PACU follows a log-normal law. In the same framework,
the work [24] carried out within the hospital research project should lead to proposing
statistical models of representation of the duration of intervention and residence time
in the PACU.

Based on this work, Marcon and Kharraja [20] assumed that the duration of
recovery is a function which depends mainly on the duration of the intervention.
A good estimation of the per-operative durations and the duration of awakening is
necessary to find operative programming that exploits the operating theater resources
as well as possible.

The duration of each surgery is dependent on the surgery type and can be per-
formed from a few minutes to hours. One of the major problems associated with the
development of accurate OR planning and scheduling strategies is the uncertainty
inherent to surgical services.

Since the duration of each surgery is an important parameter depending on many
factors such as the skill of the surgeon or the category of the age of patients, it’s
possible not to have a definite or fixed value. Hence, in this work, the duration of
each surgery case is considered as triangular fuzzy numbers. These fuzzy numbers
are divided into 3 groups according to the conditions of the training skills of surgeons.
Surgery cannot be cut off or stopped during its three stages.
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Dexter et al. [8] reported that an estimate of the duration of a surgery case provided
by surgeons is more accurate than that provided by the software.

16.4.2 Surgeries Due Dates

A possibility distribution can be defined as the degree of occurrence of an event with
imprecise data [25]. The due dates of the surgery can be modeled as fuzzy parameters.
These values are to be determined by the decision maker of the considered hospital.
They can be also classified into different classes such as the most pessimistic values,
the most possible values, and the most optimistic values.

16.5 Fuzzy Operating Theater Problems Complexity

The real world is complex. This complexity generally arises from uncertainty.
Humans have unconsciously been able to address complex, ambiguous, and uncertain
problems thanks to the gift of thinking.

Classical logic is based on binary logic with two values of truth. In Maple, these
two values true and false. On the contrary, fuzzy logic is a multi-valued logic with
truth represented by a value on the closed interval [0, 1], where O is equated with
the classical false value and 1 is equated with the classical true value. Values in [0,
1] indicate varying degrees of truth. That means that the treatment of the problem
by the fuzzy aspect considers more of the number of variables than their treatment
by a deterministic aspect. In addition, Lotfi Zadeh [29] suggested by his principle of
incompatibility: “The closer one looks at a real-world problem, the fuzzier becomes
the solution,” and thus, imprecision and complexity are correlated.

16.6 Fuzzy Operating Theater Optimization: A Literature
Review

We note that the vast majority of the work assumes that the operating rooms are
dedicated only to elective surgery and that the interventions have deterministic dura-
tions. Recently, another class of scheduling problems with uncertain parameters has
been developed based on fuzzy set theory, stochastic and possibility theory, which
aims at dealing with cases of imprecise or vague data. The main considered sources
of uncertainty are usually associated with the arrival of urgent patients, the patients’
length of stay and surgery durations [11].

In the literature, few studies have considered the problem of planning with uncer-
tainty [12, 14]. An objective that receives more and more attention nowadays is the
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management of uncertainty. Many studies have focused on increasing the punctuality
of the realized schedule [9, 20].

Lansetal. [18] considered the problem of sequencing interventions with determin-
istic durations in several rooms. Operating rooms are used to carry out planned inter-
ventions as well as not programmed interventions. When an urgent patient arrives,
he is operated in the first available room. Otherwise, as soon as an outstanding inter-
vention is completed, the emergency intervention can begin and the intervention that
has been scheduled will be delayed. The authors proposed to schedule the planned
interventions in order to reduce the waiting time for urgent interventions.

Min and Yih [21] developed a stochastic programming model with the applica-
tion of the sample average approximation method with the aim of minimizing the
additional costs of the operating rooms. Denton et al. [5] described a stochastic
optimization model and some practical heuristics for computing OR schedule that
hedge against the uncertainty in surgery durations. They focused on the simultaneous
effects of sequencing surgeries and scheduled start times.

Dexter and Traub [7] proposed a statistical method to evaluate the probability that
one intervention will last more than another, allowing the sequencing of interventions
so as to avoid a conflict of resources. Sier et al. [24] considered the problem of
scheduling interventions with deterministic durations in several rooms while taking
into account constraints related to equipment availability, patient age, duration of
interventions, etc. The authors modeled the problem as a nonlinear integer program
and used simulated annealing for approximate resolution.

Lebowitz [19] proposed to approximate the duration of intervention by their aver-
ages based on past information. He compared a few sequencing rules by numerical
simulation and concludes that treating patients in increasing order of average dura-
tions reduces the wait time for surgeons, under and on the use of the room. Weiss
[27] considered the scheduling problem with random intervention times in order to
minimize the cost of under-utilization of the room and surgeons’ expectations costs.

Ho and Lau [15] considered the scheduling problem in order to find a compro-
mise between the waiting costs of patients and that of medical staff. The authors
have shown that waiting times generated by any scheduling rule are influenced by
three environmental factors: the no-show probability of occurrence, the coefficient
of variation of the duration of interventions and the number of patients to be sched-
uled. They simulated the performance of nine scheduling rules (individual and per
block) for different combinations of environmental factors and therefore proposed a
procedure for identifying the best performing rule for each combination.

Zadeh proposed the fuzzy set theory, providing a highly effective means of han-
dling imprecise data. In recent years, many researchers have begun to investigate the
assignment problem under the fuzzy environment [29]. One of the major problems
associated with the development of accurate operating room schedules or capacity
planning strategies is the uncertainty inherent to surgical services [3]. Wang and
Xu [26] developed a fuzzy multi-objective programming model to optimize the OR
schedule. Darvish et al. [22] introduced a fuzzy model for an open shop scheduling
problem with fuzzy processing times and fuzzy due dates to minimize total comple-
tion time and total weighted tardiness during the three stages of the surgery process.
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Recent studies in scheduling problems have used fuzzy numbers to address the
uncertainty of the data. Chanas and Kasperski [4] considered fuzzy processing times
and fuzzy due dates in the case of a single machine scheduling problem. Sakawa
and Kubota [23] presented a two-objective genetic algorithm to minimize maxi-
mum fuzzy completion time and maximize average agreement index. Ghrayeb [13]
proposed a genetic algorithm for the fuzzy job shop scheduling problems with the
objective of minimizing integral value and uncertainty of fuzzy makespan. Lahija-
nian etal. [17] proposed a mixed integer programming to minimize the total weighted
start times. They grouped the patients based on their age into three categories and
they considered the duration of the surgical elective operation as a fuzzy number. A
hybrid algorithm was used for resolution.

16.7 Conclusion

Good management of the operating theater is strongly linked to the integration of
the uncertain aspect of the operating times in the planning of the activities, in order
to propose precise schedules.

The quality of an operating room scheduling is, of course, conditioned by the
method used but also by the precision of the operating times estimated for each
intervention. Indeed, the times corresponding to the different stages of intervention
are non-deterministic. In addition, estimating operating time is not an easy task.
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