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Abstract

Cancer is the second most fatal disease worldwide resulting in millions of deaths world-
wide. Numerous complex biological interactions result in the growth of a malignant
tumor.The tumor forms as a result of the body’s normal cells expanding incorrectly
and out of control. Chemotherapy is most widely used treatment for eradicating ma-
lignant tumors from the body. Chemotherapy medicine, however, has adverse impacts
on the patient’s body. The regulation of chemotherapeutic drugs has been suggested
in this thesis using adaptive non-linear control methods. For this purpose, a four-state
ODE model proposed in the literature has been used. The model’s structure is exceed-
ingly nonlinear and chaotic. For the control of chemotherapeutic medication, adaptive
controllers using nonlinear control techniques such as ASMC, AISMC, ASTSMC, and
ATSMC have been developed. Mathematical analysis based on the Lyapunov stability
theory has been addressed to verify the controller stability. The performance of sug-
gested controllers are compared in Simulink/MATLAB. Furthermore, we were not only
restricted to MATLAB/SIMULINK, we also performed simulations using the hardware-
in-the-loop to gain the confidence regarding our designed controller performance when
implemented on actual hardware. The results show that in comparison to the already
published control techniques in literature, our ATSMC controller performs best with
quick tumor cells removal from body (5% less days to recovery) for minimal amount of

drug delivery(46% less dosage drug).

Keywords: Chemotherapy,Cancer tumor, Adaptive Sliding Mode Control, Adaptive
Integral Sliding Mode Control,Adaptive Terminal Sliding Mode Control and Adaptive
Super Twisting Sliding Mode Control
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CHAPTER 1

Introduction

1.1 Importance of Cancer

Cancer is the deadliest disease worldwide and millions of people die every year due to
cancer.Defects in the cell-growth system frequently lead to the unchecked and abnormal
expansion of cancer-causing cells. Tumors are made up of some harmful cells, and the
presence of the tumor cells encourages the development of immune cells. Major health
issues, including mortality, are caused by the immune system’s subpar performance and
inability to effectively combat the tumor cells. [4],[5]-[6] According to a WHO cancer
report, [1] nearly 19.2 million cancer cases are reported annually. According to the data
of the National Center for Health Statistics, USA [7] cancer is the second major cause
of death in the USA after heart disease,13.3% of the world’s population and 14.4% of
deaths occur in the Americas. In comparison to other world regions, Asia and Africa
have higher rates of certain cancer types associated with poorer prognoses and higher
mortality rates, as well as limited access to timely diagnosis and treatment in many
countries. This results in higher proportions of cancer deaths in these regions (57.3%

and 7.3%, respectively). [1]

In Pakistan, cancer is a significant issue. The prevalence of various cancers affects about
23% of the population. With each accounting for 8% of fatalities, lower respiratory
infections and cancer rank highly among the primary causes of death. The number
of cancer cases has steadily increased during the past 20 years. The most prevalent
among them is breast cancer, which is now very common, as skin cancer, blood cancer,

brain tumors, and prostate cancer of all diseases, cancer is the one that is spreading the
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fastest in Pakistan. Every year, around a million people receive a cancer diagnosis. The

figurel.1 below shows the most common cases in Pakistan 2020.

Estimated number of new cases in 2020, Asia, World, Pakistan, both sexes, all ages

Lung
3 532 445 (12.2%)

Breast
3313518 (11.4%)

Other cancers
12 809 916 (44.2%)

Colorectum
2949 592 (10.2%)

Stomach
1915 613 (6.6%)
Prostate

1790 034 (6.2%)

Oesophagus Liver
1005 769 (3.8%) 1 568 000 (5.4%)

Total : 28 974 887

Figure 1.1: Cancer cases in Pakistan [1]

Sadly, Pakistan does not produce any drugs that treat cancer locally; instead, the ma-
jority of the country’s medications are imported, which drives up the cost of treatment
and control. Only relief and some form of control are intended by the affordable locally
produced drug. Only 40% of Pakistanis have access to quality healthcare, leaving the
country critically lacking in medical facilities for treating cancer patients. Most patients
(60%) lack access to diagnostic and treatment resources. Many Pakistanis develop ad-
vanced stages of cancer, which reduces their likelihood of being cured, because palliative

care, the treatment intended to relieve cancer symptoms, is lacking in that country.

The treatment of cancer is pricey. One of the finest ways to remove tumor cells from
the body is through chemotherapy. Chemotherapy treatment involves the removal of
tumor cells by injecting less amount of drug in less number of days. The chemotherapy
method will reduce the expense of cancer treatment, more patients will be treated in
less time. Chemotherapy will reduce the death rate, which will enhance patient health.
More people can be treated in hospitals, which is an indirect benefit. As a result hospital

workload will be reduced.
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1.2 Cancer Treatment Methods

The removal of cancer cells from the body can be accomplished via a variety of treatment

methods, including radiotherapy, immunotherapy, surgery, and chemotherapy.

Cancer can be treated with radiotherapy either before it spreads or after it has been
detected. In radiotherapy, radiation is utilized to eliminate cancer cells. radiation was
selected because it can either kill cancer cells or stop their growth by causing DNA
damage. In radiotherapy, powerful energy beams like X-rays are employed. These cells
are severely damaged and either stop dividing or pass away, which means they separate

from the body. The removal of cancer cells by RT may take days or weeks.

The cancer-fighting ability of the immune system is enhanced by immunotherapy. The
body’s immune system helps the body fight off diseases and infections. Organs, lym-
phatic system components, and white blood cells are some of their constituents. Im-
munotherapy is a type of biological therapy. Drugs originating from living beings are
used as a form of treatment for cancer patients receiving biological therapy. immunother-
apy is advised since it makes use of the patient body’s immune system to fight cancer.
Cancer can spread because the patient immune system doesn’t recognize it as an inva-
sion. Immunotherapy can support the patient immune system in detecting and battling

cancer.

Surgery is used for cancer diagnosis, staging, and treatment. The discomfort or problems
brought on by cancer can also be palliated (relieved) through surgery. Sometimes a single
technique can achieve more than one of these goals. Sometimes, numerous surgeries may

be needed over time.

Chemotherapy is used in conjunction with other therapies like surgery, radiation, and
hormone therapy to eradicate malignant cells from the body. One or more anti-cancer
medications are used as part of the chemotherapy treatment. The chemotherapy drugs
are put into the body through a catheter tube placed in an artery or vein supplying
blood to the tumor, or in a cavity/ body part near the tumor site. Although chemo is
an effective treatment method, however, it has many side effects associated with it. The
side effects can vary from mild which can be treated easily, to serious side effects that

adversely affect the patient health and recovery process.
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Side Effects of Chemotherapy

All of the body’s rapidly dividing and growing cells are affected by chemotherapy. This
applies to both cancerous and healthy cells, such as the bone marrow’s production
of new blood cells and the cells that make up the mouth, stomach, skin, hair, and
reproductive organs. Chemotherapy’s adverse effects are brought on by damaged normal
cells. Chemotherapy treatment is toxic in nature we have to inject the correct amount of
drug if the correct amount of drug is not injected then the patient’s health would suffer.
Chemotherapy treatment involves the removal of healthy cells along with cancer cells
which results in a rapid decline in patient health. The type and dosage of medications
given, as well as how a patient reacts from one treatment cycle to the next, determines
the severity of the side effect. The majority of side effects are temporary and manageable.
Once treatment is stopped and the normal, healthy cells return, they typically start to
get better gradually. Chemotherapy can occasionally result in persistent side effects.
These could involve harm to the patient kidneys, reproductive organs, nerves, heart,
lungs, or nerve endings. To minimize the side effects it is extremely important to

administer the medication in the right amounts to the

1.3 Problem Statement

There is a need to design an efficient controller for effective drug delivery in chemother-
apy treatment, thus ensuring quick recovery and improved patient health. The controller

should be robust and adaptive to the variations in the system as well.

1.4 Benefits of Purposed Control Techniques

Patient health under chemotherapy treatment will be improved.

Patient recovery time will be improved.

The cost of cancer treatment will be reduced.

The indirect benefits include more patients can be treated in given hospital facilities

and the hospital burden will be reduced.
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1.5 Prior State of the Art

Various work has been done previously for the control of drug dosage for chemotherapy
treatment. Current state-of-the-art include the work [8], in which Synergetic and State
feedback nonlinear control techniques are used along with fuzzy on a four-state model.

However, the control design is not robust and not adaptive as well.

1.6 Research Goals and Objectives

e To study and understand various mathematical models used in literature for the

chemotherapy drug delivery mechanism.

e Implement already used control techniques in the literature and reproduce the simu-

lation results published in the literature.

o Understand the Robust control techniques and implement them in MATLAB /Simulink.

e Study and understand Adaptive Nonlinear control techniques and implement them

on MATLAB/Simulink.

e Compare our results with the already published results in the literature.

o Implement the designed controller using Hardware-in-the-loop (HIL) and compare

the results with MATLAB/Simulink results.

1.7 Methodology

Different Nonlinear Control approaches have been used in this study to eliminate tu-
mor cells from the body in fewer days and with a smaller overall treatment dosage.
To do this, we must first study and comprehend robust nonlinear control techniques

before putting them into use in MATLAB/SIMULINK. To achieve better outcomes,
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we adapted our controller by utilizing adaptive law and compared our findings to prior
research in the literature. The Stability Analysis was done using the Lyapunov-based
stability method. We performed simulations using hardware-in-the-loop and compared
the outcomes to those obtained using MATLAB/Simulink because we were not solely
limited to MATLAB/SIMULINK.

Figure 1.2 shows the research’s chosen workflow.

Literature Review

|

Mathematical Modeling

| |

Robust Controller Design

| |

Stability Analysis

|

Adaptive Controller Design

| |

Stabhility Analysis

|

Comparison with Prior State of the Art

&

Hardware-in-the-loop

Figure 1.2: METHODOLOGY
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1.8 Contribution

The robust nonlinear controller is designed for effective drug delivery in chemotherapy
treatment, which is adaptive to the variations in the systems. We have not found such

an adaptive controller in literature so far implemented for the problem at hand.

1.9 Organization of Thesis

Chapter 2: Tumor Model

In Chapter 2 Cancer details and different treatment methods for cancer are discussed,
four—the state mathematical tumor model is discussed in detail. Chapter 3: Litera-
ture Review

Chapter 2 discusses the details of cancer, various cancer treatments, and a four-state

mathematical tumor model in great depth.

Chapter 4: Control dynamics of Non-Linear Tumor Model
There is a discussion of several nonlinear control techniques both with and without

adaptation.

Chapter 5: Hardware-In-the-Loop

In Chapter 5, the specifics of the HIL implementation are covered.

Chapter 6: Simulations and Results

Results and Simulations are discussed in Chapter 6.

Chapter 7: Conclusion

Chapter 7 discusses the results of the research and potential directions for further work.



CHAPTER 2

Literature Review

2.1 Background

Early 20th-century researchers began studying cancer, and it is still a hot research
area. Malignant cells grow uncontrollably and abnormally, which frequently happens
as a result of defects in the cell-growth process. Tumors are made up of some harmful
cells, and the presence of the tumor cells encourages the development of immune cells.
Major health problems, leading to death, are brought on by the immune system’s subpar

functioning and inability to fight tumor cells.

2.2 Literature on Cancer Treatment Methods

As briefly discussed in chapter 1, there are various treatment methods for cancer. In

this section, we discuss those treatment methods in more detail.

2.2.1 Immunotherapy

In recent years, immunotherapy treatments that enhance the immune system’s capacity
to identify and destroy malignancy have benefited an increasing number of cancer pa-
tients. These novel medications, which include immune checkpoint inhibitors and CAR
T-cell therapies, have had remarkable and long-lasting effects in a few patients. Rarely,
immunotherapy treatment has caused tumors in people with advanced cancer to van-

ish. Like any medical procedure, immunotherapy can have side effects, many of which
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are brought on when the immune system, which has been engaged to combat cancer,
also begins to assault the body’s healthy cells and tissues. For different people, there
are different side effects. The type of cancer, its stage, the type of immunotherapy the
patient is receiving, and the amount will all have an effect on the symptoms the patient
experiences and how the patient feels. Immunotherapy may endure for a long time, and
side effects can occur both during and after treatment at any moment. Doctors are
unable to predict the occurrence of side effects, their severity, or when they may mani-
fest. Understanding the warning signs and what to do if a patient start having problems

is therefore crucial. All immunotherapy treatments come with a few common side effects.

2.2.2 Radiotherapy

While radiation is safe, there may be additional short or long-term side effects. This
could happen if radiation damages healthy cells in addition to the cancer cells that are
being treated. The sorts of side effects patients may experience and how severe they are
can vary depending on the patient’s general health, the amount of radiotherapy provided,
the area of the patient’s body being treated, and any additional cancer treatments
patient may be receiving. Some patients receiving radiation therapy experience little,
if any, adverse effects and can resume their regular activities. Others go into greater
depth on adverse outcomes. Patients frequently experience radiation side effects a few
weeks into their treatment. Even after the course of treatment is through, they continue
for a time. Some of the frequent side effects include fatigue, dry mouth and/or mouth
sores, nausea and/or vomiting, bowel issues like diarrhea, urinary issues like urgency or
incontinence, lymphoedema (swelling in soft tissue), hair loss, and infertility. Fatigue
is when a patient feels exhausted and worn out. It could start quickly or take time
to grow. A patient might feel worn out differently from someone else receiving the
same dose of radiation therapy in the same body location because different patient
experience exhaustion in various ways. The patient may experience other side effects
from radiation therapy depending on the location of the body that is treated. Most of

them are temporary and fade with time, however, some, like infertility, may be lifelong.
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2.2.3 Surgery

Like all cancer treatments, surgery has advantages, disadvantages, and adverse effects.
How severe and specific side effects are for each patient varies depending on the type and
location of cancer, the procedure used, any additional therapies the patient underwent
before the surgery, such as chemotherapy and radiation therapy, the patient’s general
health, and any warning signs the patient experienced before the procedure. Many
procedures today are less invasive than they used to be. Surgery frequently allows for
a quicker recovery for patients and has milder side effects. After surgery, there are
numerous ways to deal with physical side effects including disc comfort. However, the
majority of surgeries have an impact on the body and might have detrimental effects
in the short and long term. Minimizing side effects is a crucial part of cancer care and

treatment. This is supportive care, often known as palliative care.

2.2.4 Chemotherapy

Chemotherapy is an effective treatment for many cancer types. But it frequently results
in side effects, just like other cancer treatments. It’s critical to be informed of possible
chemotherapy side effects so patients can be alert to them.

Depending on the medication or medication combination recommended, patients who
are receiving chemotherapy may encounter side effects. Side effects are caused by var-
ious medications differently. Additionally, each patient’s experience is unique. Even
when taking the same medication, not all patients will have the same adverse effects.
Additionally, if the patient uses the same medication again, they can experience different
adverse effects than previous people in the past.

The most common side effect of chemotherapy is fatigue. Even if the patient receives
enough sleep, fatigue is when the patient feels tired. It is the most typical adverse reac-
tion to chemotherapy.

Hair falls Not all chemotherapy treatments, although some do result in hair loss. The
patient body’s hair may grow slowly over time or in big clumps. Usually, hair loss be-
gins several weeks during chemotherapy. One to two months into treatment, it usually
gets worse. Pain. Chemotherapy can occasionally be painful. Several types of pain can
result from nerve damage, such as headaches, muscle discomfort, stomach pain, burning,

numbness, or shooting pains that typically affect the fingers and toes.

10
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Any cancer-related pain will be treated by first addressing its underlying cause. Addi-
tional to chemotherapy itself, there may be other causes of pain. If chemotherapy-related
pain is present, medical professionals may manage it by:

e Providing painkiller drugs.

e Modifying the dosage of particular medications..

¢ Blocking pain signals from the nerves to the brain through spinal manipulations or
nerve blocks..

The cells in the mouth and throat can suffer damage from chemotherapy. Mucositis,
a condition brought on by this, results in painful sores in certain locations. Typically,
mouth sores appear 5 to 14 days following treatment. It’s crucial to keep an eye out for
infection in these wounds.

Some chemotherapy treatments result in sloppy or watery stools. Patients can avoid
being dehydrated by either preventing diarrhea or treating it quickly (losing too much
body fluid). It also aids in the prevention of other health issues. Constipation can
result after chemotherapy. This entails either insufficient bowel motions or challenging
bowel movements. Constipation can also be brought on by other medications, such as
painkillers. By getting regular exercise, eating well-balanced meals, and drinking ade-
quate fluids, patients can reduce their risk of constipation. Chemotherapy can make the
patient nauseous and make the patient throw up. Before and after every chemotherapy
dose, several drugs are administered with preventing the goal of preventing nausea and
vomiting.

The spongy material inside of a patient’s bones is called the patient’s bone marrow. It
produces fresh blood cells. Because chemotherapy alters this procedure, having too few
blood cells may have negative effects on the patient.

Following chemotherapy, the number of blood cells often recovers to normal. Low blood
cell counts can, however, become problematic during treatment and need to be carefully
monitored. Some medications harm the nerves. Nerve or muscle problems such as Loss
of balance, Tingling, Burning, swaying or trembling, stiff neck or headache, issues with
normal vision, hearing or walking, and clumsiness may occur. Usually, following treat-
ment or with a lower chemotherapy dose, these symptoms improve. After chemotherapy,
it may take 6 to 12 months for symptoms to subside. Some adverse consequences may
last a lifetime. After chemotherapy, some people have problems focusing and thinking

clearly. Chemo brain is a common term used by cancer

11
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2.3 Mathematical Modeling of Tumor Model

Since it is known that interactions between various body cells are crucial for the growth
of tumors, a variety of spatial and non-spatial mathematical models have been presented
to shed light on the dynamic behavior of cancer cells and their interactions with the sur-
rounding ones. [9] In addition to other biological dimensions, these models include
interactions at the molecular, cellular, and tissue levels. While ODE models provide
a much more easy research base, spatial models frequently take the form of cellular
automata or partial differential equations (PDEs). To control the death rate due to
cancer previously different work has been done using One-state, Two-state, three-state,
and four-state tumor mathematical models. In the one-state Model[6] only the behavior
of tumor cells was discussed. In the two-state model[10] two clone model for tumor,
regrowth is considered in which a small population of immune-resistant cancer cells that
are either initially present or that form and expand unchecked by the activity of killer
cells is what causes tumor regrowth. Further three-state tumor model describes the
dynamics of acute Leukemia cells[11]

Another three-state tumor mathematical model uses tumor cells, hunting predator cells,
and resting predator cells[12], Several tumor progression-related subjects have been stud-
ied using the four-state tumor model. The model focuses on the interactions at the tumor

site between immune, normal, and tumor cells. site.[8],[13],[14],[15]

2.3.1 One-state Mathematical Model

The paper [6] proposes a control model for chemotherapy drug delivery schedule using a
one-dimensional tumor growth mathematical model. The model imposes a constraint on
the growth of tumor size such that it must decreases once the chemotherapy treatment
starts. In this model, no interaction of the tumor cell with immune cells, healthy cells,
or with drugs is considered. The system is treated using the well-known numerical solu-
tion technique known as control parametrization, resulting in a non-linear programming

problem. In this paper, only tumor cells were discussed.

12
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2.3.2 Two-state Mathematical Model

A two-dimensional Mathematical Model of tumor growth that discusses the relationship
between the tumor and immune cells[10]

To reduce the rate of expansion of the main immunogenic tumor cell population, The
mice received a very modest amount (0.004%) of the tumor cell population. The model
also predicts that the initial quantity of implanted tumor cells will impact the size of
the tumor following dormancy as well as the eventual recurrence of the tumor. In this

two-state model, only immune and tumor cells were discussed.

2.3.3 Three-state Mathematical Model

The three-dimensional cancer model deals with normal cells, leukemic cells, and the
number of chemotherapy agents [11]

To control the number of therapeutic agents delivered to the patient, two types of
therapy functions—the monotonic function and the non-monotonic function—have been
taken into account in this study. Three-dimensional cancel model in which tumor and

immune cells are not defined.

Another work has been done using the mathematical model of acute leukemia [16]

Using the concept of acute leukemia, the manuscript uses monotonic and non-monotonic
therapy functions to describe various treatment effects on both normal and leukemic
cells. the goal of utilizing a safe dose of a complete chemotherapeutic drug to kill the

leukemic cells while preserving a safe amount of normal cells.

A three-dimensional cancer model dealing with tumor cells, hunting predator cells, and
resting predator cells[12]

The main objective was to stop the growth of tumor cells at a point where they would
no longer be harmful, to keep the hunting predator cells at their highest level, and to
keep the resting predator cells at 40% of the hunting predator cells. Chemotherapy and
its effects on various cell types have been developed. A three-dimensional cancer model
is used which is not very accurate. Moreover, the nonlinear controllers used are not very

robust.

13
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2.3.4 Four-state Mathematical Model

The non-linear mathematical model for tumor growth proposed by De Pillis and Radun-
skaya was chosen for chemotherapy drug control. [5],[4]

The interaction of normal, tumor and immune cells at the tumor site is the focus of the
model. Different work has been done using this model the details of the work done are

mentioned below.

The mathematical model of tumor growth with immune response and chemotherapy
serves as the foundation for this paper’s phase-space analysis[4]

The primary objective was to demonstrate that all orbits are constrained and must con-
verge to one of several potential equilibrium sites. As a result, the basin of attraction
in which an orbit begins determines its long-term behavior Using numerical experi-
ments, it is shown that optimal control therapy can move the system into a desired
basin of attraction, whereas the addition of a drug term to the system can move the
solution trajectory into a desired basin of attraction to the solutions of the model with
a time-varying drug term approach to the solutions of the system without the drug once

treatment has stopped.

The paper [8] in which an Tt is addressed how normal, tumor, and immune cells interact
with the tumor site in a four-dimensional cancer model. The main goal was to reduce
the tumor cells from the body in less number of days, by injecting less amount medicine
for this purpose Non-linear Control techniques were used. In this four-state model, the

Nonlinear control techniques used are not very robust.

[14] a four-dimensional mathematical model in which the logistic growth law is used
to simulate both tumor and host cells. Tumor cells can encourage the development of
immune cells, and these immune cells then kinetically kill out the tumor cells. In an
updated model of brain tumor, several nonlinear control techniques have been applied
to the therapeutic agent to reduce the number of brain tumor cells, maintain a safe
number of normal cells, maintain immune cells above a certain value, and ensure the
use of the correct dosage of the drug for the therapy. The robust non-linear control

techniques are not applied, but the four-state mathematical model is precise.

A four-dimensional model that includes the dynamics of normal cells, immune cells,
tumor cells, and drug dosage|[13]

The controller is designed such that the tumor cells achieve their reference value of 0 in
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the shortest amount of time by delivering the drug in an appropriate amount, maintain-
ing a safe number of normal cells, and keeping the immune cells above a particular value.
Variable structured-based nonlinear control algorithms have been used for this purpose.
The main drawback was that the Controller design is not adaptive to the internal or

external variations in the system.

A logistic growth law is used in this model to simulate both the tumor cells and the host
cells. Immune cells can be stimulated to develop by tumor cells, and once they do, the
immune cells kinetically destroy the tumor cells. Two nonlinear control algorithm-based
controllers were developed for the therapeutic agent in an updated mathematical model
of a brain tumor to reduce the tumor cells, maintain a safe number of healthy cells, keep
the immune cells above a specific level, and ensure the correct dosage of the drug during
the therapy.[15] The robust non-linear control techniques are not implemented, but the

four-state mathematical model is accurate.
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The Non-Linear Tumor Model

Control Dynamics

3.1 Nonlinear Tumor Model

De Pillis and Radunskaya [4],[5] created the mathematical model of the nonlinear four-
state ODE for tumor progression, and it has been used to examine several features of
tumor development, including cancer dormancy, creeping through, and immune surveil-
lance escape. The selected model focuses on how the surrounding immune, normal, and
tumor cells interact. Tumor cells within the body encourage the growth of immune cells.
The reaction of these immune cells is insufficient to compete with the rapidly dividing
tumor cell. At the tumor location, normal and tumor cells are continually competing for
the same scarce resources. Using ordinary differential equations, the model is depicted

in eq 3.1.1.

N = joN (1 — goaN) — hyTN —v(1 — e M)N
T =jiT(1 = giT) — hoIT — h3TN — vg(1 — e M)T

3.1.1)
i pIT ; -M (
F=o4+ P hIT— i I — v (1—eM)1

0+a+T hi it v ( e M)

M = u(t) —igM

In the above model (3.1.1) N(t) represent normal cells, T(t) represents tumor cells,I(t)
represents immune cells at time t.
M(t) is the amount of chemotherapeutic medication discovered in the patient’s blood-

stream at the tumor location, and u(t) is the medication dosage that was given to the
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patient at time t. N(1 — goN),T(1 — 1 7T), O’ZJI% correspondingly indicate the logistic
growth of normal cells, tumors, and immune cells. Where jiand jo are the rates at
which normal and malignant cells develop. The carrying capacities of normal and ma-
lignant cells are g1 and g, respectively. The decay of normal cells, or h4T(t)N(t), results
from the competition of normal and malignant cells for the same local resources, holT
Represents several tumor cells killed by immune cells, h3T'N Represents several tumor
cells killed by normal cells.i; Irepresents immune cells per capita death, Is M represents
the chemo drug per capita death . hiI(t)T(t),v3(1 — e™™)N represents the interaction
of tumor and immune cells. Represents the number of Normal cells killed by Chemo
drug u,v2(1 — e™™)T Represents the number of Tumor cells killed by Chemo drug u,
v1(1 —e~M)I Represents the number of Immune cells killed by Chemo drug u. Immune
cells age at a pace of I in the absence of tumor cells. The cells that died as a result
of chemotherapeutic drug treatment are designated as a;(i = 1, 2, 3). Below table 3.1

shows the Values of Normalized Parameter

17



CHAPTER 3: THE NON-LINEAR TUMOR MODEL CONTROL DYNAMICS

Parameters Description Values
V1 Immune cells killed due to chemo drug 0.2
Vo Tumor cells killed due to chemo drug 0.3
U3 Normal cells killed due to chemo drug 0.1
g1 Carrying capacity of Tumor cells 1
go Normal cells Carrying capacity 1
hy Tumor cells killed fractional Immune cells 1
ho Immune cells killed fractional tumor cells 0.5
h3 Normal cells killed fractional tumor cells 1
ha tumor cells killed fractional normal cells 1
i1 immune cells Per capita death 0.2
12 chemo drug Per capita death 1
J1 Growth rate of tumor cells growth rate per unit 1.5
72 Normal cells growth rate per unit 0.33
0 Steady source rate of immune cells 0.33
p Response rate of Immune cells 0.01
@ Threshold rate of Immune cells 0.3

Table 3.1: Normalized Parameter Values[4]

Additionally, we can modify the model by substituting N (t), T(t), I(t)andM (t) by z1,z2,x3and

T4 we get:

21 = jox1 (1 — gam1) — hawamy — v3(1 — e ™)y

To = jlxg(l . glscg) — hoxsxo — hyrox1 — Ug(l - 6714)$2
pPT3IT2
o+ 9

(3.1.2)
— hl.%'gltz — ilx’g — Ul(l — €_$4).%'3

.fg =0+
g = u(t) — ioxy
There are three possible possibilities for the system’s equilibrium points in the absence
of chemotherapeutic medications.
e Two unstable dead equilibrium points exist in the system where normal cells are not

present.

o There exists a stable equilibrium point at [1, 0, 1.65] with N = 1, T =0, and I =
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1.65. After chemotherapy has successfully eliminated a tumor from the body, this is the
system’s intended equilibrium state.

e The system has a coexisting equilibrium point with N = 0.44, T = 0.56, and I = 0.44,
where both tumour and normal cells can be found.

Figure 3.1 depicts the system’s co-existing equilibrium condition before the injection of
chemotherapeutic medicines. The system approaches equilibrium after approximately

138-140 days, as shown in the graph.

f Performance of controller without drug
T T T

—Immune Cell
Normal Cell
[=—Tumor Cell

—Chsmo-Drug}»

091

a8
®

o
)
T
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>
T
I

Signal values

1+ o 4 o
o w kS o
T
L I I I

B
T
I

! ! !
20 40 60 80 100 120 140 160 180 200
Time (sec)

o
°

Figure 3.1: Performance of Controller without drug .

Considering the above tumor model we will be using Robust Nonlinear control techniques

and then we will be adapting the controller by using adaptive law.

3.2 Robust Controller Design

In this section Robust Control techniques SMC, ISMC, TSMC, and ST-SMC are dis-

cussed.

3.2.1 Sliding Mode Control

Sliding mode control a robust controller that has benefits such as finite time conver-
gence, minimal steady-state error, cheap processing costs, and ease of use. The sliding
surface is chosen in the first stage, after which the control rule is developed to direct
the system toward the sliding surface. Figure 3.2 shows a visual representation of SMC.
It demonstrates how the variable initially has a value of Xo, converges to the sliding

surface due to the control action, and then eventually reaches the intended value.
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F W)

Desired final value

A

e(t)
-
Reaching mode

Sliding mode ‘Sliding surface

\J

Figure 3.2: Sliding Mode Control Phase [2]

We define error terms as follows to track all states to their target values:
€1 = T1 — Tiref
€2 = T2 — Zoref
(3.2.1)
€3 = T3 — I3ref
€4 = T4 — Tyref
In above eq 3.2.1 z1, x2, w3andx4 are the state varibles and T1,cf, Toref, T3ref, Taref are
the desired values.
Taking time derivative of error terms in 3.3.1
€1 = &1 — T1pef

€2 = To — Toref

(3.2.2)
€3 = &3 — j;?)ref
€4 = Tg4 — Taref
The Sliding surface is defined as
S = cre1 + coeg + c3e3 + cqey (323)

here c1, ¢o, csandcy are constant design parameters of the sliding surfaces which can have
any positive constant value.

Taking time derivative of S

S = c161 + caéa + c3€3 + ca€q (3.2.4)

putting values of é1,és, €3, ¢4 in eq 3.3.5
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S :Cl(i'l - i'lref) + CQ(i'Q - i?ref)

(3.2.5)
+c3(83 — T3ref) + Ca(Za — Tapes
S =c1d1 — C1¥1ref + Cata — CoFores (3.2.6)
+e323 — C303pef + C4Ty — CoTgref
putting values of &1, &9, &3, T4 in eq 3.2.6
S =ci1(jor1)(1 — gow1) — haawory — v3(1 — e ™)1 — c1i1res + ca(f1za(l — g172)

—hooxsry — hazwoxy — va(l — 6_$4)x2) - hQi'Qref + h3(o + %

—hi1zszs — i1z — v1(1 — e"™)xs) — hadgrer + ca(u(t) — ioma) — hadares

(3.2.7)
Simplifying above eq 3.2.7
S =c1(jor — j2gor? — haawory — v371 + v3e L) — C1F1pes + c2(j172 — 17301
—h22$31’2 — hggl‘g:cl — Vo2 + 6_”“562) - ggigmf + C3(O + % - hlll‘g:bg — ilxg
—v1(1 — e™™)a3) — cadares + ca(u(t) — i2z4) — caiarer

(3.2.8)
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Simplifying above eq3.2.8

S =cijor — C1)29277 — c1haazox1 — crv3wy + crvze” *wy — C1T1ref + C2J122 — C2]1X591

— . T3T
—h2233‘3.7}2 - 02h3333‘2.1‘1 — CoU2T2 + Cge x4$2 — C2X2ref + c30 + Cgi'zij

. . 4 . . .
—c3hi123x0 — c3i103 — c3v1T3 — c3e” P w31 — C3E3pef + Cau(t) — Calo®y — Caliares

(3.2.9)

We consider S=-ksign(S) the SMC’s reaching law. When the state is far from the switch-
ing manifold, a law known as the power rate reaching law speeds up reaching. k, which

can be any constant positive value, is a design parameter. Following is a definition of

the Signum function:

sign(S) = -1 if S<0

=0 if S=0 (3.2.10)
=1 «f >0
—ksign(S) = cijer1 — c1J2922% — c1huamory — c1v3T1 + cruse TAxy — C1dpes + C2j1T2

. 2 —_ .
—C2J10591 — ho23w2 — coh33waxy — Covawa + coe” P41 — Codiopey + €30

T3T . —z4 .
+e3 B2 — cshiiaaws — c3itxs — c3v1x3 — cge” wavr — Cadgres + cau(?)

—C412T4 — C4T4ref
(3.2.11)

Rearranging equation 3.2.11

. . 2 — . .
—cqu(t) =cijax1 — 1529227 — c1haa®omy — c1v3®y + c1vze” " xy — C1&1pef + C2J1%2
. 2 — .
—C2J175g1 — h22X3x2 — coh33wawy — Cov2x2 + Cco€” P4 X9 — Codiopef + C30
3T . — x4 . .
—l—c;;f)%w; — cshi12329 — c3i1w3 — c3v1w3 — cze” w3V — C3dgrer + ksign(S)

—C412T4 — C4T4ref
(3.2.12)

eq3.2.12 will give control input u:
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u(t) = ZHeijamr — erjagar] — crhaamamy — crvzws + crvze” Mry — Crires + Coji®a — c213g1
—hasxsxs — Cohs3Tomt — CoV2T2 + C2eT ATy — Codigrer + c30 + 3 B2
—c3hi123%9 — 30103 — c3v1L3 — cze” Pragv; — c3&zref + ksign(S) — caio®y — Caares]

(3.2.13)

For stability analysis, let us consider following Lyapunov candidate function:

L o
V=28 (3.2.14)
V=S89 (3.2.15)
putting S = —ksign(S)in eq 3.2.15:

V = —S(ksign(9)) (3.2.16)

Lyapunov analysis shows that the proposed controller meets the stability conditions,
which ensures the convergence of errors to zero in finite time and asymptotic stability

of the system.

3.2.2 Integral Sliding Mode Control

To order to lower the steady-state error and reduce the chattering effect integral terms
of errors are added to the sliding surface in ISMC a variation of sliding mode control.
The integral of error terms are defined as follows:

€5 = [X1 — .Z‘lrefdt

€6 = [T2 — Topepdt
(3.2.17)
er = /:I:g — T3pepdt

€g = [Xy4 — ."L‘4refdt

In above eq 3.2.17 x1, x2, x3andz4 are the state varibles and Z1,ef, Toref, T3ref, Tares are

the desired values.
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Taking time derivative of integral error terms in eq 3.2.17

€5 = X1 — Tiref = €1

€6 = L2 — L2ref — €2

(3.2.18)
€7 = XT3 — T3pef = €3
€8 = T4 — T4ref = €4
Sliding Surface is defined as
S = fie1 + faea + faes + fieq + fses + foes + frer + fses (3.2.19)

here f1, fo, f3, fufs, f6, fr, fs are constant design parameters of the sliding surfaces which

can have any positive constant value. Taking time derivative of S

S = f1é1 + foéo + f3és + fa€s + f5é5 + f5é6 + fré7 + fs€g (3.2.20)

putting values of é1, és, é3, €4 in €q3.2.20

S = fi(@1 — F1rep) + fo(do — Goref) + f3(23 — Tarep) + fa(Fa — Tarer) + fe1 + foea + fres + fsea
(3.2.21)

S = fii1 — fidires + fodio — fobores + f3d3 — fadares
+fada — fadarer + fre1 + foea + fres + fses

(3.2.22)
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putting values of &1, 2, &3, 24 in €q3.2.22

S =filjar1(1 — gaw1) — hazowy — v3(1 — e ™2y — fidrer + folji1za(l — g122) — howzzy
—h3332.7}1 — U2(1 — 67‘7"4)1‘2 — fQi'QTef + f3[0 + % — h11‘3x2 — 1123 — ’U1(1 — 67I4)$3]

—f3d3res + falu(t) —ioxs] — fadarer + fre1 + foea + fres + faea
(3.2.23)

Reaching law of SMC S= -ksign(S) here k is a design parameter and can have any

constant positive value.

Signum function is defined as follows:

sign(S) = -1 if S <0

—0 if S=0 (3.2.24)
=1 if §>0
putting value of S in eq 3.2.23:
-ksign(S) =f1ljox1(1 — gow1) — hawowr — v3(1 — e a1 — fidires + fo[j122(1 — gr22)

—haw3ry — hawawy — va(1 — e ™) wa] — fodorer + falo + B2 — hiwzwy — i123

—v1(1 — e™™)ag] — @grepfz + falu(t) — ioza] — fadares + foe1 + foe2 + fres + fsea
(3.2.25)

Simplifying eq 3.2.25:

~ksign(S)  =filjor1 — g22% — hawowt — v3z1 + v3e 1] — fidvres + foli122 — j19173
—hgxgmg — h3.7j2331 — Vo2 — U26_$4$2] - f2i2ref + f3 [0 + % - h1x3x2
—i1xs — vy — vie” ag) — dspepf3 + falu(t) —iowa) — fadares + fre1

+feea + fres + fsea
(3.2.26)
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Simplifying eq3.2.26 further will give:

T

-ksign(S)  =fijow1 — figea? — frhuwexy — frvsmy + frvse "twy — fidires + fajizo
—foj1g123 — fahowswa — fohswoxy — fovaxa — fovae *ag — fodorer + f30
+ f3 L5322 — fahyxawo — f3i1xs — fyvizg — favie Pag — dsperfz + fau(t)

a+xo
—faioxy — faZares + f5e1 + foea + fres + fzes
(3.2.27)

Simplifying above eq3.2.27

-fau(t)  =fijax1 — figext — frhamomy — frusar + fruse oy — fidiees + o122
— foi11%3 — fahowswa — fohswaxy — fovawe — fovae g — fodore + f30
4’]0:3M — fghl.’EgCEQ — fgill‘g — f3’l)1333 — f3’l)16_x4$3 — igTeffg + k:szgn(S)

a+x2
—faioTy — faZares + fse1 + foea + fres + fseq
(3.2.28)

eq 3.2.28 will give our control our control input u

g1 — fidtres + fojize

u(t) == [fijerr — figeat — frhazoz — frusaer + frvze”
—f2j191%3 — fahowswy — fohswaxy — fovaws — fovae ™wg — fodores + f30
+f32522 — fohyxawe — fairwg — favims — fyvie Twg — dger f3 + ksign(S)

a—+x2
—faioxy — faZarer + fre1 + foea + fres + faed]

(3.2.29)
In order to check the stability we take following lyapunov function:
L o
V= 55’ (3.2.30)
After taking time derivative above eq becomes 3.2.31
V=99 (3.2.31)
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Putting value of S

V = S(—ksign(S) (3.2.32)

Lyapunov analysis shows that the proposed controller meets the stability conditions,
which ensures the convergence of errors to zero in finite time and asymptotic stability

of the system

3.2.3 Terminal Sliding Mode Control

Compared to SMC, terminal sliding mode control (TSMC) makes better use of nonlinear
functions in the sliding surface to ensure error convergence to zero in a finite amount
of time and higher accuracy in acquiring and maintaining the terminal sliding surface.
It has a fairly straightforward implementation, can accommodate model uncertainty,
is robust to internal and external perturbations/disturbances, and ensures parametric
invariance. The incorporation of a specific nonlinear factor in the system dynamics,
which considerably enhances the convergence property, is the key component of TSMC
17]

In contrast to more conventional nonlinear controllers like backtracking, Lyapunov re-
design, etc., it also offers the advantage of model order reduction. For the regulation
of nonlinear systems, terminal SMC has been used in [17],[18],[19]. Considering the
tracking errors of all the states defined in eq 3.2.1

Taking time derivative of error terms

€1 =a1 — i'lref
€y = &g — Toref (3.2.33)
€3 = I3 — T3ref

€4 = Ty — Tyref

Taking the sliding surface as follows:

S = fie1 + faea + f3ez + faeq + f5(/ €1dt)% + fﬁ(/ ezdt)% + f7(/ €3dt)% + fs(/ eqdt)

(3.2.34)
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In above eq design cofficients are f1, fo, f3, f4, f5, f6, fr and fg and their value can be

any positive real number.

positive odd numbers are p1, p2, ps3, P4, q1, ¢2, q3 and g4 such that:

1< B <2andi=1234..

Taking above eq3.2.34 time derivative

. p1—1 pg —1
S =fiér + faéa + faés + faea + f5(Jerdt)n (E)er + fo([eadt) = (B2)es
p3—1 pg 1
+fr([esdt)s (B2)es + fs([eadt) s (El)ey
(3.2.35)
letting the above terms as:
A= ( / ) (Pe,
q1
B= </ eat) s (2)e,
q2
C=( / esdt) 5 (E)es
q3
D= (/ e4dt)%_l(%)e4 (3.2.36)
4

putting values of é1,é9,€3,64 in eq 3.2.35

S =fi(@1 — Trref) + faldo — Bores) + f3(23 — Zarer) + falFa — Fares) + f5A

+feB + f7C + fsD
(3.2.37)

Simplifying eq 3.2.37

S :fljjlref - fljjlref + f2i'2 - f2i'27“ef + f3i'3 - f3i"3ref =+ f4i34 - f4j34ref + fSA

+feB + f7C + fsD
(3.2.38)

putting &1, T9, 3,24 in eq 3.2.38
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S =fi(jam1(l = gow1) — hawowy — v3(1 — e *Na1) — fridrper + f2(j122(1 — g122)
—h2x3x2 — h3x2$1 — U2(1 — 67‘7‘"4.%'2) — fgtizref + f3<0 + % - h1$3$2 — i1$3

—v1(1 — e ™a3) — fydgrer + fa(u(t) — dazs) — fadres + f5A+ foB+ frC + f3D
(3.2.39)
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Simlplifying eq 3.2.39

S =fi(jaz1 — jogea? — faxowi — v3T1 + v3e DY) — fid1es + fo(172 — 17391 — howswa
—h31‘2$1 — Vo2 + 673341'2) — QQjZQTef + f3<0 + % — hlxgl'g — il.%'g — 1)1(1 — 6724).%'3)
—f3&3ref + fa(u(t) —i2xs) — fadarer + f5A+ f6B + f7C + fsD
(3.2.40)

S =fijor1 — fijegea? — frhuzamy — frvszy + frose "ay — fidires + foji22
—faj123g1 — fohomswa — fohswoxy — fovaxa + foe 4xg — foidores + f30
+ 8502 — fshiwsws — faiiws — favies — fze " azvr — fadzer + fau(t)

—fai24 — faZarer + f5A+ fe B+ f7C + fsD
(3.2.41)

We consider S=-ksign(S) the SMC’s reaching law. When the state is far from the switch-
ing manifold, a law known as the power rate reaching law speeds up reaching. k, which

can be any constant positive value, is a design parameter. Following is a definition of

the Signum function:

sign(S) = -1 if S<0
=0 if S=0 (3.2.42)
=1 «f >0

putting S=—ksign(S)in eq 3.2.41

~ksign(S)  =fijex1 — fijagext — fihazext — frvswr + fivse "y — fidirer + fof122 — foj17301
—hex3ms — fohswomt — fovama + fae ™ wo — fodores + f30 + 325202 — fahiasmo

—fatrxs — favizg — fae wgvr — fadgres + fau(t) — faioxs — fakarer

+f5A+ fe B+ f:C + fsD
(3.2.43)
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Rearranging eq 3.2.43:

-fau(t)  =fijery — fijageat — frhamexy — fruswy + frvse”"ay — fidires + fojiao
— f2j123g1 — howawy — fohswaxy — fovawy + foe *xy — fodiores + f30
+ f3 L5322 — fahyxaws — fyirws — fyvizs — fae Mazvr — fydger — ksign(S)

a+x2
—faioxq — faZares + f5A+ foB + frC + fsD
(3.2.44)

From eq 3.2.44 we will get control input u:

u(t) :}—j[fljﬁl — f1j2922% — fihazoz1 — fruszr + frvse Tay — fidires + foji12
— faj123g1 — howswy — fohswaxy — fovama + foe @y — fokores + f30

+f3L5822 — fahyxswg — fyinxs — fyvizs — fae Tagvy — fadsrer — ksign(S)

a+xo
p1—1 p2 —1
—faio®s — fadarer + f5([erdt)n (E)er + fo([ eadt) 2 (E2)es
p3—1 pg—1
+fr([esdt)s  (G)es + fs([ eadt)ss (TH)e
(3.2.45)
Consider the following proposed Lyapunov function for stability analysis
L o
V= 55 (3.2.46)
Taking the eq3.2.46 time derivative
V=258 (3.2.47)
putting S in eq 3.2.47
V = —S(ksign(S) (3.2.48)

Lyapunov analysis shows that the proposed controller meets the stability conditions,
which ensures the convergence of errors to zero in finite time and asymptotic stability

of the system.
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3.2.4 SuperTwisting Sliding Mode Control

First, we must choose a sliding surface for the Super Twisting mode-based Sliding Mode
Control. Although there are other methods for choosing sliding surfaces, tracking faults
is the simplest. Error is defined as the difference between actual and desired values.

Tracking of errors terms are defined as followed

€1 = X1 — Llref
€2 = T2 — Tref
(3.2.49)
€3 = T3 — TL3ref
€4 = T4 — Tdref
In above eq 3.2.49 w1, 22, x3andxry are the state varibles and x1,¢f, Toref, Tarefs Taref are
the desired values.

Taking time derivative of error terms in eq 3.2.49:

€1 = T1 — Tiref

€9 = T — Toref

(3.2.50)
€3 = I3 — x.37‘ef
€4 = Ty — Taref
Sliding Surface is defined as:
S = fie1 + faea + faez + faeq (3.2.51)

here f1, fo, f3, f4 are constant design parameters of the sliding surfaces which can have
any positive constant value.

Taking time derivative of eq 3.2.51

S = fié1 + faéa + faés + fi€s (3.2.52)

putting values of é1, éa, €3, é4 in eq 3.2.52

S = fi(d1 — 1rer) + fo(F2 — orep) + f3(d3 — Tares) + f1(24 — Tares) (3.2.53)
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Simplifying eq 3.2.53

S = fii1 — fidires + fod2 — foFores + f3¥3 — fadares + fada — fadares (3.2.54)

putting values of &1, &9, &3, T4 in eq 3.2.54

S = filjar1 (1 — gow1) — hazomy — v3(1 — e ™) z1] — fidires + fol1z2(l — g122)

—hawamy — hawary — va(1 — e )a] — fodores + falo + BE2 — hiazws
—i1zg — v1(1 — e ™) as] + falu(t) — o] — fadares
(3.2.55)
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Simplifying eq 3.2.55

S =fljea1(1 — g2x1) — hawort — v3(1 — e ™) x1] — fid1pes + folj1z2(1l — g1702)

pPr3T2

o, — Mwswo

—howsze — hawomt — v2(1 — e ™) zo] — fodorer + f3[o +

—i1z3 — v1(1 — e ™3] — dapesf3 + falu(t) — ioxa] — fadares
(3.2.56)

S =filjax1 — gaxlja — huwaxy — vy + vze 1] — fidrres + folj1ze — jro123
—haw3ry — hawart — vaws + vae o] — fodores + falo + LI — hiwzwo

x4

—i123 — V123 + vie” " w3] — ypep f3 + falull) — iozs] — fadares

(3.2.57)

S =fijox1 — fig2a3je — frhamamt — froszr + frose ey — fidiires + fojize — fojig173
— fahawszy — fohawawt — fovaws + fovae ™ wy — fodorer + f30 + f357502 — fahyzay

—fatrxs — favizs + favie ey — dgrepf3 + fau(t) — faioxs — fakarer
(3.2.58)
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putting S = 0 in eq 3.2.58

0 =f1jow1 — f1geaijo — frhazozy — frvszy + frvse ™ ay — fiidipes + fojiza — fojigia3
—fahosxs — fohawawt — fovas + fovae™ " wa — fodiares + f30 + f357252 — fahizsrs — faiiws
— faviwg + favie " ag — dsrer f3 + fau(t) — faizts — fadares
(3.2.59)

Rearranging eq 3.2.59

T

-fau(t)  =fijoxt — frgewijo — frhamomy — frvszy + fivse ™oy — fidrer + fojize — foj10173

— fahoxsze — fohszoxy — fovama + fovae ™ ®ao — fodorer + f30 + f38502 — f3hixsws

gy — Eareffs — faioma — fadares

(3.2.60)

—f3i1x3 — favizs + favie”
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eq 3.2.60 will give control input u

u(t) = —i[fljzm — f1g223jo — frhazox — fruszr + frvse oy — fidires + foj1m2 — foj19173
— fahowzwy — fohawowt — fovaws + fovae ™™ @y — fodore + f30 + f3B252 — fahizsy

T

—fstixs — favizs + favie "ag — dgrepf3 — faioTs — fidarer]

(3.2.61)
Next the switching control for supertwisting sliding mode
Ugy 18 defined as
Usw =-K1|S|%sign(S) + us (3.2.62)
u;  =-Kasign(S) (3.2.63)
Taking integral of eq 3.2.62
uy  =-ko [ sign(S)dt (3.2.64)
putting u; from eq 3.2.64 in eq 3.2.62 k; and ko are given in [17]:
Usw =k |S|% sign(S) — ko [ sign(S)dt (3.2.65)
The overall control law for ST-SMC can be written as:
UST—SMC  =Ueq T Usw (3.2.66)

putting values ueq from eq 3.2.61 and wug,from eq3.2.65 in eq 3.2.66:

In order to check the stability of the controller following conditions should be fulfilled:
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UST—SMC = %[fljﬂl — f1922% 52 — fihuzomy — fivszy + fivge”

1 — fiZires + foi172

— foj191%3 — fahowswa — fohswaxy — fovawa + fovae ™o — fodores + f30

+ f3 282 fohyxawe — fyirxs — favias + favie Tas — dgpef f3 — faiomy

a+xo

—fadarer] — K1 1S|" sign(S) — ke [ sign(S)dt

1. V should be positive definite

2. 'V should be radially unbounded

3. V should be negative definite

Defining Lyapunov candidate function as:

Taking time derivative of eq3.2.68

vV =SS

V. =S[fié1 + faéz + fsés + fi€d]

Putting value of é4 from eq 3.2.50 in to eq 3.2.70:

Vo =S[fié1 + faéa + fsés + falta — Zapes]]

putting value of &4 from eq 3.1.2 in to eq 3.2.71:
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V. =S[fié1 + faéa + faés + falu(t) — ioxy — dapes]] (3.2.72)

Simpling above eq 3.2.72

V. =S[fié1 + faéa + faés + fau(t) — friora — fadares] (3.2.73)
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Putting value of u(t) from eq 3.2.67in to eq 3.2.73:

V  =S[fié1 + faéa + faéz + f4}71[f1j2x1 — f1gex3ja — fihuzoz1 — frvsmy + frvse ®ay — friipes
+fojiza — fof1173 — fahowsza — fohazax — fovaza + fovae Ao — fokores + f30
+f3800 — fshawszs — fairzs — favizs + favie ™ ag — dgpef f3 — fainaa
— fadayes + k1 |S|” sign(S) + ko [ sign(S)dt]

—fai2x4 — faZares]
(3.2.74)

Simplifying eq 3.3.85:

V < S[—k1|S|* sign(S) — ko [ sign(S)dt)] (3.2.75)

The developed controller is stable and V is a negative definite variable according to
equation 3.2.75. The stability analysis suggested in [20] demonstrates that the proposed
controller meets the stability condition V <0, this also explains how in a fixed amount

of time, all errors eventually converge to zero.

3.3 Adaptive Controller Design

In order to get more accurate results controllers are adapted using adaptive law.

3.3.1 Adaptive Sliding Mode Control

Error terms are defined as :

€1 = T1 — Tlref
€2 = T2 — XL2ref (3 3 1)
€3 = T3 — T3ref

€4 = T4 — T4ref
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In above eq 3.3.1 z1, x2, w3andx4 are the state varibles and T1,cf, Toref, T3ref, Taref are
the desired values.

Taking time derivative of error terms in 3.3.1

€1 = &1 — Tlref

€2 = g — i?ref

(3.3.2)
€3 = T3 — T3ref
€y =Ty — i47"ef
S = cre1 + caes + cses + cqey (3.3.3)

here ¢y, co, cgandcy are constant design parameters of the sliding surfaces which can have
any positive constant value.

Taking time derivative of S

S = C1€1 + Cc2é2 + C3€3 + ca€y (3.3.4)

putting values of é1,és, é3, €4 in eq 3.3.3

S = c1(d1 — 1ref) + Co2(d2 — Garer) + c3(d3 — Tarer) + ca(F4 — Farer) (3.3.5)

S =i — C1T1ref + C2X2 — C2T2ref (3.3.6)

+e3x3 — C3T3pef + C4Ty — CoTyref

putting values of &1, &9, 3, 24 in above eq 3.3.6.

S =ci1(jor1)(1 — gow1) — hawaxy — v3(1 — e ™) xy — c1d1rer + c2(j122(1 — gr22)

pPT3IT2
a+xo

—h2x3x2 — h31‘2x1 — ’U2(1 — €_$4)a}2) — hgi“gref + h3(0 +

—hizzze — i1z — v1(1 — e ™) z3) — hadares + ca(u(t) —i2zs) — hadares
(3.3.7)
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Simplifying eq 3.3.7

= _ . . 2 — . . . 2
S =ci1(Jor1 — Jogox] — huxowy — v3x1 + V3T L) — C1B1pes + C2(J1T2 — J1T501
—hox3ry — h3roxy — V2T + 6_364122{[}2) — C2j327~ef + 03(0 + Zfﬁcﬂg; — hiz3xo — 1123

—z4 . . .
—v1(1 — e ™) x3) — c3dares + ca(u(t) — iaTs) — Caares
(3.3.8)
Taking jo as adaptive parameter jo=0d;
- o 2 _ . . . 2
S = c10171 — 1019277 — c1haT2x1 — C1U3T1 + Crv3e” X1 — 1o + C2J1T2 — C2J1T5G1
—hgiL‘g.%'QCQ — CQh3.%'2.1‘1 — CU2X9 + 0267x4$21]2 — Cgizref + c30 + 03%

. —_ 4 . . .
—Cghlxgxg — C311T3 — C3V1T3 — C3€ * T3Vl — C3T3ref + C4u(t) — C412T4 — C4T4ref
(3.3.9)

for the convergence of the system, defining the adaptive law which can estimate the

parameters as :

5i=0; — 0; (3.3.10)
we can take i=1,2
from adaptive law we can conclude value of d;
61 =0, — 01 (3.3.11)

for stability analysis we take lypanov candid function

1 1
V=-8%4 42 3.
557+ 21 (3.3.12)

Taking Time derivative of eq 3.3.12

. . 1~ 2
V=2985%+ 55151 (3.3.13)

Putting value of S
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y 2 _ . . . 2
V' =ci161m1 — 1019271 — c1hazox1 — c1v3x1 + c1vze” *1x1 — c1Z1pef + C2J172 — C2J1T591

—hoxsrocy — cohaxox] — CoV9x9 + coe” Fixoug — CQi?QTef + c30 + 03%
. — 4 . . .
—c3h1 w39 — 30173 — c3v1x3 — c3e” i3V — C3T3pef + cau(t) — Cainxy — CaTypey
+30101
(3.3.14)
putting value of d; from eq 3.3.11
* o N T 3 N 2 — . .
1% —S[Cl [51 — 51]171 — C1 [51 — 51]g21’1 — Clh4$21'1 — C1v3x1 + Cc1v3€e x4$1 — C1T1ref + C271T2

. 2 . .
—C2J17591 — hax3x2co — co2h3Tox1 — CoV2x2 + €™ *A X209 — Codopef + C30

L3L . — 4 . . .
3 B2 — cshamazs — c3itzs — c3v1my — cge” rauL — c3dgrer + Cau(t) — caioma — Cadiarer]
+30101
(3.3.15)
Seperate terms having d; :
) 3 & 2 — . .
Vv :S[clélxl — Cl5lggx1 — Clh41'2.%'1 — C1Vv3x1 + Cc1v3e "”43;1 — C1Z1ref + C2712

o 2 —_ .
—C2J17591 — hoT3wacy — coh3woxy — Cova2 + coe™ P4 ToV2 — Codoref + €30

3T . —z4 .
+e3 B2 — cshawawy — cgiiws — cav1ms — cze” Trrgur — C3diarer + caul(t)

—CyinTy — Cadares) — Sc10121(1 — gaxr) + %551
(3.3.16)

Taking %51 Common from eq 3.3.16:

* o & < 2 — . .
V. =Slcidix1 — c10,g220] — crhawoxt — crv3ry + crvse” "4ay — cidires + C2J122

. 2 — .
—C2j17591 — hax3xaco — c2h3TaT1 — Cov2x2 + coe” T aovVe — Codopef + C30

PL3IT2 x4

+e3B322 — cghqrzxre — c311X3 — c3v1T3 — Cc3€”

s x301 — C3&gref + cau(t)

—Calia®y — C4T4per] + %5[31 — Sncrzi (1 — goxy)
(3.3.17)

Simplifying eq 3.3.17
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. . 3 3 2 — . .
V. =Sleidix1 — c101g20] — crhawoxt — crv3ry + crvze™"4a1 — 1 dires + C2J122
. 2 — .
—c2J175g1 — hax3xaco — c2h3Tax1 — Cov2To + coe” T X2v9 — Codopef + C30

3T . — 24 .
+e3 B2 — cshiwawe — c3iiws — cav1T3 — cze” TrT3uL — C3Tzrer + caul(t)

—C4lo%y — CaZaref] + %5[31 — Sneizy + Snergax?]
(3.3.18)

Considering the boundedness of parameter estimation, so inV the adaptive update laws

are designed as:

~

01 =nProj(éy, +Sciz1 — Scigax?) (3.3.19)

To get the varying parameters bounded, adaptation parameters are redefined as follows:

Sy=+Snfix1 — Snfigea? (3.3.20)

Taking eq 3.3.19 in to eq 3.3.16 then eq 3.3.16 can be simplified as :

. 3 3 2 _ . .
Vv < S[0151x1 — 0151g2x1 — 61h44.732331 — Cc1v3x1 + c1vze I4CE1 — C1T1ref + C27192
. 2 — .
—C2J17591 — hax3Taco — c2h3Tax1 — CovaTo + Ccoe™ " Xove — Codiopef + C30

3T . — 24 .
+e3 B2 — cshiway — c3iiws — cav1Ts — cze” Trrgu1 — C3darer + cau(t)

—C4i2%4 — CaZares) + %5[51 — Sfiz1 + S fiz3go]
(3.3.21)

Defining Signum Function as

sign(S) = -1 if S<0
=0 if §=0 (3.3.22)
=1 «f >0

putting S=—ksign(S)in eq 3.3.9
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. < 3 2 — . . . 2
—ksign(S) = c16121 — c10,g207] — crhawoxr1 — c1v3T1 + C1v3e” AT — T ipef + C2J1T2 — 2512501
—hQCL‘g:EQCQ - Cghgﬂfgl‘l — C2U2T2 + 626_:545621)2 — Cgfi'gref + c30 + 03%
. — 4 . . .
—c3h1w329 — 30123 — c3v103 — €3¢~ T w3V — C3T3pef + cau(t) — cai2xy — Caarey
(3.3.23)
< 3 2 — . . . 2
—cqu(t) =c10121 — 10,9227 — crhazoz — c1v3x1 + clvge” 4w — C1Epef + C2J102 — C2J12501

- ; T3T
—h2x3x202 — Cghgm'le — CoU9X9 + Ca€ 14.%'21)2 — C2X2ref + c30 + 6324_72

. — 4 . . . .
—c3h1x3w0 — c3i103 — 30103 — c3e” P w3V — C3E3pes + kSign(S) — caioxs — CaBares
(3.3.24)

eq 3.3.24 will give control input u

71 2 < 2 — . . . 2
u(t) = Tlerdy@n — 16,9227 — crhawomy — crvsay + crvge” My — cidipef + C2J1%2 — C2J12391

—hox3xocy — coh3ToT1 — CoUaxo + coe” P4xoug — CoZoref + €30 + C3 gaji;cj

. — 4 . . . .
—c3h12372 — 31173 — c3V123 — c3€” T w3V — C3T3pef + ksign(S) — cqiazs — C43347"ef]
(3.3.25)

putting eq 3.3.23 in eq 3.3.21 and consedring properties of sgn( -) from eq 3.3.22, eq
3.3.21 can be simplified as :

V< —k|S| <0 (3.3.26)

Thus, it is demonstrated that the system as a whole is asymptotically stable and the

developed controller satisfies the Lyapunov stability criteria.
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3.3.2 Adaptive Integral Sliding Mode Control

Taking Integral of Error terms defined in eq 3.3.1:

€ = [X1 — azlmfdt

€ — /1‘2 — xgrefdt
(3.3.27)
e7 = [T3 — T3pepdt

€g = [Xyg — a;4mfdt

In above eq 3.3.27 1, 22, x3andxy are the state varibles and x1,¢f, Toref, T3refs Tares are
the desired values.

Taking time derivative of error terms in 3.3.27 :

€5 =T1 — Tiref = €1

€6 = T2 — Toref = €2

(3.3.28)
€7 = X3 — X3ref = €3
€8 = Ty — Tgpef = €4
defining the sliding surface as :
S = fie1 + faea + fzes + faes + fres + foeo + frer + fses (3.3.29)

here f1, fo, f3, fafs, f6, f7, fs are constant design parameters of the sliding surfaces which

can have any positive constant value. Taking the time derivative of S:

S = fié1 4 foba + faés + fi€s+ f5é5 + fsée + fré7 + fs€s (3.3.30)
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putting values of é1, ég, é3, é4 from eq3.3.30 and simplifying eq 3.3.30 will give:

S = fii1 — fidires + fodo — fobores + f3d3 — fadares

(3.3.31)
+fada — fadarer + fre1 + foea + fres + fsea
putting values of &1, &9, &3, Z4in above eq 3.3.31
S =fijam1 — f19207 — hazowy — v3(1 — e ™)1 — fidies + foli1z2(l — g122) — howsas
—hawaw1 — va(1 — e )@y — fodiares + f3lo+ L2572 — hiwawy — i1z — vi(1 — e )3
—f3&3pef + fa[u(t) —doxs] — fatares + fre1 + foea + fres + faea
(3.3.32)

Simplifying eq 3.3.32

S =fljar1(1 = gawr) — hawowy — v3(1 — e ™Nw1 — fid1per + folj1ma(l — g122) — howsws
—h3.%'2(131 _ 02<1 _ 67‘%«4)1’2] — f21.'2ref + f3[0 + % — hla}gm’g — ’il.%'3 — ’[}1(1 — 6*14)333]

—&3per f3 + falu(t) — ioxs] — fadarer + fre1 + foea + fres + faea
(3.3.33)

S =fljar1(1 — gox1) — hazowy — v3(1 — e™™)xy — frirres + folj122(1 — g129) — haasws

—hgzomy — va(1 — e ™) xa] — fodores + f3[o+ Bz — hzgxy —irag —vi(1— e~ ™) z3]

—&gref f3 4+ falu(t) —ioxa) — fadarer + fse1 + foea + fres + fzea
(3.3.34)

Taking jo as adaptive parameter jo=0d1

S =fidiz1 — fio1ajs — frhuzemt — frvszy + frose oy — fidares + foji22
—foj19123 — fahowswy — fohswax1 — fovaws + fovae ™ wg — fodores + f30
+f3522 — fohymgxy — fai1wg — favizg — fyvie Twg — dzrer f3 + fau(t)

a+x2
—faioTq — faZarep + f5e1 + foea + fres + fseq
(3.3.35)
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for the convergence of the system, defining the adaptive law which can estimate the

parameters as we can take i=1,2,3...

6 =0, — (3.3.36)

7

from adaptive law we can conclude value of d;

61 =0, — 0 (3.3.37)

for stability analysis we take lypanov candid function

1l 1o
V= 25 + 27751 (3.3.38)
Taking Time derivative of V
. . 1~ 2
V=55+ 55151 (3.3.39)

Putting value of S

g1 — fidtres + fojize

Vo =S[fidiz1 — figexljo — frhuzoxt — frusmy + fruse”
— f2i191%3 — fahowsws — fohswaxy — fovaws + fovae ™xg — fodores + f30
+ 85202 — fshiwsws — faiiws — favizs — favie s — dsrep f3 + fau(t)

—faioxy — faZarer + fre1 + foea + fres + fsea] + %5131

(3.3.40)

putting value of §; from eq 3.3.37
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Vo =S[fi[o; — dilz1 — f1gox3[6) — 61] — frhazomy — fruszi + frose e — fidires + fojizo
—fojig1a} — fohowswa — fohgwowy — fovaxa + fovoe Tag — Jatorer + f30
+f3w — f3h1$3l’2 — f3’i1.’E3 — fgleg — fgvle_m41’3 — i’greffg + f4u(t)

a+xo

— faioxa — fakares + fse1 + foea + fres + fsea] + %5151
(3.3.41)

Seperate the terms having 4;:

V. =S[f10; — fig2230) — fihawaw1 — fivsmy + frvze a1 — fidipes + foji72
— foj11%3 — fahowsws — fohswoxy — fovams + fovoe zg — fodorer + f30
T 522 — fshiwsws — fatizs — favizs — favie s — darep f3 + faul(t)

— faio®a — fadare + fre1 + foea + fres + fsea] — Sfro1ai(1 — gowr) + %531
(3.3.42)

Taking %51 common from eq 3.3.42:

Vo =S[fidyz1 — 192220y — firluzezt — froszy + frvse zy — fiiteer + fosizo
—faj1g123 — fahowsao — fahswoxy — fovaxa + fovae o — fodiores + f30
+ 85202 — fshiwsws — fatiws — favizs — favie s — dsrep f3 + fau(t)

—faioxy — faZarer + fre1 + foea + fres + fseq] + %51 01 — Snfix1(1 — gawy)]
(3.3.43)
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Simplifying eq 3.3.43

Vo =S[fi6yw1 — f1g2230) — frhazawt — fivswy + frvze ™ ¥ay — fidipes + foji72
— foj11@5 — fahowswa — fohswaxry — fovams + fovae xy — fodorer + f30
+f3 85002 — fshazszs — fyiiws — favizs — favie ™ ag — dgper f3 + fru(t)

—[aioxs — faZares + fse1 + foea + frez + feea] + %51 01 — Snfiz1 + Snfrgax?]
(3.3.44)

Considering the boundedness of parameter estimation, so in V the adaptive update laws

are designed as:

~

51 =nProj(d1,+Sfix1 — S figea?) (3.3.45)

To get the varying parameters bounded, adaptation parameters are redefined as follows:

o =+Snfrz1 — Snfigow? (3.3.46)

Taking eq 3.3.45 into eq 3.3.43 eq 3.3.43 can be written as :

V< S[Adm1 — figealdy — filhumexy — froszy + fivse May — fidiper + foi1ao
— fojig1a3 — fahowzwa — fohswomy — fovaxs + fovae "ay — fodiores + f30
+f3B522 — fahyxsxg — fyiras — favizs — fyvie "oy — dgper f3 + fau(t)

a-+x2

— faioxy — faZarer + fre1 + foea + fres + fea] + %5[31 — Sfiz1 + S fizigo]
(3.3.47)
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Reaching law of SMC S= -ksign(S) here k is a design parameter and can have any

constant positive value.Signum function is defined as follows:
sign(S) = -1 if S <0
—0 if §=0 (3.3.48)
=1 if §>0
putting value of S in eq 3.3.35 :

—ksign(S) =f101m1 — f1gex30, — frhawozmy — frvsz1 + frvse o — fidirer + fojize

— foj10123 — fohoxsza — fohgwoxy — fovaxa + fovge 4

+ 82 — fshiwswy — faiizs — favies — favie™ s — dzrep f3 + fau(t)

— faioxs — faZarer + fre1 + foea + fres + fsea

T2 — foZores + f30

(3.3.49)

u(t) Z—i[fﬂfl&h — f1922301 — frhazox — fivsmr + frvse ay — fidires + fof172

—faj1g123 — fahowsao — fohswowy — fovawa + fovae o — fodiores + f30

+ 385202 — fshiwswy — faiizs — faviws — favie™ ™ a3 — d3rey f3 + ksign(S)

— faloxa — faZarer + f5€1 + foea + fres + fsed]
(3.3.50)

Putting eq 3.3.49 in eq 3.3.47 and consedring properties of sign(.) from eq 3.3.48 eq

3.3.47 can be written as :

V< —k[S| <0 (3:351)

Thus, it is demonstrated that the system as a whole is asymptotically stable and the

developed controller satisfies the Lyapunov stability criteria.

3.3.3 Adaptive Terminal Sliding Mode Control

Consedring the tracking of errors defined in eq 3.3.1.Sliding Surface is defined as:

S = fie1 + faea + fzez + faeq + fs(/ €1dt)% + fﬁ(/ €2dt)% + f?(/ esdt)% + fs(/ 646115)%jll
(3.3.52)
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where f1, fo, f3, f4, f5, f6, f7 and fs are the gains of the controller which are positive real

numbers.
D1, P2, P3, P4, 1, G2, gzandgy are the gains which are positive odd numbers.

1< B <2andi=1234..

After taking time derivative eq 3.3.52 becomes

p1—1

S =fié1 + foéa + f3és + faés+ f5([ erdt) n (G)er

Fo(feadt) s (B)es+ frl[esdt) s (E)ey (3.3.53)
+fs([ eadt) s (e

letting above terms as :

A= (/eldﬂ%“(@)el

q1

B=( / edt) (2)e,
_ st pg
C= ([t (B)eq

D= (/ eadt) it (Phye, (3.3.54)

putting values of é1,é9,é3,64 from eq 3.3.2 in eq 3.3.53

S :fl(a}l - -i'lref) + f2<i'2 - j32ref) + f3(i'3 - i'?ﬂ'ef) + f4($4 - x.'4ref> + f5A

+feB + f7C + fsD
(3.3.55)
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S =fidtref — fiftref + foda — fodores + f3is — f3dares + fada — fadares
+fsA+ feB+ f-C+ fsD

(3.3.56)

putting &1, Z2, &3, 4 in above eq

S =fi(6121(1 — gaw1) — hawowy — v3(1 — e~ ™)a1) — fidires + fo(f172(1 — g122) — howszs
—hawomy — va(1 — e " ag) — fodores + fa(o+ BE2 — hawawy — i1xy — vi(1 — e ay)

— f3d3res + fa(u(t) — doxs) — fadrer + fsA+ foB + f7C + fsD
(3.3.57)

Simlplifying eq 3.3.57

S =fi(01z1 — 819273 — fawows — v3w1 + v3e L) — frivres + fo(j172 — j1vdgr — howsao
—h3zox1 — V2xa + €M xov2) — gadiorer + f3(0 + B2 — hazgws — iy —vi(1 — e ™) x3)
—f3&3rep + fa(u(t) — i2x4) — fadares + f5 A+ foB + f7C + fsD
(3.3.58)
Taking adaptive parameter =js so we can take jo=0d1
S =fibiz1 — f1619223 — frhazomy — fruzzr + frose Tiay — fidipes + foji7o
—foj123g1 — fahowswa — fohswaxy — fovama + foe " wovs — fodores + f30
+ 2 — fshiwswy — faiias — favies — fze " azvr — fadzrer
+fau(t) — frioxg — faZarer + fsA+ feB + f7C + fsD
(3.3.59)

for the convergence of the system, defining the adaptive law which can estimate the

parameters as we can take i=1,2
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6;=0; —

(2

5; (3.3.60)

from adaptive law we can conclude value of 7

61 =0, — 0 (3.3.61)

for stability analysis we take lypanov candid function

1 1
V=-8%4+ 42 3.
5 +2n1 (3.3.62)

Taking Time derivative of V

. . 1~ 2
V:SS+E&& (3.3.63)
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Putting S in above eq:

Vo =S[fid1z1 — f101920% — frhumazs — froszr + fivse ™ay — fidires + fojize — f2123an

PT3IT2

tes — fahwss

—hoz3we — fohswazy — fovaxe + fae”*woua — fodorer + f30+ f3
—fairxs — favizg — fae rwgvr — fadgres + fau(t) — faios — fadares

+f5A+ foB + f2C + fsD] + 1315,
(3.3.64)

putting value of §; from eq 3.3.61

Vo =S[fi[o; — dilz1 — f1]6, — 01]gaa? — frhazomy — fruszi + frose Tay — fidipes + foji2o

pr3T2

—foqix5g1 — howsws — fohawary — fovams + foe T wavy — fodiares + f30 + [357202

—fshizsze — fairxs — fav1ms — fae P agvy — fadsrer + fau(t) — faioxa — fidares

+fsA+ feB + f7C + fsD] + %5151
(3.3.65)

Seperate the terms having 6

v =S[fid1x1 — f1019223 — frvszy + frvse Ha — fidires + foj1ze — foi12391 — hoxszo
—fahszox1 — fovaza + fae”Mxove — fodorer + f30 + f3222 — fshiwswe — fyirzg — favias
—fse ™ z3v1 — fadgrer + fault) — faioxs — fadares + f5A+ feB+ f7C + f3D]

—Sflglxj(l — gzl‘l) + %ggl
(3.3.66)
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Taking %51 common from eq 3.3.66

V= S[fidyz1 — f10,922% — frhuzoms — fruszr + froze a1 — fidires + fojiza — f2i17301
—hox3ry — fohswom1 — fovams + fae M wove — fodorer + f30 + f35707 — fahixare

—fairxs — favizg — fae tagvr — fadgres + fau(t) — faioxs — fidarey

+fsA+ fsB + f2C + fsD] + 13[61 — Snfiws (1~ o)
(3.3.67)

Simplifying eq 3.3.67:

V= S[fidix1 — f101922% — frhawoxt — fivsmy + fruse ™ 4xy — fidiyes + foj122 — foj12301
—hoz3xs — fohswom1 — fovaws + fae™™aovy — fodorer + fso + f35752 — fshizsao

—fairzs — fav1ms — fae P agvy — fadsrer + fau(t) — friong — fadarer + f5A

+f6B + frC + fsD] + L0[61 — Snfrer + Snfrgen?]
(3.3.68)
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Considering the boundedness of parameter estimation, so inV the adaptive update laws

are designed as:

~

51 =nProj(d1,+Sfixy — S figea?) (3.3.69)

To get the varying parameters bounded, adaptation parameters are redefined as follows:

O =Snfix1 — Snfiger? (3.3.70)

Taking eq 3.3.69 into eq 3.3.67 eq 3.3.67 can be written as

V < S[fi6171 — f1019203 — frhawax — frozzy + frvse "y — fidies + fajite
— faj12391 — howawy — fohswowy — fovaxa + foe "txovy — fodiores + f30
T2 — fshizsws — fatizs — favizs — fae ™ azv1 — fadzrer + fau(t)
—[aioxa — fakarer + fsA+ feB + frC + fsD] + %3[31 — Sfia1 + S fratgo]
(3.3.71)

Reaching law of SMC S= -ksign(S) here k is a design parameter and can have any con-

stant positive value.Signum function is defined as follows

sign(S) = -1 if S<0
=0 if §=0 (3.3.72)
=1 «f >0

putting S=—ksign(S)in eq 3.3.59

-ksign(S) =fi0,21 — f10,922% — frhazoz1 — fivsz + fivse TAay — fidipes + foj1z2 — fojizign

—hax3my — fohswomt — favaxa + fae”Hwove — fodorer + f30 + f3572 — fahixazs

—fyirxs — favizg — fae " wgvr — fadgres + fau(t) — faioxs — fidarer

+f5A+ feB + f1C + fsD(E)eq
(3.3.73)
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Rearranging eq 3.3.73:

-fau(t)  =f16,21 — f161922% — frhawowy — fruszy + frvse Timy — fidiees + fof122 — foi173g1

pPr3T2
a+x2

—howswy — fohsxowy — fovowa + fae " xove — fodorer + f30 + f3 — fahix3wo
— fairzg — favims — fae P agvy — fadsres — faiota — fadares + +f5A

+f6B + fC + fsD + ksign(S)
(3.3.74)

from eq3.3.74 we can get our control input u

ut) =% [fid11 = fid1920F — frhazoxy — frusan + frvse @1 — frdires + fojizs
—faj123g1 — howswy — fohswaxry — fovama + foe " wovs — fokores + f30
+f3M — fghll‘gl’g — f3i1£€3 — f3U1£E3 — f36_$4.’1331)1 — f3-’t3ref + kszgn(S)

a+xo
—faioxy — faZarer + +f5A+ f6B + frC + fsD]
(3.3.75)
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Putting eq 3.3.73 in eq3.3.71
and consedring the properties of sign( - ) from eq3.3.72, eq 3.3.71 can be simplified as :
V< —k|S| <0 (3.3.76)

It is demonstrated as a consequence that the system as a whole is asymptotically stable

and that the developed controller complies with the requirements for Lyapunov stability.

3.3.4 Adaptive Super Twisting Sliding Mode Control

Defining Sliding Surface as:

S = fie1 + faea + fzez + faeq (3.3.77)

here f1, fa, f3, f4 are constant design parameters of the sliding surfaces which can have
any positive constant value.

Taking time derivative of eq 3.3.76

S = f1é1 + faéo + fés + faés (3.3.78)

putting values of é1, és, €3, é4from eq 3.3.2 in eq 3.3.78

S = fi(d1 — E1rer) + folda — Torep) + f3(3 — Earey) + fa(Fa — Tares) (3.3.79)

Simplifying eq 3.3.79

S = fri1 — fidires + fodo — fodores + f323 — [383ref + faBa — fadares (3.3.80)

putting values of &1, &9, &3, I4 in eq 3.3.79
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S = filjar1(1 — gaw1) — hawowy — v3(1 — e ™) a1] — fidires + folj122(1 — gi72) — howsrs

—hgmomy — va(1 — ™) z] — fodores + falo+ o — hawgzy —irzg —vi(1 — e~ ) 23]
+falu(t) —i2x4] — fadares
(3.3.81)

Simplifying eq 3.3.80

S =fljer1(1 = gaa1) — hawawr — v3(1 — e w1] — frdrres + falj1a2(1 — g122) — howsas
—h3mowy — vo(1 — e ™) xo] — foiores + f3[0+ B2 — hwsze —irag —vi(l — e~ )]

~grep s + alut) — inea] — faares

(3.3.82)
S =f1ljox1 — g2x%jo — huzoz1 — vaz1 + vae a1 — fidier + foli1ze — j10123
—hawsas — h3wawt — vaks + vae” o] — fodores + fa[o + B2 — hizzrs —irxy — vizs
tvie” M ag] — dgpep f3 4 falu(t) — ioxa] — fadarey
(3.3.83)
Taking js adaptive parameter so we can write jo=0d1
S =f10121 — f1922361 — frhazazy — frvgzy + frvze w1 — fidipes + foj172 — foj19123
— fohoxsze — fohswoxy — fovoma + fovee ®iwo — fodores + f30 + f3822 — fahixswa — fairxs

—favias + favie " ag — dgrer f3 + fault) — friomy — fadares
(3.3.84)

for the convergence of the system, defining the adaptive law which can estimate the

parameters as :
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6;=0; —

i — 0i (3.3.85)
we can take i=1,2

from adaptive law we can conclude value of d;

61 =10, — 61 (3.3.86)

4 .
e — flxlref

+ foj1T2 — foj1173 — fahoxsxa — fohszoxy — fovoms + favee *ag

S =fi0,x1 — frgea?d; — frhazowt — fruszy + fruze”

(3.3.87)
—fodares + fao+ f35502 — fahwsza — fyirzs — favizs
+favie " ag — dgrer f3 + fau(t) — faio®a — fadares
for stability analysis we take lypanov candid function
1l 1o

V= 25 + 27751 (3.3.88)
Taking Time derivative of V

. . 1~ 2

V=55+ 55151 (3.3.89)
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Putting S in above eq:

Vo =S[fid1z1 — f1922361 — frhuzowy — frosmy + fruse ®wy — fidnpes + fojio
— 219123 — fahowsaa — fahswoxwy — fovawa + fovoe "xy — fodiores + f30
T 822 — fshiwsws — fatizs — favizs + favie s — darep f3 + faul(t)
— faioxy — fadares] + %51(%
(3.3.90)

Putting value of §; from eq 3.3.86 in eq 3.3.90

Vo =S[f1[0) — 01]z1 — frgax}[d) — 01] — frhuwowy — frvsay + fruse Ty — fiid e

+foj1z2 — foj1175 — fahoxsws — fohswomy — fovoxa + fovae ®ay

— fokores + f30 4+ f32522 — fahywawe — fyirxs — fsvizs + favie “ag — dgperf3
a+x2

+fau(t) — faioxs — fadares] + %5151
(3.3.91)

Seperate the terms having 4

V. =[Sfi0,x1 — f192238) — frhazoxy — frvsz + fivse ey — fidvees + fajize — f2j10123

— fahawsws — fohswawy — fovawa + favae ™ wa — fodores + f30 + f3B552 — fahixzmy

—fairzs — fav1m3 + favie ™y — dapes fs + fau(t) — frioxa — fidares]

—Sflgll'l(l — gg:Ul) + %ggl
(3.3.92)

Taking %51 common from eq 3.3.92:

V. =S[fidx1 — figeatdr — frhawexs — frvswy + frvse 4wy — fiivees + fojize — f2j19173

— fohoxswa — fohgwomt — fovawa + fovae ™ ™ag — fodores + f30 + f3L222 — fahyzgay
+x2

—fairxs — faviws + favie "ag — dgpep f3 + fau(t) — faioxs — fidares]

+%g[51 — Snfizi1(1 — gax1)]
(3.3.93)
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Simplifying eq 3.3.93

Vo =S[fidx1 — figeatdr — frhuwexs — frvswy + frvse ey — fiivees + fojize — f2j19173

— fohawsws — fahswamy — fovawa + fovae ™y — fodore + f30 + [35552 — fahiwaws

g — greffs + fau(t) — faio®a — fakares]

+%6~[31 — Snfixy + Snfigeat]

—fai1xz — favizs + favie”

(3.3.94)

Considering the boundedness of parameter estimation, so inV the adaptive update laws

are designed as

~

01 =mProj(é1, +Sfiz1 — Sfigaa?) (3.3.95)

To get the varying parameters bounded, adaptation parameters are redefined as follows:

S=+nS fizy — Snfrgan? (3.3.96)

From eq 3.3.94 and eq 3.3.95 we can write :

V < S[fidz1 — f1g2x301 — frhazaxy — frozzr + frvse " x) — fidipes + fofite — fojig123

—fahasrs — fohawawi — fovaxs + fovae " wy — fodiarer + f30 + f35552 — fahiaaws
—fyirzs — fav1ms + favie M ag — Dgpeffs + fau(t) — faio®a — fadares]
(3.3.97)
Usw Can be written as
usw= -K1 |S|% sign(S) + w1 (3.3.98)

Taking integral of u;
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U1 =-Kasign(S) (3.3.99)
ur=-ky [ sign(S)dt (3.3.100)
usw=-k1|S|* sign(S) — ko [ sign(S)dt (3.3.101)

from eq 3.3.97and 3.3.98 we can write

—kl ’S’a sign(S) — kz f sign(S)dt :fl(flxl — flggx%(fl — f1h4x2x1 — flvgacl + f11)3€7x4.%'1
—fi&1res + foj1ze — fo1g133 — fohowsao — fohswoy

—favamy + fovee " wy — fodorer + f30 + f3B7E2

Z

— fshizawy — fadizs — favizg + favie "xg — dgrer f

+fau(t) — faioxzy — faTares
(3.3.102)

simplifying above eq 3.3.102

fau(t)  =fid1a1 — frgaxtdr — frhazory — frvsz + frvse "oy — fidi1res + fojize
— foj11%3 — fahowswa — fohswaxy — fovaxa + fovae "o — fokores + f30
+f38502 — fshawswe — fyiiwg — fsvias + favie ™ as — grep f3 + fau(t)

— faioxa — faZares + k1 |S|” sign(S) + ko [ sign(S)dt

(3.3.103)

Simplifying further will give u(t)

u(t) :_714[]”151331 — f1922301 — fihawaxt — frogwy + frvse " ay — fidreer + fojizo
— foj19123 — fahowsws — fohswaxry — fovas + fovoe g — fodorer + f30
38502 — fahiwsws — fyiiws — favizs + favie " ay — dgrep f3 — fadoxs

— fadayef + k1 || sign(S) + ko [ sign(S)dt]
(3.3.104)
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Putting value of u in eq 3.3.97 we get

V< S[fida1 — fig2a3d1 — frhazox — frvszy + frvse a1 — fidiyes + fojiza — fajig1a3

— fahawsxs — fahawawy — fovaws + favae™ ™ wy — fodorer + f30 + [355252 — fahiaaws

—fairxs — favizg + favie ey — dgperfs + f4}71[f1<§1331 — f1922361 — frhawazy — frusmy

+frvse ™ ay — fidires + foi1@2 — fojibi@3 — fahowswe — fohswaxy — fovaas + fovae "ag

— foares + f30 + f3B5502 — fahixaxe — fairxs — faarws + favie s — dzep fs — faiata

— [aZayer + k1 |S|” sign(S) + ko [ sign(S)dt] — faisxs — faZares]
(3.3.105)

Simplifying eq 3.3.105

V < S[—k1|S|* sign(S) — ko [ sign(S)dt)] (3.3.106)

The system as a whole is shown to be asymptotically stable in the eq 3.3.106 above, and

the constructed controller is shown to meet the Lyapunov stability condition.
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CHAPTER 4

Results and Discussion

In this Chapter, the results of MATLAB implementation are discussed. Firstly the
comparison of the robust controller is done with the already work done, Secondly, the
comparison of Adaptive controllers is done with the already work done. The comparison
was done on the bases of tracking tumor cells in less number of days and with the intake of
medicine in less number of days. The x-axis represents time, while the y-axis represents
medicine dosage. All of the tumor mathematical model’s states correspond to various
cell types, and values are employed in normalized form. The simulation can last up to
200 days at most. The table below lists the initial circumstances for normal, tumor,

immune cell, and chemotherapeutic medication.4.1.

State Initial Condition

N(0)/21(0) 1
T(0)/22(0) 0.2
1(0) /5(0) 0.15
M(0)/24(0) 0

Table 4.1: Initial conditions of the states
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4.1 Comparison of Robust Controllers

In the accompanying Figure 4.1 the comparison of the controllers (SMC, ISMC, STSMC,
and TSMC) is done with Synergetic and State Feedback Control. From Figure 4.1 we
can see that TSMC outperforms other controllers, as normal and tumor cells are tracking
to their reference value within 60 days, immune cell is tracking to their reference value
within 62 days, and drug at the site is being delivered within 20 days, respectively. On

the other side, synergetic control is underperforming.

105 Comparison Of Normal Cell 03 Comparison of Tumor Cell
: § —sMc
—ISMC
1 STSMC
0.25 rame
0.95 —Synergetic Control
o w 0.2 —State Feedback Control
H g
g 09 2
4 2015
50.85 g
@ —smc @ 041
08 —ISMC
STSMC
075 —TSMC 0.05
—Synergetic Control
07 —StateFeedback Control o
o 20 40 60 8 _ 100 120 140 160 180 200 0 20 40 60 80 100 120 140 160 180 200
a) Time (sec) b) Time (sec)
2 Comparison of Immune Cell Comparison of Chemo-Drug
—smc
—ISMC
12 STSMC
—TSMC
1 —Synergetic Control
o —State Feedback Control
208
s
206
k- \
"
—sMmC
—IsMC 04 |
STSMC
—TSMC 0.2
Synergetic Control
o —State FeedbackControl 0
[ 20 40 60 80 100 120 140 160 180 200 0 20 40 60 80 100 120 140 160 180
C Time (sec) d Time (sec)

Figure 4.1: Comparison of Controllers
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The following figure 4.2 compares the drug delivery scenario. We can see that the
delivery of the medication takes around 18 days in TSMC and 62 days in Synergetic
Control.
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Figure 4.2: Drug Delivery scenario

The table below 4.2, compares various controllers.. From the table 4.2 we can conclude
that TSMC is performing best as the tumor cells are tracking to their reference value

within 60 days and the amount of drug dosage was 14.31.

Table 4.2: Comparison of several controllers

Techniques Time of Convergence | Error at steady state Total
drug dosage

SMC 62days No 16.59

ISMC 70days No 18.25

TSMC 60days No 14.31

STSMC 60days No 35.16
Synergetic Control 60days No 24.0000 [8]
Statefeedback 68days No 14.8637 [8]

4.2 Comparison of Adaptive Controllers

According to Figure 4.3, ATSMC is outperforming other controllers because normal,
tumor cells are tracking to their reference value within 57 days and immune cells are

tracking in 60 days, and drug at the site is being delivered within 20 days, respectively.
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Figure 4.4 compares the drug delivery scenario for the above-mentioned controllers. In

ATSMC, the medication is supplied in 17 days; in Synergetic Control, it takes 62 days.
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The comparison of adaptive controllers with synergetic and state feedback controllers is
shown in the table 4.3 below. As the tumor cell is tracking to the reference values in 57

days and the total drug was 13.62, we can say that ATSMC is performing at its best.

Table 4.3: Comparison of various controllers

Techniques Time of convergence | Error Total
drug dosage

ASMC 60days No 13.17

AISMC 58days No 17.96

ATSMC 57days No 13.62

ASTSMC 58days No 22.31
Synergetic Control 60days No 24.0000 [8]
Statefeedback 68days No 14.8637 [8]

4.3 Comparison of Controllers

In this section, the results of robust controllers and adaptive controllers are compared.

4.3.1 Comparison of SMIC and ASMC

The Comparison of SMC with ASMC is shown in the below figure 4.5 from the figure
it’s clear that ASMC is producing better results as compared to SMC. In ASMC normal
and immune cells are tracking to their reference value within 60 days tumor cells are
tracking to their reference value within 61 days drug at the site is being delivered within
22 days.

While in SMC normal cells are tracking to their reference value within 62 days, tumor
cells are tracking to their reference value within 63 days immune cells are tracking to
their reference value within 65 days and the drug at the site is being delivered within

43 days.
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Figure 4.5: Comparison of SMC and ASMC

4.3.2 Comparison of ISMC and AISMC

The comparison of ISMC and AISMC is displayed in figure 4.6 below. From the figure,
it is obvious that AISMC is outperforming normal cells are tracking to their reference
value with in 58 days, tumor cells are tracking to their reference value within 60 days,
immune cells are tracking within 58 days, and drug at the site is being delivered within
23 days,while in ISMC, immune cells track to their reference value in 82 days, tumor
cells track to their reference value in 67 days, and normal cells track to their reference

value in 65 days drug at the site is being delivered within 81 days.
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Figure 4.6: Comparison of ISMC and AISMC
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4.3.3 Comparison of STSMC and ASTSMC

The figure 4.7 below shows the comparison of STSMC and ASTSMC from the figure
4.7 we can see that ASTSMC outperforms as normal and tumor cells are tracking to
their reference value with in 58 days, immune cells are tracking to their reference value
within 60 days and the drug at the tumor site is being delivered within 37 days.In
STSMC, immune cells track to their reference value in 100 days, tumor cells track to
their reference value in 62 days, normal cells track to their reference value in 80 days

and drug at the site is being delivered within 100 days.
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Figure 4.7: Comparison of STSMC and ASTSMC

4.3.4 Comparison of TSMC and ATSMC

The comparison between TSMC and ATSMC is depicted in the image below 4.8. The
figure makes it obvious that ATSMC surpasses TSMC in terms of results as normal,
tumor and immune cells are tracking to their reference value within 57 days and the
drug at the tumor site is being delivered within 20 days.In TSMC normal and tumor
cells are tracking to their reference value within 60 days, the immune cell is tracking to
their reference value within 62 days, and the drug at the site is being delivered within

20 days, respectively.
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Figure 4.8: Comparison of TSMC and ATSMC

4.3.5 Comparison of Drug Delivery Scenario

Figure 4.9 depicts the drug delivery situation for all cases. The medication was given
to SMC and ASMC for a total of 42 and 20 days. The medicine is being given by the
controller at ISMC and AISMC for a total of about 120 and 21 days. Figure 4.9 show
the drug delivery scenario for both cases. ST SMC and ASTSMC received the medicine
for a total of 100 and 35 days respectively. The controller at TSMC and ATSMC is
administering the medication for a total of roughly 18 and 17 days, respectively.
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Figure 4.9: Comparison Of Drug delivery Scenario
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4.4 Hardware-in-the-loop

Hardware-in-the-loop (HIL) simulation is a type of real-time simulation. HIL simulation

shows how the controller responds in real-time to realistic virtual stimuli.

4.4.1 HIL Combination

HIL is the combination of Software in the loop and Processor in the Loop. While the
system is processed on the processor in the loop, the simulation work is done on the
software in the loop.[21],[22]

MATLAB/Simulink has been used to depict the performance of the suggested controller,
and the HIL setup has been used for experimental analysis. The setup of the launch

pad is shown in the Figure 4.10. The performance of the controllers as illustrated in

4"

MATLAB
SIMULINK®

Real-Time Control

I. Control Desk

Modeling Enviornment
Figure 4.10: Hardware-In-The-Loop setup [3]

Figure 4.11 is further validated by the use of real-time controller hardware in a loop (C-
HIL) experiment. These C-HIL tests are useful to confirm how the signed controller will
operate in a real-world system. The model is simulated in MATLAB/Simulink, and the
launchpad is a C2000 Delfino Microcontroller F28397D Launchpad that generates the

control signals. From the figure4.11 we can say that in ASMC normal cells are tracking
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to their reference values within 63 days, tumor cells are tracking within 64 days, immune
cells are tracking in 79 days and the drug at the site is being delivered within 45 days.
In ATSMC normal cells are tracking within 62 days, tumor cells are tracking within 63
days, immune cells are tracking within 78 days and the drug at the site is being delivered
within 43 days however in ASTSMC normal cells are tracking with in 65 days, tumor
cells are tracking within 65 days, immune cells are tracking within 80 days and drug
at the site is being delivered within 70 days. On the other hand in ATSMC normal
cell is tracking to their reference value within 60 days, tumor cells are tracking within
58 days immune in 63 days and the drug at the tumor site is being delivered within
37 days, whereas in MATLAB normal and tumor cells are tracking within 57 days,
immune cells are tracking in 60 days, and drug at the site is being delivered within 20
days respectively. The delay in HIL simulation occurs due to the delay occurs when

running in the simulation.
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Figure 4.11: Comparison of Controllers

4.4.2 Benefits of HIL

1. Cost saving.

2. HIL testing can include scenarios that would be too risky or difficult to evaluate
in a real-world setting. The HIL tests can be repeated. The HIL testing procedure
is highly automated and supports multithreading, enabling numerous tests to run

concurrently, and accelerating the development process.

74



CHAPTER 4: RESULTS AND DISCUSSION

3. Easily implemented on both simple and complex Systems.

4. HIL Simulations give confidence that the controller will work on the actual Hard-

ware as well.
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Conclusion and Future work

5.1 Conclusion

1. Designed and implemented robust nonlinear controllers in MATLAB/Simulink.
2. Designed and implemented the adaptive nonlinear controllers in MATLAB/Simulink.

3. Results showed that Adaptive Terminal Sliding Mode Controller (ATSMC) per-

formed better than other controllers.

4. In comparison to the already published nonlinear controllers for the said problem:
o ATSMC tracked tumor cells to the reference value with 46% less drug dosage
o ATSMC tracked healthy cells to reference value quickly with 5% less days.

5. Less drug dosage will improve the overall patient health since the side effects faced

will be less.
6. Reduce treatment cost.

7. .HIL Simulations give confidence that the controller will work on the actual Hard-

ware as well.

5.2 Future work

1. Future work can be done by applying barrier-based Non-linear Control Techniques.

2. Future work can be done by putting the proposed controller on actual platforms.
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