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CHAPTER |
INTRODUCTION

1.1 Background

An increasing number of clinical trials have been conducted in clinical practice, which
aims in providing evidence for the efficacy and safety of investigational new drug or
treatment. Over the past decade, the number of clinical trials in Asian countries has
increased rapidly due to the importance of evidence based on ethnic diversity and cost-
effectiveness in clinical trials. Nowadays (year 2015), Thailand is one of the most
rapidly growing in Southeast Asian countries, ranking as the 1% most active industry-
sponsored clinical trial countries [1,739 studies of total 3,956 studies in Southeast Asia,
as of 25 June 2015] (clinicaltrials.gov, 2015). The globalization of clinical trials can
bring both benefits and risks to research subjects. Depending on the study design,
during participating in clinical trial patients may be asked to receive an investigational
new drug (IND) or alternative treatment as either mono therapy or combination with a
standardized regimen, to accept treatment assignment by randomization, to undergo
additional study procedures, laboratory tests, exams, and interviews, and, in the blinded
trial, to remain unaware of what drug they are taking for the duration of the study.

Although the risks resulting from participation is not known and there may be
other side effects of drug or study procedures that may happen that are not known, it is
evident that subjects or sick volunteers often participate in clinical trials for many
reasons; for example hope for better treatment, financial, and altruism. However,
beyond the risks and benefits from clinical trial participation, there are other influential
factors that influence patients to decide to participate or decline to participate in the

clinical trials.

In Thailand, the clinical trials are increasingly being conducted in developing countries
and the proportion of clinical trials conducted in Thailand is continuously increased and
growth. This reflects number of patients in clinical trial is also increased which brings
Thai patients are more involved in clinical trial participation in this decade.
Investigating the efficacy and safety of any new drugs in clinical research, the patient



is pivotal as they are treated with interventional study in order to deliver the study
outcome for future development of drug, therapies, treatment, and new techniques.
These interventions may be medical products, such as drugs or devices; procedures; or
changes to patients' behavior, for example, diet. When a new product or approach is
being studied, it is not usually known whether it will be helpful, harmful, or no different
than available alternatives (including no intervention). Consequently, in aspects of
ethics and human rights, all clinical trials must be conducted according to the ICH-GCP
to ensure that the patient is always well-being and safe during participating in the
clinical trials; patient’s comprehension should be enhanced with a clear understanding
of clinical trial participation before their decision to enter a clinical study. There are
several factors affect patient decision making about whether or not to join in a clinical
trial and understanding the decision to participate or decline a clinical trial is important
to enhance health professionals (investigator, nurse, etc.) to provide better support their
patients in the decision making process. Therefore, assessing patient’s knowledge and
attitude about clinical trial before patient participation and learning more about the
factors related to patients’ decision-making towards participation in clinical trials need

to be more focused.

The previous studies reported that patients’ knowledge and attitudes on clinical trials
that are a part of influential factors for their decision-making to participate in clinical
trials. The factors are varied in individual patients depending on; for example patients’
health status, socio-demographic characteristics, medical insurance plan, and
their experience in clinical trial participation (Biedrzycki, 2010) (Avis, Smith, Link,
Hortobagyi, & Rivera, 2006). Even patients decide to take part in clinical trials with
many reasons, however it was found that patients’ knowledge about clinical trial and
attitude were related to their decision-making for clinical trial participation (Hutchison,
Cowan, McMahon, & Paul, 2011) and other influential factors is necessary to be
investigated in future study. Furthermore, a previous study reported that patients who
had a high level of understanding of clinical trials were likely to have a more positive
attitude toward participation than were those with lower levels of understanding, which
impacted their decision-making to participate in clinical trials respectively. This means
the positive attitudes can lead to decide for participating in the clinical trial (Comis,



Miller, Aldige, Krebs, & Stoval, 2003). The relationship between attitudes and
decision-making in patients for participation in clinical trials is correlation. In
previous studies also reported the positive attitudes is a major factor for patients’
decision-making to participate in clinical trials (Comis et al., 2003). However, the
difference of individual demographic data, knowledge, and understanding of clinical

trial is still varied and it is the factors related to decision-making in patients.

There are several studies to find out the factors that influences to clinical trial
participation and it was a part of corresponding to study-related and diseases which are
mostly involved in patients with cancer. There are various factors associated with
participation in clinical trials that was reported in several studies. The specific cancer
trials and cancer patients were frequently studied in the literature which may be a gap
in research because of limited study area. Mostly cancer patient participated in clinical
trials with alternative treatment reason, patients’ health status, medical insurance plan,
and economic purpose which was not broaden to non-clinical trial patient or patient in
different therapeutic area those who may have more alternative and the clinical trial is
not their best option. Therefore, to further research in non-clinical study specific and

in different therapeutic area beyond cancer patient is recommended to be more focused.

The King Chulalongkorn Memorial Hospital is a public and university hospital,
where is affiliated to the Faculty of Medicine, Chulalongkorn University in Bangkok.
This hospital consists of 1,479-bed general hospital with approximately 1,400,000
patients that are divided into 1,320,240 out-patients, and 51,187 in-patients
(Hospital, 2014). Currently, there are numerous clinical trials in different therapeutic
area conducted in the hospital, including clinical trials in diabetes patients.
In  pharmaceutical industry and clinical research field in Thailand,
the King Chulalongkorn Memorial Hospital is one of top 5 leading university hospital
where is selected to conduct the clinical trials with these reasons: a large number of
patient, potential investigators who expertise in various therapeutic area,
fully equipped facilities. Hence, the King Chulalongkorn Memorial Hospital
is selected for this research.



There are a small number of researches to study and explore the factors affecting
decision-making for clinical trial participation in Thailand; hence this research is
expected to collect some information about the factors related to decision-making
towards participation in clinical trials in diabetes patients at the King Chulalongkorn
Memorial Hospital. The results of this research can make a difference in the study

towards patients’ knowledge and attitude towards clinical trial participation.



1.2 Research Questions

1. What are the factors related to decision-making of diabetes patients regarding
participation in phase Il clinical trials at King Chulalongkorn Memorial
Hospital in Bangkok, Thailand?

2. What is the level of knowledge and attitude towards participation in phase 1lI

clinical trial in diabetes patients?

1.3 Objectives
1.3.1 General Objective

To identify the factors related to decision-making towards participation in phase IlI
clinical trials in diabetes patients at King Chulalongkorn Memorial Hospital,
Bangkok, Thailand.

1.3.2 Specific Objectives

1. To determine the level of knowledge about phase IIl clinical trials
in diabetes patients at King Chulalongkorn Memorial Hospital, Bangkok,
Thailand.

2. To determine the level of attitude towards participation in clinical trials
in diabetes patients at King Chulalongkorn Memorial Hospital, Bangkok,
Thailand.

3. To identify the relationship between socio-demographic characteristics of
patients and patients’ decision-making for participating in phase Il clinical
trials.

4. To identify the relationship between patients’ knowledge about clinical
trials and patients’ decision-making for participating in phase Il
clinical trials at King Chulalongkorn Memorial Hospital, Bangkok,
Thailand.

5. To identify the relationship between patients’ attitude towards clinical trial
participation and patients’ decision-making for participating in phase Il1
clinical trials at King Chulalongkorn Memorial Hospital, Bangkok,
Thailand.



6. To identify the relationship between socio-demographic characteristics of
patients, patients’ knowledge about clinical trials, patients’ attitude towards
clinical trial participation, and patients’ decision-making for participation in
phase 111 clinical trials.

1.4 Hypothesis

1. There is a relationship between socio-demographic characteristics of
patients and patients’ decision-making to participate in phase Il clinical
trials.

2. There is a relationship between patients’ knowledge about clinical trials and
patients’ decision-making to participate in phase Il clinical trials.

3. There is a relationship between patients’ attitude towards clinical trial
participation and patients’ decision-making to participate in phase IlI
clinical trials.

4. There is a relationship between socio-demographic characteristics of
patients, patients’ knowledge about clinical trials, patients’ attitude towards
clinical trial participation, and patients’ decision-making for participation in

phase 111 clinical trials.



1.5 Variable in research

Independent variable
1. Socio-demographic characteristics of patient include:

o Age

e Gender

e Marital status

e Religion

e Education

e Occupation

e Monthly income

e Health status

e Medical insurance plan
e Living area

e Distance from home to hospital

2. Knowledge about clinical trials

3. Attitude towards clinical trial participation

Dependent variables
e Patients’ decision-making to participate in phase Il clinical trials




1.6 Conceptual Framework

Independent Variables

Socio-demographic
Characteristics

Age

Gender

Marital status

Religion

Education

Occupation

Monthly income
Health status

Medical insurance plan
Living area

Distance from home to
hospital

Knowledge: Knowledge about

clinical trials

Attitude towards clinical trial

participation

A 4

DECISION-MAKING
OF PATIENTS




1.7 Operational Definitions

Clinical Trials:

Any phase 111 clinical trials which is the most rigorous and extensive type of scientific
clinical investigation of a new treatment. The number of patients in phase 1l is larger
than other phases which become a large number of patients who participate in clinical

trial phase I11.

Diabetes Patients/ Patients:
Patients who have been diagnosed as diabetes, and have not currently participated in
any clinical trials or during last 6 months at the King Chulalongkorn Memorial

Hospital.

Factors related to decision-making
This refers to the factors that influence patients’ decision to participate or not participate

in phase 11 clinical trials.

Knowledge

Knowing the basic information about clinical trials.

Attitude towards clinical trial participation means beliefs, needs and values on clinical

trial participation.

Decision-making of patients:

This refers to diabetes patients’ decision to participate in any phase III clinical trials.
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CHAPTER 11
LITERATURE REVIEW

2.1 Clinical Trials

Clinical trial is an experiment study which involves patients and is designed to elucidate
the most appropriate treatment of future patients with a given medical condition
(Pocock, 1983).

Depending on product type and development stage, investigators initially enroll
volunteers and/or patients into small pilot studies, and subsequently conduct
progressively larger scale comparative studies. As positive safety and efficacy data are
gathered, the number of patients typically increases. Clinical trials can vary in size, and
can involve a single research entity in one country or multiple entities in multiple
countries. Every clinical trial is led by a principal investigator, who is often  a medical
doctor. Clinical trials also have a research team that may include doctors, nurses, social
workers, and other health care professionals. The clinical trials are usually borne by the
sponsor,  which may be a  governmental organization or
a pharmaceutical, biotechnology or medical device company. When the required
support exceeds the sponsor's capacity, the trial may be managed by
an outsourced partner, such as a contract research organization or an academic clinical
trials unit. During the trial, investigators recruit patients with the predetermined
characteristics, administer the treatment(s) and collect data on the patients' health for

a defined time period.

2.1.1 Types of Clinical Trial

The clinical trial (drug trials within the pharmaceutical industry) is classified into four
main phases of experimentation. Each phase of the drug approval process is treated as
a separate clinical trial. The drug-development process will normally proceed through
all four phases over many years. If the drug successfully passes through Phases 0, 1, 2,

and 3, it will usually be approved by the national regulatory authority for use in the


https://www.facebook.com/pages/Pilot-experiment/112984758727733
https://www.facebook.com/pages/%D0%A4%D0%B0%D1%80%D0%BC%D0%B0%D1%86%D0%B5%D0%B2%D1%82%D0%B8%D1%87%D0%B5%D1%81%D0%BA%D0%B0%D1%8F-%D0%BF%D1%80%D0%BE%D0%BC%D1%8B%D1%88%D0%BB%D0%B5%D0%BD%D0%BD%D0%BE%D1%81%D1%82%D1%8C/112501648761116
https://www.facebook.com/pages/%D0%91%D0%B8%D0%BE%D1%82%D0%B5%D1%85%D0%BD%D0%BE%D0%BB%D0%BE%D0%B3%D0%B8%D1%8F/112392142107417
https://www.facebook.com/pages/Medical-device/116432511700912
https://www.facebook.com/pages/%D0%90%D1%83%D1%82%D1%81%D0%BE%D1%80%D1%81%D0%B8%D0%BD%D0%B3/111867828839407
https://www.facebook.com/pages/Contract-research-organization/108091399212051
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general population. These four phases are a general guideline on
how the clinical trials research programme for a new treatment in a specific disease
might develop (Pocock, 1983).

Phase 0: Pharmacodynamics and Pharmacokinetics

Phase 1: Clinical Pharmacology and Toxicity (Screening for safety)

Phase 2: Initial Clinical Investigation for Treatment Effect (Establishing the efficacy
of the drug, usually against a placebo)

Phase 3: Full-scale Evaluation of Treatment (Final confirmation of safety and
efficacy)

Phase 4: Post-marketing Surveillance (Sentry studies during sales)

Each phase has a different purpose and helps scientists answer a different question:

Phase 0 trials are the first-in-human trials. Single sub-therapeutic doses of the study
drug are given to a small number of subjects (10 to 15) to gather preliminary data on
the agent's pharmacodynamics (what the drug does to the body) and pharmacokinetics

(what the body does to the drugs).

In Phase 1 trials, researchers test an experimental drug or treatment in a small group of

people (20-80) for the first time to evaluate its safety, determine a safe dosage range,

and identify side effects.

In Phase 2 trials, the experimental treatment is given to a larger group of people

(100-300) to see if it is effective and to further evaluate its safety.

In Phase 3 trials, the treatment is given to large groups of people (1,000-3,000) to

confirm its effectiveness, monitor side effects, compare it to commonly used

treatments, and collect information that will allow it to be used safely.

In Phase 4 trials, post-marketing studies delineate additional information, including the

treatment's risks, benefits, and optimal use.


https://www.facebook.com/pages/%D0%A4%D0%B0%D1%80%D0%BC%D0%B0%D0%BA%D0%BE%D0%B4%D0%B8%D0%BD%D0%B0%D0%BC%D0%B8%D0%BA%D0%B0/108453179176086
https://www.facebook.com/pages/%D0%A4%D0%B0%D1%80%D0%BC%D0%B0%D0%BA%D0%BE%D0%BA%D0%B8%D0%BD%D0%B5%D1%82%D0%B8%D0%BA%D0%B0/106129909418041
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The phase 3 trials is the most precise and extensive type of scientific clinical
investigation of a new treatment. As above-mentioned, the number of patients in phase
I11 is larger than other phases which become a large number of patients who participate in
clinical trial phase I11.

Examples of clinical trial goals include assessing the safety and (relative) effectiveness

of a medication or device:

e On a specific kind of patient (e.g., patients who have been diagnosed
with Diabetes Mellitus)

e Atadifferent dose (e.g., 10-mg dose instead of 5-mg dose)

e Foranew indication

e Is more effective for the patient's condition than the standard therapy

e Relative to two or more already approved/common interventions for that disease

(e.g., device A vs. device B, therapy A vs. therapy B)

2.1.2 Current Situation of Clinical Trials

In worldwide regarding clinical trials, an increasing number of clinical trials (CT)
are being conducted in clinical practice, aimed at providing evidence for the efficacy
and safety of new agents or treatment. Over the past decade, the number of clinical
trials in Asian countries has increased rapidly due to the importance of evidence
based on ethnic diversity and cost-effectiveness in clinical trials and new drugs
development for improving people’s health and efficacy of treatment.
The globalization of clinical trials can bring both benefits and risk to research subjects.
Potential risk includes an insufficient informed consent process as a result of inadequate
regulatory oversight of research activities regarding ethical issues in emerging

countries.

When conducting the clinical trials, Good Clinical Practice (GCP) is one of the most

important tools for ensuring the protection of patient rights in clinical trials all over the
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world. In Thailand, all study sites and Principal Investigator follow GCP which is under
supervision and monitoring by IRB/IEC of each institution and subject’s
comprehension on clinical trial that he/she will participate is also important
before informed consent process.

2.1.3 Trends of Clinical Trials in Thailand

The ClinicalTrials.gov, a web-based resource, maintained by the National Library of
Medicine (NLM) at the U.S. National Institutes of Health (NIH) shows the number of
registered CT studies as of 25 Jun 2015; there are 1,739 studies to be conducted in
Thailand, which is the highest number in Southeast Asian Region [3,956 studies
in total] (Health, 2015). This data represents a significantly high growth in clinical trials
in Thailand. If compared to other countries within the same region, Thailand is a leading
country in clinical trial development due to they have full with potential principal
investigator, capacity of study center, and sufficient patient pool to conduct the trials in

different therapeutic area, including diabetes.

2.2 Diabetes

Presently, diabetes is a chronic disease that is growing problem among people
in worldwide. From statistical trends (IDF Diabetes Atlas, Sixth Edition),
382 million people have diabetes in 2013; by 2035 this will rise to 592 million and the
number of people with type 2 diabetes is increasing in every country. The 80% of people
with diabetes live in low- and middle-income countries which Thailand included (IDF,
2014).

Type 2 diabetes mellitus accounts for 90 to 95% of all cases of diabetes and
is an increasingly prevalent disease with an estimated 180 million people affected
worldwide. Its incidence is expected to double during the next twenty years.
Complications induced by hyperglycemia are currently the most frequent cause of
adult-onset loss of vision, renal failure, and amputation in the industrialized world.
Diabetes is also associated with macrovascular complications with a 2- to 5-fold
increase in cardiovascular disease risk. The high frequency of complications leads to

a significant reduction of life expectancy (IDF, 2014).
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2.2.1 Treatment

Generally, glycemic control is a key factor for diabetes treatment and currently
available anti-diabetic agents are not sufficient to maintain long term glycaemic control.
Hence, management of diabetes in providing greater efficacy of treatment in diabetic
patient is continuously developed in medical field for discovering a new drug that
would be more efficacy and better response to metabolic mechanism in diabetic patient
than the existing medicine and treatment; in addition to find a new techniques in
therapeutic procedure in order to prolong glucose control and decrease complications

in the patient.

2.2.2 Current Situation of Diabetes in Thailand
Data derived from Thailand Health Profile 2008-2010, it showed the number and
percentage of deaths among Thai people, diabetes stands on the top 12 causes of death;

especially in female that is in the top 5 causes of death. Also, the prevalence of chronic
diseases that are major health problems among Thai people during 1991-2009 includes

hypertension, hyperlipidemia, and diabetes. Based on data, the prevalence of diabetes

had risen every year and increased at 6.9% in 2008-2009 (Ministry of Public Health,
2011). Diabetes is one of chronic diseases that are major health problems among Thai
people 1991-2009 with its prevalence has been risen every year as well as rate of

hospitalization of patients with diabetes (Ministry of Public Health, 2011).

2.3 Concept and Definition of Decision-making
2.3.1 Definition of decision-making

“Making a decision involves a choice among alternatives. A decision is the point at

which a choice is made between alternative and options” (Fitzgerald, 2002).
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2.3.2 Decision-making Concept

The OODA Loop model was developed by John Boyd (Boyd, J.R. (1987).
It consists of the 4 components and steps as follows:

e Observe

e Orient

e Decide

o Act

Figure 1 Decision-Making Concept, OODA Loop Model

(John Boyd, 1987)

Learning from the OODA Loop Model, before decision is made, gathering information
called “Observation” is a part of component that is a step into decision and actions.
Another component, “Orientation”— it helps to turn information into knowledge.
And knowledge is the real predictor of making good decisions. Another
component called “Decision” that considers options and decides. And lastly,
“Action” that follows decision and it is the last step of the Decision Loop

before circulating to the observation as cycle.
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In this concept - the OODA Loop model, there are also 5 main forces that
influence the decisions:

1. Cultural traditions

2. Genetic heritage

3. The ability to analyze and synthesize
4. Previous experience level
5

New information coming in

Based on this concept, it was adapted to the conceptual framework of this study;
socio-demographic characteristics, knowledge and attitudes which are independent
variables in the study could be a force that influences patient’s decision, similar to
the model components — observation, orientation, decision, and action.
To further study on what are the factors that influence patient’s decision-making, hence

this model is interestingly used and applied.

2.4 Treatment and Research Decision Making Model
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Figure 2 Treatment and Research Decision Making Model
(Bowling & Ebrahim, 2001)
Decision making involving in treatment and research is a multi-factorial process.
Bowling and Ebrahim identified 12 factors that impact decision making for treatment
and perceptions of risk through their Treatment Decision Making Model as shown in
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the Figure 2, a comprehensive analysis of all variable mentioned would require
a large sample size that is not feasible for a thesis proposal. The key factors to be
explored and adapted to this study are socio-demographic, information, experience,
patients’ understandings of risks, and patient preferences which influence decision-
making for clinical trial participation. These variables were selected based on Bowling
and Ebrahim's model and relevant literature on factors that influences decision-making
for clinical trial participation. The modification of the model permitted a more focused
research study.

Based on the literature on Treatment Decision Making Model (Bowling & Ebrahim,
2001) which was used for measuring for patients’ preferences for treatment and
perceptions of risk; the Treatment Decision Making Model (Bowling & Ebrahim, 2001)
was also adapted to this study. The researcher considers this model as a knowledge-
based for developing how relationship among socio-demographics, information
(considered as Knowledge), experience, patients’ understandings of risks, and patient
preferences (considered as Attitude), which are factors related to patients’ decision-

making decisions to participate in the clinical trials.

2.5 KAP Concept and Definition of Knowledge and Attitude

2.5.1 KAP Concept

KAP is the abbreviations of Knowledge, Attitude, and Practice which
knowledge is a set of understandings; attitude is a way of being, a position; and practice
or behavior is the observable actions of an individual in response to a stimulus
(Gumucio, 2011).

The statement about KAP survey, which is described by the WHO,
is a representative study of a specific population to collect information on what is

known, believed and done in relation to a particular topic (WHO, 2008).
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Figure 3 The influence diagram of knowledge, attitude and practice

Knowledge means the ability of pursuing and using information,
and by understanding, leaming expernience, and identifying the
studying technologies. (Librahim, 1995)

Attitude indicates the result of making reactions via some ways
in some situations, and observes and explains based on the result
of reaction or combine into one point of view. (Librahim, 1995)

Practice indicates what knowledge and habit work together.
(Librahim, 1995)

(Badran, 1995)

2.5.2 Definition of Knowledge

Ibrahim G. Badran defines knowledge is “the capacity to acquire, retain and use
information; a mixture of comprehension, experience, discernment and skill” based on
David Hume’s (Hume, 2003). According to a study of Brucks (Brucks, 1986),
the knowledge is “a complicated construction characterized by the structure and the
content of the information stored in the memory”. Whilst the structure refers to the way
the knowledge is represented and celebrated in memory, the content states to the
information related to an object which is stored. In the literature, this first dimension,
Knowledge, provides three various factors, in turn of general knowledge, information

source and responsibility awareness.

2.5.3 Definition of Attitude

Definition of attitude is a “Readiness of the psyche to act or react in a certain way”
(Jung, 1971). Moreover, attitudes are also a function of behavioral beliefs; it means if
a personal trusts the performance of a particular behavior will lead to a positive result,
then this individual will develop a favorable attitude towards such behavior
(Ajzen, 1985).



19

2.5.4 Definition of Practice
With regards to Practice describing, a quote from Ibrahim’s study (Badran, 1995) that

“by practice we mean the application of rules and knowledge that leads to action”.

2.6 Related Research Studies

The “Research Participation: Decision making and Outcomes in Cancer Clinical Trial”
by Johns Hopkins University, a cross-sectional descriptive study with a mailed survey
data collection method described factors related to the decision making process
regarding participation in a cancer clinical trial and satisfaction with this decision
(Biedrzycki, 2010). The independent variables (socio-demographic, patients’
preferences, understanding risks, information, etc.) and one of dependent variables
(decision to accept or decline research participation), which are similar to this research,
so it could be a good literature as evidence-based to support future research. However,
Barbara et al studied in 200 patients with advanced gastrointestinal cancer and
investigated patients’ participation in cancer clinical trials in phases I, II, and III. Some
points due to study limitation that may be considered to be investigated in future
research; for example health care insurance coverage, out-of-pocket expenses, and
availability of clinical trials to explore the variable of cost/rationing.

A study on motivations of patients with diabetes to participate in a general antibiotic
research study, but not to investigate motivations of diabetes patients to participate in
diabetes trials. This study is two controlled-group (diabetes patient and patient with no
iliness) to compare the reason and willingness to participate in a research study by using
the MacArthur Competence Assessment Tool for Clinical Research
(MacCAT-CR) (Appelbaum & Grisso, 2001), Mini-Mental State Examination
(MMSE), and Short-Form-36 (SF-36) as measurement. The MacCAT-CR that consists
of 6 domains, is a well-validated and used instrument to assess decision-making
capacity and it can be adapted to provide information about specific research protocols
in addition to assess patients’ understanding, appreciation, reasoning and choice
(Geppert et al.,, 2014). The MacCAT-CR that is used to ask patients about the
motivations for their decisions about participating in the research study, it is provided

the following 6 reasons:
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Money/desire for payment (MONEY)
General and specific risks associated with research (RISK)

Aversion to research and procedures (AVERSION)

Ll

Motives related to receiving treatment (e.g. better treatment)
(BETTER TREATMENT)

Altruism (ALTRUISM)

6. Other responses

o

As a result, the reason given by 2 groups regarding willingness or unwillingness
to participate in research did not significantly differ. 75% giving reasons for better
treatment, 63% altruism, none mentioned money. Patients with diabetes who
would not participate in research, 94% risk, and 89% expressed aversion to research.
Due to the similarity of patients’ motivation between medical and mental ill patients
and non-ill patient in this study, further study to focus more closely regarding
the individual perceptions and values of patients directly involved in clinical research
rather than their diagnoses may be investigated. Furthermore, the motivation
to participate in research between ill patient and non-ill patient which may have a gap
and varied by their disease. However, further study that more focuses with the similar
criterion and a single group would be explored.

A study on “Reasons given by patients for participating, or not, in Phase 1 cancer trials”,
it reported that 40 patients completed the questionnaire. Patients were generally
optimistic with few concerns on the experimental study in Phase 1 trials. Most 36/40
(90%) consented to trial entry. 51% thought the trial was the only treatment option
available. The 4 main reasons for trial entry included expectation of some medical
benefit (21%), trial the best available option (21%), to maintain hope (15%) and to help
with research (13%). Only 1 patient gave altruism as their main reason for trial
participation (Catt, Langridge, Fallowfield, Talbot, & Jenkins, 2011).

A study found that there were significant differences between 2 groups between patient
subject and healthy subject in gender, age, education, the phase of CTs and the
investigated drugs of CTs which they participated. The major point learned from this

study is the outcome of participant’s decision-making to participate in clinical trial, and
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to know participant’s knowledge of clinical trials. This study also reported that the
patients were also significantly influenced by medical staff (medical doctor or nurse at
the hospital) when making a participation decision which is phenomenon originated
from the unique Korean cultural factor emphasizing patient compliance to medical
personnel and this may be a weakness of clinical trials in Asian countries. Furthermore,
sufficient information about clinical trial, understanding of the risks and benefits of
their participation, and level of understanding of CTs are influential factors to decision
to participate in clinical trials (Chu et al., 2012).

2.6.1 Factors influencing decision-making for clinical trial participation
A study, the “Factors Associated with Participation in Breast Cancer Treatment Clinical
Trials” (Avis et al., 2006). The authors investigated the factors related to CT
participation among women who were invited to participate in a CT for breast cancer.
Data collection from the study was collected during the telephone interview.
The factors that were explored the association with patients’ participation in Breast
Cancer Clinical Trial is the following:

1) Socio-demographic factors

2) Medical factors

3) Knowledge of Clinical Trials — A list of 22 items (4-point scale - definitely

true, probably true, probably false, or definitely false)

4) ) was developed to assess knowledge of clinical trials

5) Attitudes toward clinical trials

6) Factors in personal decision

7) Feelings about knowing about CTs

The result of the study, 57.8% of women agreed to participate in the CT for which they
were being recruited. And it was also found that women recruited for phase 1l trials
were much more likely to accept participation than women recruited for phase I or 111
trials. Aspect of knowledge about CTs, it showed that it was not related to participation
because all study women received educational materials, and knowledge. This finding
is consistent with the findings of Davis et al, who found that a booklet improved cancer

patients’ knowledge about CTs. Research participants were limited for women
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who declined trial participation at the time of trial recruitment which their decision may

be influenced by different factors compared with women more open to participation.

Hutchison studied the factors affecting patients’ decisions for randomized cancer
clinical trial participation with 2 main points; 1) to determine patients’ perceptions
about important factors in their decision, by asking them directly, 2) to determine the
effect of other factors contributing to the decision, that patients may be unaware of, for
example understanding/misunderstanding of trial information, physician influence
(Hutchison et al., 2011). The 173 patients with colorectal, breast or lung cancer who
are clinically eligible for entry into a randomised cancer treatment trial (in different
trial), were asked to complete the Clinical | Trial Decision Questionnaire (CTDQ)
developed by Jenkins and Fallow field to assess patients’ reasons for accepting or
declining participation in a trial. The 148 patients who completed the CTDQ and 125
patients who had agreed to take part in a clinical trial and 23 who refused. This
represented 98% of the total sample who said ‘yes’ to a clinical trial (125/128) and 72%
of the patients who said ‘no’ (23/32).

In this study, demographic and baseline characteristics (gender, tumor type
[breast, colorectal, lung], age, type of treatment in trial, type of trial [2 or more active
treatment arms, Supportive care / no treatment arm]) were also investigated.
A part of CTDQ (Yes/No questions) is related to whether or not patients agreed to take
part in the clinical trial. At the bottom of the questionnaire, patients were asked to pick
out their most important reason for agreeing or not agreeing to take part in the clinical
trial. However, the study is limited to randomised cancer treatment trial and cancer
patient only, and the questions in the CTDQ is quite difficult for adaptation to this thesis
research due to it is applicable to trial participant only, but it gave some idea for further

research study.
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2.6.2 Patients’ attitude towards participation in clinical trials

Although the study results were approximately 32% of American adults indicate that
they would be very willing to participate in a cancer clinical trial if asked.
However, in the literature point from other studies, even the data about attitudes were
shown in positive, there are still several reasons for patients’ decision due to
many patients hold mistaken views of the nature of clinical trials, and that
many significantly overestimate the efficacy of standard therapies in making their
decision. Beyond the attitudes, patients also concerned the value and benefit of clinical
trials. For example, over half of the patients in the Cassileth study, (CASSILETH,
ZUPKIS, SUTTON-SMITH, & MARCH, 1980) chose getting the best medical care as
the reason for considering clinical trial participation. It is important to continue to study
the decision-making process by patients and the role played by physicians in presenting

and explaining the clinical trial option.

A study on Patients’ Attitudes and Preferences About Participation and Recruitment
Strategies in Clinical Trials. This study is to assess attitudes of patients about
participation in clinical trials and total 485 patients were approached to answer study
survey, but no patient diagnosis-specific. The 78-question survey comprises 5 specific
areas: 1) basic demographic information, 2) information from patients about their
knowledge of access to clinical trials and their previous participation, 3) attitudes of
patients about participating in clinical trials, 4) preferences of patients about the
recruitment, and 5) beliefs of patients about the integrity of clinical trials. The 400
(82%) of the 485 patients who completed the survey. Most 271 patients (68%) showed
interest (strongly agree or agree) in participating in clinical trials. However, only 97
patients (24%) were interested in participating in trials if the intervention had potential
adverse effects (SOOD et al., 2009).

A study on the preferences of patients with breast cancer towards decision-making for
participating or not in RCT by comparing 3 groups (RCT-acceptance group, RCT-
refusal group, and RCT-not-proposed group). The results of the study show that the
attitudes of patients about their CT participation depended on their experience of
previous RCT. The patients with previous RCT experience showed greater willingness
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to participate in a further RCT as they obtained sufficient information about clinical
trials before (e.g. randomization). In this study, the patients’ attitudes towards
randomization were found to be an important factor determining participation ina RCT.
The RCT-acceptance group had more positive attitudes towards randomization than the

RCT-not-proposed group (Mancini et al., 2007).

A study reported a large proportion of patients in the UK appear willing to participate
in clinical trials; and the principal motivations for clinical trial participation were to
benefits others, to improve their own treatment, and to comply with a request from
medical staff (Bevan, CHEE, McGHEE, & McINNES, 1993).

A study on “Perceptions of Participation in a Phase I, I1, or 11l Clinical Trial among
African American Patients with Cancer: What Do Refusers Say?” (Richard F. Brown
et al., 2013). The 22 patients with cancer, participants who declined to participate in
cancer clinical trials within last 3 months were approached to be interviewed and asked
about demographic and disease information, psychosocial factors, and patients’
experience with clinical trials. Subsequently, 2 months later, participants completed a
questionnaire that asked about their trial decision. Semi-structured Patient Interview
that was used in the study involving in this research includes:

- Demographic and disease information (Participant characteristics: sex, age,
race/ethnicity, religion, education, employment, income level, living situation,
primary tumor site, and the phase of trial offered.

- Questions about Trials (Patient knowledge and beliefs about clinical trials):
Participants were asked trial-specific questions about their knowledge, beliefs,
and attitudes about clinical trials; who described clinical trials; how they
experienced this communication; and what factors went into their decision
not to participate. Patients were also questioned about the potential for different
decision support tools, a decision aid, informational video, patient navigator, or
a question prompt list to aid their levels of trial knowledge and make trial
decisions. The Research Assistant provided descriptions and examples of each

of these during the interview.
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The results from the study in aspect of Patient Knowledge and Beliefs about Clinical
Trials, 9 (41%) in 22 participants stated that they had no prior knowledge or opinions
about clinical trials. Patients who did have previous knowledge viewed trials
as necessary to advance cancer treatment. And some were less confident that they
would personally benefit from joining a trial. Aspect of the factors influencing the
decision not to participate, 12 participants (55%) declined participation for
many reasons. Many 11 participants (50%) had a primary concern on potential adverse
effects of the treatments received as part of a clinical trial. Some preferred the standard
care than the trial treatment because there was greater knowledge about treatment
effectiveness and long-term adverse effects. There was additional concern about being
able to tolerate adverse effects. Some participants were concerned that they would
experience increased adverse effects if they were to receive the clinical trial treatment
in addition to standard care. However, Participants reported positive attitudes to trials
in general. Most participants were motivated to join a trial by a sense of altruism. These
participants wanted to assist future patients make treatment decisions by contributing

to the evidence base for new medications.

In summary, previously various studies reported that patients’ knowledge,
understanding, and particularly attitudes towards CT is influential factor to patient’s
decision-making for participating in clinical trials. However, the cancer patients
in the previous studies were mostly studied and interviewed about their attitudes, views
and understanding of cancer clinical trials they participate. The results derived from
these studies may be limited in aspects of cancer patient only. Obviously, patients’
attitudes to participation in cancer clinical trials were often positive due to patient may
make their decision to participate in CT due to alternative treatment reason or just to
take better medical care than the standard care they are receiving to prolong their life

or prevent suffering from their cancer.
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2.6.3 Previous study in Thailand

A Thai research studied volunteers’ comprehension about informed consent for the
clinical trial that they participated, and explored factors associated with volunteers’
comprehension. The previous study similarly is a well-knowledge based to this research
in term of patients’ comprehension (knowledge of clinical trial), and attitudes towards
participation in clinical trial. However, the study was specific-focused on CT
participant with malaria and clinical research-specific purpose supporting that clinical
research to explore CT participant’s comprehension when they participated in clinical
trial, which is similar to other studies and not extent to non-CT participant approach

in a new different patient’s view (Kaewpoonsri, 2006).

Unfortunately, the literature is limited in this area for Thailand and only a minority of
clinical research papers report reasons for the factors that influence patient with illness

and non-illness to participate in the phase Il clinical trial.



27

CHAPTER Il
RESEARCH METHODOLOGY

3.1 Research Design

Research design is a cross-sectional descriptive study with the purpose to study
the factors related to patients’ decision-making for participation in clinical trials and
investigate patients’ knowledge about clinical trial and attitude towards clinical trial

participation.

3.2 Site of Study

The study was conducted at the Out-patient Endocrinology Metabolism and Thyroid
Clinic, Department of Medicine, Faculty of Medicine, Chulalongkorn University
King Chulalongkorn Memorial Hospital in Bangkok, Thailand.

3.3 Study Population

The target population for this study is out-patients with diabetes who visit OPD of
Endocrinology Metabolism and Thyroid Clinic, Department of Medicine,
Faculty of Medicine, Chulalongkorn University, King Chulalongkorn Memorial

Hospital.

Inclusion Criteria

1. The diabetes patient has voluntarily signed the Informed Consent Form.

2. Male or female aged 18-80 years.

Exclusion Criteria

1. The patient has previously been answered the questionnaire during the study
period.

2. The patient with severe symptoms and unconscious condition.

3. The patient who is currently participating and had previously participated in

any clinical trials during last 6 months.
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3.4 Sample size

The sample size was determined using Fisher’s (1998) formula the following:

z2Xp X(1—p)
n= °E

where:

n = desired sample size

z = standard normal deviate - set at 1.96 at 95% confidence level
p = proportion of diabetes patient = 0.5 (reference)

q=1-p

d = Error in estimating population = 0.1

There is no previous study to survey factors related to decision-making towards
participation in clinical trials in diabetes patients in Thailand before, thus the proportion
of diabetes patient is estimated at 50% (p = 0.5) and d = 0.1. Therefore,  the desired
sample size was calculated as follows:

n=1.962x0.5x(1-0.5)
0.1

n =96

To compensate for 10% incomplete data (96 + 10%), therefore 110 patients
are required and approached for the study.

3.5 Sampling Technique
A convenient sample of individual patients was recruited from Out-patient

Endocrinology Metabolism and Thyroid Clinic in this study.
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3.6 Measurement Tools

To investigate the factors related to patients’ decision-making towards participation
in clinical trials, a self-administered questionnaire (see Appendix A) was used.

This structured questionnaire was used as measurement tools.

Designing the questionnaire that was used in this study, it was adapted from
the literature and the existing questionnaires from the previous studies with similar
points to focus on assessment of patients’ knowledge on clinical trial and attitude
towards clinical trial participation (Catt et al., 2011) (Chu et al., 2012)
(Hutchison et al., 2011).

3.6.1 Questionnaire constructions

The questionnaire consists of 4 sections as follows:

Section 1: Socio-demographic characteristics and general information of patient.
This part consists of (13) items.

Section 2: Knowledge about clinical trial
This part consists of (12) items.

Section 3: Attitude towards clinical trial participation
This part consists of (10) items.

Section 4: Decision-making to participate in clinical trial

This part consists of (4) items.

3.6.2 Measurement Methods

The measurement methods for each variable are as follows:
Section 1: Socio-demographic characteristics and general information of patient.
This section comprises 13 questions about patient’s socio-demographic data
including gender, age, marital status, religion, education, occupation, monthly income,
health status, health insurance plan, living area, transportation, travel time from home

to hospital, and patients’ status of clinical trial participation in the past.
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Section 2: Knowledge about clinical trials
This section consists of 12 components to assess patients’ knowledge

about clinical trials. Each item is Yes / No choice.

Section 3: Attitude towards clinical trial participation

This section consists of 10 items, which are on the 5-point Likert scale to
measure patients’ attitude towards participation in clinical trials. The 5-point Likert
scale is divided into 5 levels of response (Strongly Agree, Agree, Neutral, Disagree,
and Strongly Disagree).

Section 4: Decision-making to participate in clinical trial

This section of questionnaire aims to explore whether patients will participate in clinical

trial or not. It comprises four questions in the following:

Question 1: Will you participate in the clinical trial in the future?

Question 2: What is your main reason for participating in the clinical trial?

Question 3: Who is the most influential person in your decision-making to participate
in the clinical trial?

Question 4: What is your information source about clinical trials?

This section is to focus on what are the influential factors related to patients’ decision-
making to participate and decline participating in a clinical trial, in addition to explore

patients’ reason to participate or not participate.

3.7 Validity and Reliability
3.7.1 Validity Test

The content of the questionnaire was reviewed by the Experts.

3.7.2 Reliability Test

The questionnaire was pilot-tested and retested with 30 sampling patients at least,
whose socio-demographic data and criteria is equivalent to study population.
Cronbach’s alpha coefficient was used to measure reliability of the questionnaire

for attitude. Reliability test result is 0.734.
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3.8 Data Collection

Data collection was implemented through self-administered questionnaire and
face-to-face interview for some case in elderly patients. All questionnaires are
administered in Thai language. Data collection can be conducted after the patient has
signed the Informed Consent Form and consented to disclose his/her participation in
clinical trials.

The Research Assistants were assigned by the Researcher for collecting
the information (hardcopy questionnaire) and approach for interview in some case
with elderly patients. All Research Assistants were trained by the researcher to have
a professional and unbiased approach for the data collection process. In this study,
to ensure that the Research Assistants understand well about clinical trials due to
patients’ confidentiality is sensitive, they were trained about background, general
procedures, confidentiality of clinical trial by the researcher before starting data
collection process.

All patients were approached from the out-patient who visited the OPD of
Endocrinology, Metabolism and Thyroid Clinic, Department of Medicine, Faculty of
Medicine, Chulalongkorn University, King Chulalongkorn Memorial Hospital.
Every patient was requested to fill the questionnaire. Patients took time
about 15-20 minutes to complete a questionnaire. For the diabetes patients routinely
come to the clinic (out-patient clinic of hospital) as usual and receive treatment from

the hospital according to the existing procedure as standard of care.

Timing of Data Collection

The times of data collection was morning on weekdays (Monday, Tuesday,
Thursday, and Friday) at OPD (waiting area) of Endocrinology Metabolism and
Thyroid Clinic, King Chulalongkorn Memorial Hospital. Data collection

for this research was conducted over a period of 2 weeks during 5-17 November 2015.
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3.9 Data Analysis

Data analysis was performed through the SPSS statistical package.

Descriptive statistics: Statistics was used to describe and analyze the
socio-demographic characteristics, knowledge, and attitude data in this study.
It includes central tendency (mean, median) and dispersion (standard deviation,
95% CI), frequency and percentage.

Analytical statistics:
Univariate analysis and multiple logistic regression model were used for data analysis

in this research and the multiple regression equation is as follows:

Y=a+ b:X; + b X, + bsXs

Y is the value of the Dependent variable ()
a (Alpha) is the Constant or intercept
b1 is the Slope (Beta coefficient) for X

Xa First independent variable that is explaining the variance in Y

b2 is the Slope (Beta coefficient) for Xz

X2 Second independent variable that is explaining the variance in Y
bs is the Slope (Beta coefficient) for X3

X3 Third independent variable that is explaining the variance in Y

Y= Patients’ decision-making
X1 = Socio-demographic characteristics
X2 = Knowledge about clinical trial

X3 = Attitude towards clinical trial participation
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Coding, Scoring and Classification:
To measure all variables, the criteria of coding and scoring to each item and

classification of variables are as follows:

e Knowledge about clinical trials
There are 12 Yes/No questions in this section. The questions focus on assessing
patients’ knowledge on clinical trials.
- The correct answer get: 1 score

- The wrong answer get: 0 score

The total score is 12 and the scores varied from 0-12. The patients’ knowledge will
be classified into 3 levels with cut-off point (Bloom, 1956) as follows.

o Poor 0-7 points (< 60%)
o Moderate 8-10 points (60-80%)
o Good 11-12 points (> 80%)

e Attitude towards clinical trial participation
The answers were categorized into 5 levels (5-point Likert scale): Strongly agree,
Agree, Neutral, Disagree, and Strongly disagree. The below table describes score of the

Likert scale.

Table 1 Score of the Likert scale for statements

Statement Negative statement
Choice Score Score
Strongly Agree 5 1
Agree 4 2
Neutral 3 3
Disagree 2 4
Strongly disagree 1 5

The scores is range from 10 to 50. The patients’ attitude will be classified into 3 levels
with cut-off point (Bloom, 1956) as follows.

e Poor attitude 10-29 points (< 60%)

e Moderate attitude  30-39 points (60-80%)

e Good/High attitude  40-50 points (> 80%)
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e Decision-making to participate in clinical trial
This section comprises one key statement (Yes/No choice) to explore whether patients
will participate in clinical trial or not. The remaining 3 statements are supportively set
to survey patients’ reason to participate or not participate in the trials.
- Answer YES (participate) get: 1 score

- Answer NO (not to participate) get: 0 score

3.10 Ethical Consideration

This research was approved by the Institutional Review Board of the Faculty of
Medicine, Chulalongkorn University for ethical review before conducting this survey
research; and informed consent form was also approved by them. Written informed
consent was obtained from all participants; and they are always reassured of
confidentiality and anonymity.

Prior to patient participation in this study, written informed consent was obtained by
the Researcher or designated Research Assistants from each patient in the waiting area
of OPD, Endocrinology Metabolism and Thyroid Clinic. The purpose of the study,
methods, how many questions and estimated time of completing a questionnaire, the
anticipated benefits, and that study participation is voluntary for the patients must be
explained to the patients. The patients must be given sufficient time to consider whether
to participate in the study.

This study was conducted in compliance with the ethical considerations in research
based on 3 Principles of Belmont Report (DHEW Publication No. (OS) 78-0014, and

http://www.hhs.gov) which is the following details.

1) Respect for person

The signed informed consent from each patient is required to obtain prior to
participating in this study after adequate explanation of the aims, methods, and
anticipated benefits of the study. The Researcher or designated Research Assistant will
also explain that patients are completely free to refuse to enter the study or to withdraw

from it at any time, for any reason. In aspect of confidentiality, patients are always


http://www.hhs.gov/
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reassured of confidentiality and anonymity. The information collected will not identify
patient’s name, only by a Research ID number. Patient’s name will not be used in

any study reports, and these reports will be used for research purposes only.

2) Beneficence/non-maleficence

There will be no cost to patient for participating and completing the questionnaire
in this study. Taking part in this study may benefit patient in aspect of learning a new
knowledge about clinical trials or clinical research participation. The results of the study

might help people with a similar condition in the future.

3. Justice
There is no bias in this study due to it is clear inclusion and exclusion criteria and patient
participation is voluntary. A convenient sample of individual patients is recruited from

out-patient department in this study.

3.11 Expected Benefit

e This study will be a new knowledge in clinical research and pharmaceutical
industry in Thailand.

e Study outcome will be beneficial to health professionals in clinical research
field (Investigator, Study Nurse, etc.) to improve clinical trial process
involving the subjects, especially obtaining informed consent process.

e To know patients’ knowledge and attitudes about clinical trial participation,
it would minimize the gap between doctor and patient in order to provide more
information about clinical trial to their patients for better understanding and
knowledge building.

e Information about the factors influencing patients’ decision to participate in
clinical trials may be used for clinical research development in the hospital.

e Study outcome will be a primary data for future studies with a larger sample size.

e Study outcome will be a knowledge-based in clinical research area in Thailand

for further studies.
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CHAPTER IV
RESULTS

This cross-sectional descriptive study aims to identify the factors related to
decision-making towards participation in phase Il clinical trials in diabetes patients
at King Chulalongkorn Memorial Hospital, Bangkok, Thailand. The 110 patients were
approached to complete the structured questionnaire during 5-17 November 2015.
This chapter presents the findings from data analysis which are categorized into 3 parts
in the following details.

4.1 Descriptive Findings
4.2 Univariate Analysis
4.3 Multiple Logistic Regression Models
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4.1 Descriptive Findings

4.1.1 Socio-demographic characteristics of diabetes patients

Table 2 describes the socio-demographic characteristics of diabetes patients
from OPD of Endocrinology Metabolism and Thyroid Clinic, King Chulalongkorn
Memorial Hospital, Bangkok, Thailand. This socio-demographic factor includes age,
gender, marital status, religion, education, occupation, monthly income, health status,
medical insurance plan, living area, and distance from home to hospital.
Majority of the patients were female in the age group “61-80 years” (46%) and minority
were in the age group “18-30 years” (11%) and living in Bangkok (85.5%). Collected
data describes patient with diabetes (56.4%) and patient with concomitant disease
(43.6%).

Table 2 Socio-Demographic Characteristics of Diabetes Patients

Characteristics No. of Patients  Percentage
(n=110) (%)
Age, years
18- 30 11 10
31-40 22 20
41 - 60 31 28.2
61-80 46 41.8
Gender
Male 21 19.1
Female 89 80.9
Marital status
Single 13 11.8
Married 81 73.6
Widow 15 13.6
Separate 1 0.9
Religion
Buddhism 106 96.4
Christian 2 1.8

Muslim 2 1.8
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Characteristics No. of Patients  Percentage
(n=110) (%)
Education level
< Primary school 34 30.9
High school 21 19.1
Certificate/Diploma 13 11.8
> Bachelor’s degree 42 38.2
Occupation
Agriculture 1 0.9
Employee 24 21.8
Self-employed 15 13.6
Government Officer 7 6.4
Dependent 38 345
Others (housewife, retiree) 25 22.7
Income per month (THB)
< 10,000 37 33.6
10,000-30,000 51 46.4
30,000-50,000 11 10.0
> 50,000 11 10.0
Health status
Diabetes 62 56.4
Concomitant disease 48 43.6
Medical insurance plan
National Health Security or 30 Baht scheme 17 15.5
Civil Servant Medical Benefit Scheme 37 33.6
(CSMBS)
Social Security Scheme (SSS) 24 21.8
Private Insurance 3 2.7
Others (no insurance, pay out of own pocket) 29 26.4
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Characteristics No. of Patients  Percentage
(n=110) (%)
Living area
Bangkok 94 85.5
Other provinces 16 14.5
Travel from home to hospital
Bus 29 26.4
Taxi 23 20.9
Own vehicle 44 40.0
Others (Skytrain, airplane, motorbike, 14 12.7
bicycle)
Travel time from home to hospital
<2 hours 101 91.8
> 2 hours 9 8.2

4.1.2 Knowledge about clinical trials

The knowledge about clinical trials of diabetes patients was measured by setting
with 10 true statements and 2 false statements in the questionnaire. The
full score is 12 points. The Median of knowledge score of diabetes patients is 10

points and the minimum and maximum score is 4 and 12 points respectively.

Table 3 Number and percentage distribution of correct answer
to each question of knowledge about clinical trials

Correct
Statement Number  Percentage
(n=110) (%)
1 The objective of the clinical trial is to study the 104 94.5
new drug or a new diabetes treatment?
2 Do you think clinical trials have benefit? 109 99.1
3 Are you required to sign Informed Consent Form 84 76.4
before participating in any clinical trials?
4 Every person who participates in a clinical trial 81 73.6

receives the new drug or treatment.
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Correct
Statement Number  Percentage
(n=110) (%)

5 You cannot participate in clinical trial if you are 70 63.6
not eligible, even though you want to

6 Your decision to participate in clinical trials is 102 92.7
voluntary.

7 You will receive payment for participating in 87 79.1
clinical trial.*

8 The results from clinical trials may help 108 98.2
improving the treatment for future patients who
suffer from the same illness as you.

9 You can withdraw from the clinical trial at any 104 94.5
time after your participation.

10 It is possible you may get side effects of the 96 87.3
treatment or risk or discomfort during
participation in clinical trial.

11 Will your information be kept confidentially if 104 94.5
you participate in clinical trial?

12 The physician can convince or persuade you to 31 28.2

participate in clinical trials.*

*False statement

Level of knowledge about clinical trials in diabetes patients as shown in Table 4,
the most of patients had rather moderate and good knowledge on clinical trials
(70.9% and 23.6%).

Table 4 Level of knowledge about clinical trials

Number Percentage
Level of knowledge (n=110) (%)
Low level of knowledge (<60%) 6 5.5
Moderate level of knowledge (60-80%) 78 70.9

High level of knowledge (>80%) 26 23.6
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Table 5-6 shows the level of attitude towards clinical trial participation in diabetes

patients. The attitude towards clinical trial participation of patients was measured by

using 10 statements with 5-point Likert scale.

Table 5 Percentage distribution of attitude towards clinical trial participation

Statement

Percentage (n=110)

Sggrgy Agree Neutral Disagree gﬁggggg

1 The clinical trials have 16.4 77.3 45 1.8 0.0
benefit

2 | think clinical trial is 55 55.5 28.2 10.9 0.0
the best option
available

3 | have no choice to 29 26.4 355 345 3.6
participate in clinical
trial

4 1 think clinical trials 45 43.6 42.7 9.1 0.0
are safe

5 1 would participate in 4.5 44.5 40.9 10.0 0.0
clinical trial in the
future

6 | do not fear to take an 45 45.5 36.4 12.7 0.9
investigational new
drug or treatment

7 Other people with 11.8 63.6 155 9.1 0.0
would benefit from the
results of the clinical
trial

8 | trust the doctor 10.9 73.6 155 0.0 0.0
treating me

9 1 want to help with the 9.1 66.4 20.0 4.5 0.0
research

10 I feel like a ‘guinea 2.7 32.7 31.8 30.9 1.8

pig’ if participating in
clinical trial

The range of attitude score is 10-50 points, the mean was 35.33 (SD=4.0003)
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. Number 9
Level of Attitude (n=110) Percentage (%)
Low level of attitude (<60%) 2 1.8
Moderate level of attitude (60-80%) 20 18.2
High level of attitude (>80%) 88 80.0

4.1.4 Decision-making to participate in phase 111 clinical trials

The proportion of patient’s decision-making for clinical trial participation was

acceptance rate at 50.9% and decline rate at 49.1% as shown in Table 7.

Table 7 Percentage distribution of patients’ decision to participate

in phase 111 clinical trials

Statement Accepted (%)

Declined (%0)

Will you participate in the clinical trial in 56 (50.9%)
the future?

54 (49.1%)
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Table 8 Percentage distribution of 1) Main reason given by patients
for clinical trial participation, 2) The most influential person
for participating in the clinical trials, and 3) information source
about clinical trials

Number Percentage

Statement (n=110) (%)

1 Who is the most influential person in your

decision-making process to participate in the

clinical trial?
Myself 79 71.8
Family members (spouse, children, parents, 22 20.0

sibling, relatives)
Friends or acquaintance - -
Medical staffs (my doctor or nurse, others) 9 8.2

2 What is your main reason for participating in the

clinical trial?
Economic benefits (free drug, test fee support) 4 3.6
Therapeutic benefits (advance benefit of new 67 60.9

drug application)
Complying with physicians' opinion or 8 7.3
requested by medical staff (Relationship with

medical staff)

Helping the future of clinical trials 27 24.5
Others (Don’t know) 4 3.6
3 What is your information source about clinical
trials?
Relatives/friends/former trial participants 22 20.0
Posters or booklets in a hospital 2 1.8
Internet 6 5.5
Hospital staff (doctor, nurse) 44 40.0

Others (never known before) 36 32.7
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4.2 Univariate Analysis

Table 9-11 describes the relationship between decision-making of patient and
categorical variables below.
> Relationship between socio-demographic characteristics of patients and their
decision-making for participating in phase Il clinical trials.
> Relationship between patients’ knowledge about clinical trials and their
decision-making in participating in phase Il clinical trials
» Relationship between patients’ attitude towards clinical trial participation and

their decision-making in participating in phase Il1 clinical trials

Table 9 Relationship between socio-demographic characteristics of diabetes
patients and clinical trial participation

Variable No. of ,\ifceptii NDo.ec"ne; p-value

Age, year 0.001*
18-30 11 11 196 0 0.0
31-40 22 7 12.5 15 278
41 - 60 31 18 321 13 241
61 - 80 46 20 357 26 48.1

Gender 0.525
Male 21 12 214 9 16.7
Female 89 44  78.6 45 833

Marital status 0.174
Single 13 9 161 4 7.4
Married 81 37 66.1 44 815
Widow, Separate 16 10 179 6 11.1

Religion 1.000
Buddhism 106 54 96.4 52 96.3

Others 4 2 3.7 2 3.6
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IS No. of Accepted Declined p-value
Patients = No. % No. %
Education 0.484
< Primary school 34 14 25.0 20 37.0
High school 21 11 196 10 185
Certificate/Diploma 13 8 143 5 9.3
> Bachelor’s degree 42 23 411 19 352
Occupation 0.477
Employee 24 11 196 13 241
Self-employed 15 6 10.7 9 16.7
Government Officer 7 5 8.9 2 3.7
Dependent 38 18 321 20 37.0
Others 26 16 28.6 10 185
Monthly income (THB) 0.484
< 10,000 3L 21 375 16 29.6
10,000-30,000 51 24 429 27  50.0
30,000-50,000 iz 4 7.1 7 13.0
> 50,000 11 7 12.5 4 7.4
Health status 0.548
Diabetes 62 30 536 32 593
Concomitant disease 48 26 464 22 407
Medical insurance plan 0.281
uc 17 12 214 5 9.3
CSMBS 37 19 339 18 333
SSS 24 13 232 11 204
Private Insurance 3 1 1.8 2 3.7
Others 29 11 196 18 333
Living area 0.644
Bangkok 94 47  83.9 47  87.0
Other provinces 16 9 161 7 13.0
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W, No. of Accepted Declined p-value
Patients = No. % No. %

Transportation 0.046*

Bus 29 19 339 10 185

Taxi 23 10 179 13 241

Own vehicle 44 17 304 27  50.0

Others 14 10 179 4 7.4
Travel time from home to 0.162
hospital (hour)
<2 hours 101 49 875 52 96.3
>2 hours 9 7 125 2 3.7

*Statistically significant association at p-value < 0.05

Table 10 shows relationship between patients’ knowledge on clinical trials
(knowledge full score 12 points) and their decision-making for clinical trial
participation, the mean score was 10.05 (SD=1.29) falling to moderate level of
knowledge was associated with acceptance of clinical trial participation (n=
56). Mean score of CT refusal was 9.28 (SD=1.38). As a result, moderate level of
knowledge about clinical trials was highly related to decision-making for clinical
trial participation in diabetes patients (p=0.001 by Chi-square).

Table 10 Relationship between Knowledge and Clinical Trial Participation

. Accepted Declined
Variable p-value
No. % No. %

Know|edge score: Mean + SD 10.05+1.29 0.28 +1.38 0.003?
Low level of knowledge 1 18 5 9.3 0.001°
Moderate level of knowledge 34  60.7 44 815
High level of knowledge 21 375 5 9.3

a Two-sample t-test

b Pearson’s chi-square test
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Table 11 shows relationship between patients’ attitude towards clinical trial
participation (attitude score range 10-50 points) and their decision-making for
clinical trial participation, the mean score was 36.88 (SD=3.45) as Good Attitude
which was associated with acceptance of clinical trial participation (n= 56).
As a result, good attitude was highly related to decision-making for clinical trial

participation in diabetes patients (p=<0.001 by Chi-square).

Table 11 Relationship between Attitude and Clinical Trial Participation

. Accepted Declined
Variable p-value
No. % No. %
Low level of attitude 0 0.0 2 3.7 <0.001°
Moderate level of attitude 3 5.4 19 352 <0.001°
High level of attitude 53 946 35 64.8

a Two-sample t-test
b Pearson’s chi-square test
(By grouping low and moderate attitude row because of too small number)

¢ Fisher’s exact test

Table 12 Main Reason for Acceptance to Participate in Clinical Trial

Main reason Accepted (%) Declined (%0)
Economic benefits 1(1.8) 3(5.6)
Therapeutic benefits 37 (66.1) 30 (55.6)
Complying with physicians' opinion or 3(5.4) 5(9.3)

requested by medical staff
Helping the future of clinical trials 15 (26.8) 12 (22.2)
Others (Don’t know) 0 (0.0) 4(7.4)




Table 13 The Most Influential Person for Patients’ Decision
to Participate in Clinical Trials

Statement Accepted (%) Declined (%0)
Myself 40 (71.4) 39 (72.2)
Family members 10 (17.9) 12 (22.2)

Medical staffs 6 (10.7) 3(5.6)

48
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4.3 Multiple Logistic Regression Models

To identify the relationship between socio-demographic characteristics of patients,
patients’ knowledge about clinical trial, patients’ attitude towards clinical trial
participation, and their decision-making for participation in phase Ill clinical trials,
multiple logistic regression models was used for analysis. A total of 12 variables
(x variables) were included in the first multiple logistic regression model (Table 14).
Using backward elimination (with log-likelihood ratio test), the final model comprised
only 3 variables i.e., marital status (Married, Single, Widow/Separated), knowledge

score and attitude score as shown in Table 15.

Table 14 Logistic Regression Model of Acceptance to Participate in Clinical Trials

(Model 1)
Variables b p-value  Adjusted 95% CI
OR
Age, year
18 - 40 1.719 0.120 5.58 0.64 - 48.72
41 - 60 1.679 0.050 5.36 0.10 - 28.72
61 - 80 - - 1 -
Gender
Male 0.055 0.951 1.06 0.19-6.03
Female - - 1 -
Marital status
Single 1.384 0.216 3.99 0.45-35.71
Married - - 1 -
Widow, Separate 2.185 0.014 8.90 1.56 — 50.82
Education
< Primary school - - 1 -
High school 1.096 0.269 3.00 0.43 -20.86
Certificate/Dip|0ma 0.734 0.452 2.08 0.31 -14.09

> Bachelor’s degree 0.673 0.439 1.96 0.36 -10.76
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Variables b p-value  Adjusted 95% CI
OR

Occupation

Employee - - 1 -

Se|f-emp|0yed -0.036 0.971 0.97 0.14 -6.58

Government Officer 2.145 0.240 8.54 0.24 - 306.76

Dependent 0.192 0.854 1.21 0.16 —9.37

Others 0.754 0.507 2.13 0.23-19.65
Monthly income (THB)

< 10,000 - - 1 -

10,000 - 30,000 -0.909 0.300 0.40 0.72-2.25

30,000 - 50,000 -0.929 0.434 0.40 0.04 — 4.06

> 50,000 0.672 0.566 1.96 0.20-19.40
Health status

Diabetes - - 1 -

Concomitant disease 0.578 0.376 1.78 0.50-6.42
Medical insurance plan

ucC - - 1 -

CSMBS 0.377 0.719 1.46 0.19-11.35

SSS 0.138 0.897 1.15 0.14-9.32

Private Insurance -0.803 0.667 0.45 0.02 - 17.45

Others -1.019 0.300 0.36 0.05-2.48
Living area

Bangkok - - 1 -

Other provinces -0.806 0.442 0.45 0.06 — 3.49
Transportation

Bus 0.972 0.207 2.64 0.59 - 11.97

Taxi 0.436 0.568 1.55 0.35-6.90

Own vehicle - - 1 -

Others 1.575 0.113 4.83 0.69 — 33.92
Knowledge score 0.662 0.10 1.94 1.17-3.21
Attitude score 0.267 0.001* 1.31 1.11-154

*Statistically significant at p-value < 0.05
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Table 15 Multiple Logistic Regression Model of Acceptance to Participate
in Clinical Trials (Model 2)

Variables b p-value  Adjusted 95% CI
OR
Attitude score 0.268 <0.001 1.31 1.13-1.51
Knowledge score 0.541 0.007 1.72 1.16 - 2.55
Marital status
Single 1.620 0.025 5.05 1.22-20.91
Widow, Separate 1.286 0.076 3.62 0.87-15.01

In line with the Logistic Regression Model 2 (Table 15) containing only statistically
significant 3 variables (attitude score, knowledge score, and marital status), so the

regression equation is;

In odds of acceptance to participate in clinical trials
= -15.059
+ 0.268*Attitude score
+ 0.541*Knowledge score
+1.620*(Single)
+ 1.286*(Widow/Separated)

Where
If single, then Single = 1, Widow/Separated = 0
If Widow/Separated, then Single = 0, Widow/Separated = 1
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CHAPTER V
DISCUSION AND CONCLUSIONS

5.1 Discussion

This cross-sectional descriptive study was conducted in diabetes patients
at King Chulalongkorn Memorial Hospital, Bangkok, Thailand. The study aims to
identify the factors related to decision-making towards participation in phase Il clinical
trials in diabetes patients (n=110) and determine the level of patients’ knowledge and
attitude about clinical trials and explore relationship of all independent variables
(demographic characteristics, knowledge about clinical trials, and attitude towards

clinical trial participation) with dependent variable (decision-making of patients).

The major findings of this study were the proportion of patient’s decision-making
for clinical trial participation with acceptance rate at 50.9% and refusal rate at 49.1%.
Majority of diabetes patients was range 61-80 years and female. This study reported
some factors that were associated with a positive decision making outcome (say ‘yes’
to join the trial). Good knowledge and attitude on clinical trial participation was
significantly associated with patients’ acceptance of CT participation. Collected data
also represented diabetes patients with good knowledge at 60.7% and high level of

attitude at 94.6% influencing their acceptance to participate in the clinical trial.

Obviously, attitude were significantly associated with  decision-making
for CT participation (p<0.001) which were a factor related to patients’ decision-making
to take part in the trial. This result was a evidence to support the previous studies that
reported the positive attitudes is a major factor for patients’ decision-making to
participate in clinical trials (Comis et al., 2003). It was also indicated that the attitude
could predict future behavior according to Kraus’s study, Attitudes and the Prediction
of Behavior (Kraus, 1995).
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It was interestingly reported in this study that the most frequency of incorrect response
to a question on patient knowledge assessment was “The physician can convince or
persuade you to participate in clinical trials” which represented 28.2% (31/110) for
correct response. This implied mostly patients (71.8%) always trust in their doctor and
the doctor can convince them to join the trials; it described patient’s belief and point of
view to their doctor. Similar to another study, (Hutchison et al., 2011) reported that
47.2% of patients discussed with doctor for their decision to take part in the clinical
trial.

However, in this study, the proportion of acceptance (50.9%) and refusal (49.1%) rate
of clinical trial participation was not significant difference in this small sample size.
Therefore, to further study in a larger sample size with same criteria will help to confirm

the result of this study.

Limitation

A total of 110 patients in this study is a small sample size and limited power.
The study was conducted at only one public hospital in the center of Bangkok and
findings cannot be extended to other hospitals in different region of Thailand.
The target population in this research was only out-patient with diabetes diagnosis
which is not extent to in-patient and another disease indication. Therefore, the factors
to influence in-patient and patients in other diseases for clinical trial participation were
not identified and their knowledge and attitude towards clinical trial participation was

not investigated.

5.2 Conclusions

A total of 110 diabetes patients completed the structured questionnaire in the study and
they have never participated in a clinical trial during last 6 months or currently
participating in any clinical trials. This study reported that 50.9% of the patients
will participate in the phase Il clinical trial if they will be asked to join in the future.
Majority of the patients were female in the age group “61-80 years” (46%)
living in Bangkok (85.5%). Collected data represented patient’s health status
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as diabetes (56.4%) and diabetes with concomitant disease (43.6%). Mostly patients
(60.9%) gave reason of therapeutic benefits (hope to get better treatment) as their main
reason for clinical trial participation. 79 of 110 patients (71.8%) decided to participate
in the trial by themselves and 20% by family. Interestingly, 27 of 110 patients (24.5%)

is optimistic with altruism reason.

Overall knowledge about clinical trials indicated that 70.9% of patients had moderate
knowledge on clinical trials and 23.6% had good knowledge. Another findings of
attitude towards clinical trial participation in this study, it showed that 80% of patients

had good attitude and low attitude represented just only 1.8%.

Logistic regression analyses showed that the factors best explaining participation were
knowledge about clinical trial (p=0.007), attitude towards clinical trial participation
(p<0.001), and patient with single status (p=0.025). Furthermore, the data findings also
represented the significant relationship between age and decision for CT participation
(p=0.001), transportation and decision (p=0.046), and relationship between moderate
knowledge and decision for CT participation (p=0.003), and relationship between good

attitude and decision for CT participation (p<0.001) respectively.

5.3 Recommendations
1. Study outcome is a primary data for future studies with a larger sample size and

further studies in different therapeutic area is recommended.

2. Based on the Treatment and Research Decision Making Model (Bowling & Ebrahim,
2001) containing a  multi-factorial ~ process,  grouping  variable  or

investigation of all influential factors from this model should be further studied.
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APPENDIX A

QUESTIONNAIRE

The following box to be filled in by Researcher or Research Assistant

Name of Researcher / Research Assistant:

Research ID number: 1101

Date: ......... [oveiiiiii.. [oveiiiiinn,

SECTION 1: Socio-Demographic Characteristics and General Information
Please tick I in the box or fill in the blanks as required.

1. Have you ever participated in a clinical trial for last 6 months or currently
participating in any clinical trials?
[ Yes (When? Please specify month/year)........ [ovirinnn.
[1 No (Please go to question #2)

2. Age
[] 18 - 30 years old ] 31 - 40 years old
[ 41 - 60 years old [ 61 - 80 years old
3. Gender
O Male [ Female

4. Marital status
1 Single L1 Married
1 Widow [ Separate
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5. Religion
[ Buddhism L] Christian
1 Muslim L] Others, please specify............cccc.oevn....

6. Education level
L] Primary school and lower ] High school

[ Certificate/Diploma [ Bachelor’s degree and higher

7. Occupation

L1 Agriculture L1 Employee
L] Self-employed L] Government Officer
[1 Dependent L] Other, please specify...............

8. Income per month (Baht)
[] Less than < 10,000 ] 10,000-30,000
] 30,000-50,000 L1 More than > 50,000

9. What is your health problem? ...
Are you diabetes patient?

O Yes ] No

10. What is your health insurance plan?
[] National Health Security or 30 Baht scheme
1 Civil Servant Medical Benefit Scheme (CSMBS)
[ Social Security Scheme (SSS)
] Private Insurance

LI Others, please specify.............cevunen...
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11. Where do you live?
[ Bangkok, please specify area ................ccoevueeunennn...

[ Other provinces, please SPecify.............cocvevueieeiin....

12. How do you travel from home to the hospital?
L1 by bus L1 by taxi
L1 by your own vehicle [1Other, please specify.............

13. How long does it take from your home to the hospital?
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SECTION 2: Knowledge about clinical trial
Please tick M in the box that matches your opinion.

1.

The objective of the clinical trial is to study the new drug or a new diabetes
treatment?

O Yes O No

. Do you think clinical trials have benefit?

O Yes O No

. Are you required to sign Informed Consent Form before participating in any

clinical trials?

O Yes O No

. Every person who participates in a clinical trial receives the new drug or treatment.

O Yes ] No

. You cannot participate in clinical trial if you are not eligible, even though you want to.

O Yes O No

. Your decision to participate in clinical trials is voluntary.

O Yes ] No

. You will receive payment for participating in clinical trial.

O Yes ] No

. The results from clinical trials may help improving the treatment for future patients

who suffer from the same illness as you.
] Yes 1 No
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9. You can withdraw from the clinical trial at any time after your participation.

O Yes ] No

10. It is possible you may get side effects of the treatment or risk or discomfort during
participation in clinical trial.
L] Yes 1 No

11. Will your information be kept confidentially if you participate in clinical trial?

O Yes O No

12. The physician can convince or persuade you to participate in clinical trials.

O Yes O No



SECTION 3: Attitude towards clinical trial participation

61

Please fill v in the column which is the closest to your thoughts in the following

statements.

Statements

Strongly
Agree

Agree

Neutral

Disagree

Strongly
Disagree

1. The clinical trials have
benefit

2. | think clinical trial is the
best option available

3. I have no choice to
participate in clinical trial

4. | think clinical trials are
safe

5. I would participate in
clinical trial in the future

6. |1 do not fear to take an
investigational new drug or
treatment

7. Other people with would
benefit from the results of
the clinical trial

8. | trust the doctor treating
me

9. I want to help with the
research

10. I feel like a ‘guinea pig’
if participating in clinical
trial
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SECTION 4: Decision-making to participate in clinical trials

Please tick M in the box that matches your opinion.

1. Will you participate in the clinical trial in the future?
L] Yes L1 No

2. Who is the most influential person in your decision-making process to participate in
the clinical trial?
LI Myself
1 Family members (spouse, children, parents, sibling, relatives)
L] Friends or acquaintance
[1 Medical staffs (my doctor or nurse, others)

L] Others, please specify...............ceeuvvenn...

3. What is your main reason for participating in the clinical trial?
L1 Economic benefits (free drug, test fee support)
[ Therapeutic benefits (advance benefit of new drug application)
L1 Complying with physicians' opinion or requested by medical staff
(Relationship with medical staff)
[ Helping the future of clinical trials

[] Others, please Specify............cceevvernn...

4. What is your information source about clinical trials?
[ Relatives/friends/former trial participants
[ Posters or booklets in a hospital
L1 Internet
[ Hospital staff (doctor, nurse etc.)

L] Others, please specify.............c.ccceun..n
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Appendix B
Informed Consent Form
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Time Schedule
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Research Activities

Time Frame (Month)

Month

10

11

12

Literature review

A 4

Proposal writing

A 4

Tool development for
data collection

\4

Validity and reliability
test

v

Ethical
review/approval

\4

Data collection

Data analysis

A\ 4

Report writing

\4

Publication

v

Duration of this study is approximately 12 months
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Appendix D
Budget
Description Unit cost | Quantity Budget
(THB) (THB)

Pre-testing
Printing/Photocopy/Binding 100 30 sets 3,000
(Questionnaires)
Stationary 500 1 set 500
Travel costs for researcher
(Gasoline per round trip) 1,000 5 days 5,000
EC submission process
Preparedness for Ethics submission
(Printing/Photocopy/Binding/Courier) 1,000 10 sets 10,000
Data Collection
Pr|ntmg/Phqtocopy/Bmdmg 200 120 sets 24,000
(Questionnaires + Informed Consent
Form)
Travel_costs for researcher - 1000 10 days 10,000
(Gasoline expense per round trip)
Meal for researchers (All day) 200 10 days 2,000
Training for questionnaire use
(Printing/Photocopy/Binding) 600
(Questionnaires + Informed Consent 200 3 persons
Form)
Hiring place for training 500 1 day 500
Data processing and Data Analysis 100 120 sets 12,000
Thesis Document Process
Printing/Photocopy/Binding/Courier 10,000
(Exam + Final submission process)
Miscellaneous _ 2200
Telephone, Internet fee, courier fee

Total Amount 79,800

(Seventy Nine Thousand Eight Hundred Thai Baht)
Total Amount in letters
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