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ABSTRACT

The number of clinical trials has been increasing dramatically in Asia due
to several reasons. Many researchers have been discovering the reasons why some
patients decide to participate in these trials, but there is not enough evidence that such
an inquiry has been studied in the Thai population. This research was to identify
factors affecting the intention of HIV-infected patients to participate in a clinical trial
by using the Health Belief Model (HBM). A structured questionnaire was developed
in accordance with the six major variables in the HBM. There were 280 patients aged
between 18 — 60 years with asymptomatic HIV infection who presented at one
academic hospital, Bangkok, Thailand during May to July 2013 who responded to the
questionnaire.

About 76.4% of the respondents decided to join the clinical trial study;
whereas 23.6% refused to join. The logistic regression results show that education,
perceived susceptibility, perceived benefits, perceived barriers, cues to action and self-
efficacy were predicting factors of the intention to participate in the clinical trial.
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CHAPTER |
INTRODUCTION

1.1 Rationale and Background

In recent years drug development industry has been expanding globally.
The number of industry-sponsored clinical trials has been widely spreading from
North America and Europe to Asia. As a result of this developing, clinical trial
registration website (Clinicaltrials.gov) was firstly initiated by the US National
Institute of Health (NIH) in February 2000 to respond to an accord of the Food and
Drug Administration Modernization Act of 1997 (FDAMA). &2

no. of trials

Pacifica

Central America

Africa

Australia and New Zealand
Middle East

South America

Asia

Europe

North America

0 10,00020,00030,00040,00050,00060,00070,00080,000

m no. of trials

Figure 1.1 The Number of Clinical Trials Conducted Worldwide

Source: Clinicaltrials.gov (data as of June 2012)

The graph in Figure 1.1 provided the overall number of clinical trial
conducted worldwide in June 2012. About 20,897 (11.23%) clinical trials were
registered in Asian countries. Henderson (2010) and Varawalla (2010) have

investigated why several western pharmaceutical companies and health organizations
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have been interested to initiate clinical trials in Asia. Six reasons were concluded as
follows: (1) the large population size, (2) less differences in ethnic, races and living
habits, (3) potential market for pharmaceutical products, (4) pool of naive patients, (5)
availability of experienced medical professionals, and (6) cost saving. ¢4 Adequate
sample size improves the reliability of research data and high recruitment rate in large
population will shorten time for drug development. Furthermore, the ethnic diversity
of Asian is relatively small when compared with US and European. Asia has become
one of the world fastest growing in pharmaceutical markets because of high demands
of medications, eligible naive patients, well-trained medical staff and cost saving.
According to Figure 1.2, the majority of clinical trials approximately
57.95% have been conducted in East Asia whereby 3,439 studies have been conducted
in South Korea, 2,998 studies have been studied in China and about 2,355 studies have
been performed in Japan. It was found that oncology trials (non-small-cell lung cancer
and breast cancer) have been mostly conducted followed by bipolar disorder, and type

2 diabetes mellitus 9.

No. of trials
South Asia
North Asia
Southeast Asia
East Asia
0 2000 4000 6000 8000 10000 12000 14000
m No. of trials

Figure 1.2 The Number of Clinical Trials Conducted in Asia

Source: Clinicaltrials.gov (data as of June 2012)

As can be seen in Figure 1.2 and 1.3, Southeast Asia has become the

second in the number of studies whereby 3,383 studies have been registered. Within
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three years, May 2009 to June 2012, the number of clinical trials has been increasing
from 1,194 studies to 3,383 studies.). About 1,095 studies (32.37%) have been
initiated in Thailand followed by Singapore, Philippines and Malaysia. Of those
initiated, most trials were phase 111 randomized double blind trials and the majority of
therapeutic diseases in this region are cancer and hematologic diseases followed by
cardiovascular diseases except for Thailand where Acquired Immunodeficiency
Disease is the second highest.®) In February 19, 2013, approximately 161 HIV clinical

studies were registered in clinicaltrials.gov.®

No. of trials

Brunei
Laos
Myanmar
Cambodia
Vietnam

Indonesia
Malaysia
Phillippines

Singapore
Thailand

0 200 400 600 800 1000 1200

m No. of trials

Figure 1.3 The Number of Clinical Trials Conducted in Southeast Asia

Source: Clinicaltrials.gov (data as of June 2012)

The context of developing countries is different from developed countries;
for example, history, economy, healthcare system, cultures, politics, wealth and
power. As a result of these differences, developing countries specific issues are
unique. One of major concerns identified in developing countries is to ensure that the
rights, safety and well-being of trial subjects must be protected in compliance with
Good Clinical Practice (GCP); however, illiteracy, poverty, and inadequate healthcare
system appear to make trial participants become vulnerable. In addition to paternal

relationship between trial subjects and research physicians, some trial subjects might
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not be aware of their rights to freely make decision to join the clinical trial.® In other
words, this relationship might be used to influence the patients to join the clinical trial
(6, 7).

According to the results from some previous studies, motivating factors
and barriers have been interpreted differently in particular population. €29 Thus,
factors affecting clinical trial participation identified previously in other countries
might not be properly applied for Thai population. Since the research about these
factors cannot be found in Thai literatures, examining these motivating factors and
barriers in Thai population will provide basic knowledge about clinical trial
participation related factors through the application of the Health Belief Model
(HBM).

This cross-sectional research was designed to determine the relationship
between patients’ characteristic, their perception and intention in clinical trial
participation using HBM. This study was done in one academic hospital in Bangkok in
order to examine these factors. The HIV-infected patients were recruited to allow
adequate sample population due to high number of clinical trials. The HBM was used
as the theoretical and conceptual framework for the study because this model can
answer why patients take actions relating to their health condition and to predict the

patients’ health behavior.

1.2 Research Questions

1. What factors in the HBM affecting the intention of HIV-infected
patients to participate in the clinical trial?

2. What are the relationship between patients’ characteristics and their
intention to participate in the clinical trial?

3. What are the relationship between patients’ perception according to the

HBM and their intention to participate in the clinical trial?
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1.3 Research Objectives

1. To identify what factors in the HBM affecting the intention to
participate in the clinical trial in HIV-infected patients.

2. To determine the relationship between HIV-infected patients’
characteristics and the intention to participate in the clinical trial.

3. To determine the relationship between HIV-infected patients’
perception according to the HBM and the intention to participate in the clinical trial.

1.4 Hypotheses

There were 13 hypotheses proposed for this research based on the other
previous studies summarized in table 2.3.

H1: Male patients intend to participate in the clinical trial higher than
female patients.

H2: Older patients intend to participate in the clinical trial higher than
younger patients.

H3: Married patients intend to participate in the clinical trial higher than
single or divorce patients.

H4: Low income population intends to participate in the clinical trial
higher than high income population.

H5: Low educated patients intend to participate in the clinical trial higher
than higher educated patients.

H6: Occupation is not related to the intention to participate in the clinical
trial.

H7: Patients without or do not use health insurance coverage intend to
participate in the clinical trial higher than patients with health insurance coverage.

H8: Patients with high perceived susceptibility intend to participate in the
clinical trial higher than log perceived susceptibility.

H9: Patients with high perceived severity intend to participate in the
clinical trial higher than low perceived severity.

H10: Patients with high perceived benefits intend to participate in the
clinical trial higher than low perceived benefits.
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H11: Patients with low perceived barriers intend to participate in the
clinical trial higher than high perceived barriers.

H12: Patients with low cues to action intend to participate in the clinical
trial higher than high cues to action.

H13: Patients with high self-efficacy intend to participate in the clinical

trial higher than low self-efficacy.

1.5 Scope and Limitation of Research

This study focused on HIV-infected patients’ intention leading to clinical
trial participation. Only those who have been receiving antiretroviral therapy at the
infectious clinic of one academic hospital in Bangkok and met eligibility criteria were
the subjects of this research. The questionnaire was adapted to determine the
relationship between patients’ characteristics and the intention to participate in the
clinical trial as well as patients’ perception and their intention.

This research design; however, had limitations. The best practice to
identify factors affecting decision to participate in the clinical trial should be
conducted after the decisions had been made. Conversely, there was no new clinical
trial initiated during the period of our study; however, based on the Theory of Planned
Behavior (TPB) proposed by Ajzen (1991), belief was related to actions that can be

predicted through attitudes and intentions @2,

1.6 Operation Definition of Terms

1.6.1 Patients’ Intention to Participate in the Clinical Trial refers to the
HIV-infected patients’ intention to participate in the future clinical trial in one
academic hospital in Bangkok based on the assumption that higher intention would
lead to higher participation. The patients’ intention was assessed by measuring the
intention of clinical trial participation. The intention was divided in 10 levels from 1 to
1009,
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1.6.2 HIV-infected patients refer to the HIV-infected patients who
presented at the infectious clinic in an academic hospital in Bangkok during May to

July 2013 and met all eligibility criteria specified in this research.

1.6.3 Health Belief Model refers to six constructs of the HBM and other
related variables that affect the intention of research population to participate the in
clinical trial.

1.6.3.1 Perceived susceptibility refers to HIV-infected patients’
beliefs about the possibility of experiencing a risk of having AIDS defining illness
during the completion of the questionnaire; e.g. awareness of the importance of
antiretroviral therapy compliance, follow-up on health conditions, having blood test
for CD4" and viral load and health maintenance. HIV-infected patients’ risk behaviors
were self-evaluated in four points Likert’s scale.

1.6.3.2 Perceived severity to clinical trial participation refers to
HIV-infected patients’ feeling concerning about the seriousness of their HIV infection
condition if they participate or do not participate in the clinical trial. HIV-infected
patients’ personal health concerns about medical and clinical consequences including
social consequences were self-assessed in four points Likert’s scale.

1.6.3.3 Perceived benefits refer to HIV-infected patients’
beliefs that expected benefits that they might receive from being a volunteer in the
clinical trial would reduce their risks or seriousness of getting AIDS defining illness.
The expected benefits were evaluated in three dimensions: health benefits, economic
benefits and knowledge benefits. Four points Likert’s scale was used.

1.6.3.4 Perceived barriers refer to HIV-infected patients’
beliefs about negative aspects of expected risks and discomforts that they might
receive from being a volunteer in the clinical trial. HIV-infected patients’ evaluation
about the expected risks, physical and emotional discomforts including trusts in
clinical researchers and study site were measured in four points Likert’s scale.

1.6.3.5 Cues to action refer to any inducers both internal and
external which initiate the readiness of HIV-infected patients to make decision to

participate in the clinical trial. Experiencing receiving clinical trial information and
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recommendations from physicians and family members were assessed in four points
Likert’s scale.

1.6.3.6 Self-efficacy refers to HIV-infected patients’ beliefs
how much they can comply with clinical trial requirements by measuring the
confidence level. Clinical trial requirements consist of visiting the trial site, follow
clinical study procedures (blood collection and adverse events recording), and

complying with study drug regimen.

1.7 Theoretical and Conceptual Framework

Demographic Characteristics
e Gender

Age

Marital status

Income

Education

Occupation

Health insurance coverage Intention to participate in the

clinical trial
(Participation, Non-participation)

A 4

Constructs of the Health Belief
Model (HBM)

e Perceived Susceptibility
Perceived Severity
Perceived Benefits -
Perceived Barriers Cues to Action

Perceived self-efficacy

Figure 1.4 Health Belief Model theoretical and conceptual framework applied to

intention to participate in the clinical trial of HIV-infected patient

Source: The conceptual framework adopted from the Health Belief Model; Health
Behavior and Health Education: Theory, Research, and Practice; 4™ edition;

San Francisco; Jossey-Bass Publishers 2008 ??
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CHAPTER Il
LITERATURE REVIEW

This research was to examine the factors relating to the intention to
participate in the clinical trial of HIV-infected patients. The literature review
addressed the concepts, theories and other documents related to clinical trials, the
HBM and HIV-infected patients are as follows:

2.1 Clinical trials

2.2 Clinical trial participation

2.3 The Health Belief Model (HBM)

2.4 Clinical management for HIV-infected patients and AIDS patients

2.5 Related and variables related to clinical trial participation

2.1 Clinical Trials

2.1.1 Definition

According to Meinert (1986), clinical trial was initially defined as a well-
planned experiment in human subjects to evaluate the efficacy of the investigational
products by comparing the outcomes between tested group and control group until the
end of the trial over the same time period.®® Then in April 1990 when International
Conference on Harmonization (ICH) was established, clinical trial is officially defined
as any investigation in human subjects intended to discover or verify the clinical,
pharmacological and/or other pharmacodynamic effects of an investigational
product(s), and/or to identify any adverse reactions to an investigational product(s),
and/or to study absorption, distribution, metabolism, and excretion of an
investigational product(s) with the object of ascertaining its safety and/or efficacy. The

ICH’s definition of clinical trial has been widely accepted internationally 24,



Siriwan Thitiphongpraphat Literature Review / 10

2.1.2 Classification and Description of Clinical Trials
The classification of clinical trial is determined by features and purposes.

ICH classifies it into four phases as follows ?4:

2.1.2.1 Phase | study is to explore the tolerability, safety,
pharmacokinetics and pharmacodynamic of the investigational products whether it is
worthwhile for further investigation. The absorption, distribution, metabolism, and
excretion of tested drug are measured. First administration of a new therapy to human
subjects happens at this phase. Healthy volunteers and patients with mild severity of
illness are also involved in phase | study.

2.1.2.2 Phase Il study is to further investigate to collect dose-
response relationship data. Pathophysiology of diseases is addressed including adverse
reaction and potential impact of new study endpoints. Therapeutic regimens and target
population may be evaluated for further studies. Phase | and phase 1l emphasize on the
proof of concept about drug toxicity and clinical complications.

2.1.2.3 Phase Il study is to proof the evidence accumulated
from phase Il. The determination of the investigational products in large-scale
comparative trial versus standard of care or placebo is performed. This phase is to
proof whether the new therapy should replace current treatments. Dose-response
relationship including drug usage in wider population may be further explored at this
stage. Data accumulated from phase I, 11 and 111 are required for drug registration,

2.1.2.4 Phase IV or Post-marketing study begins after drug
approval. This phase focuses on gathering additional data about safety and impact of
new treatments as well as rate of drug usage. The registered new therapy is used in
clinical practice with safety monitoring based on reported adverse events. Drug

development for new indications is also classified as phase IV trial.

2.1.3 Clinical Trial Life Cycle
The clinical trial consists of six main stages as follows @3):
2.1.3.1 Initial design stage: According to the ICH guidelines,
study design is a mandatory step to the success of the study. Every single components
of the clinical study protocol such as the sample size calculation, comparative drugs,

and study objectives are clearly identified. Safety monitoring process, laboratory



Fac. of Grad. Studies, Mahidol Univ. M.Sc. (Public Health) / 11

specimen handling and following-up premature withdrawal patients are indicated in
this protocol ¢4 2),

2.1.3.2 Protocol development stage: A well-designed protocol
IS mandatory to ensure the success of the clinical trial. As described by Chow (2004)
and ICH guideline, a protocol is a documented plan that direct the researchers to
conduct the clinical study. The well-designed protocol should clearly describe about
the study objective, methodology as well as data analysis. The study background and
rationale including references should be clearly stated ¢4 25),

2.1.3.3 Patient recruitment stage: Patient recruitment stage
starts after getting the approval from the Ethics Committees and the Regulatory
Authorities. It is responsibilities of the sponsor to ensure that all essential documents
and facilities are ready to recruit the patient after site initiation. Once the first patient is
recruited, data collection and monitoring are implemented at the trial site. Since the
multi-center studies have been conducted globally, the variety of subject and its
recruitment rate are high. The systematic bias is also reduced. Thus, selecting the high
performing sites is necessary for a successful study ¢”). The recruitment process and
related factors are described in section 2.2.

2.1.3.4 Treatment and follow-up stage: Once the trial sites are
approved to enroll the subject, the investigational products are administered according
to the protocol. The trials are monitored periodically by the sponsor’s representatives
to ensure that they are conducted in compliance with the GCP, Standard Operating
Procedures (SOPs), regulatory requirements and the protocol. This process is to ensure
that the subject’s rights, safety and well-being are protected and data are integrity.
After the treatment period ends, the safety of the subjects are followed up until at the
end of the study or until the subjects discontinue or early withdraw from the study @7

2.1.3.5 Patient close-out stage: After all subjects completed the
treatment and follow-up period and clinical data are verified with the source
documents and frozen by data manager, the trial sites are ready to be closed. ?7

2.1.3.6 Termination stage: The trial sites or the protocol itself
can be terminated at any stage of the trial for both positive and negative reasons. The
positive reasons may be; for example, overall enrollment and statistical stopping

criteria were met. The negative reasons may be the investigational product was found
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to be unsafe, not effective, the protocol is too difficult to comply, and investigators

die, retire or move to other places, etc. @,

2.2 Clinical Trial Participation

2.2.1 Recruitment Process

Patient recruitment is a process of considering patients’ eligibility of the
study and asking for clinical trial participation. The successful of recruitment depends
on an adequate budget, a clear recruitment strategy and periodic monitoring. The
recruitment process is described in Figure 2.1. The potential patients are approached
whether they are willing to participate in the clinical trial. Then the patients are asked
to sign and date on the informed consent form prior to screening to check eligibility

criteria. If the patients are eligible, they will be enrolled in the clinical trial.

Pools of
m Screening failure

Pre-screening the potential > Patients will receive

subiects standard treatments

Eligible

\ 4 Refuse to ioin

Performing the consent process I

Agree to

v Ineliaible

Screening according to the
eliaibilitv criteria in the trial

Eligible

Patients enter the trial |

A\ 4

Figure 2.1 Patient Recruitment and Participation in a Clinical Trial (Spilker; 1996)@?®
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2.2.2 Patient Recruitment Related Factors
The factors influencing subject recruitment suggested by Spilker (1996)
are presented in table 2.1. These factors were categorized into four groups: patients,

trial sites, study designs and others ?®),

Table 2.1 Selected Factors that Influence Patient Recruitment

Factors

Patients e Socioeconomic composition of the patient pool
e Degree of health concerns of the patients
e Number of patients contacted via telephone, letter or direct
approach, etc.
Trial Sites e Resources of time, staff, and budget available to devote to this
effort
e Location of the trial site relative to patients’ home or work
Study e Nature of appeal to patients to enroll in the study
Design e Specific requirements and demands of the study
e Amount of remuneration or other benefits
Others e Source of patient referral: medical sources, other clinical trials,
laboratories, blood banks.

e Specific place where mass screening occurs.

Source: Spilker (1996), Patient recruitment, Guide to clinical trial, Pennsylvania,

Lippincott-Raven Publishers 9,

2.3 The Health Belief Model (HBM)
The HBM is derived from psychological theories of decision making about
alternative behavior. It is used to explain how and why individuals take action to their

illness condition ®?. The theoretical conditions proposed by the HBM are as follows
(29)-
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1. The individuals’ determining their perception of the susceptibility of
diseases and their perception of the severity of the medical/clinical consequences to
stimulate the readiness to take action that relates to their health condition.

2. The individuals’ evaluation of efficacy and feasibility of their health
conditions considered with the barriers and the perceptions of psychological of the
proposed actions.

3. Internal and external triggers must stimulate the health related behavior.

2.3.1 The Origins of the Health Belief Model

The HBM was initially implemented by Hochbaum and associates from
the US Public Health Service. This model is to examine why individuals refuse to join
tuberculosis screening program. In the early of 1950s, Academic Social Psychology
developed this model based on their perspectives that “behavior is an operation of
subjective value of an outcome and of the subjective probability that a particular
action will reach that outcome” ©0-33),

After that the HBM was re-formulated based on the concept that (1) the
health related behavior is the desire to recover from illness or to avoid illness and (2)
the health related action will prevent individuals from illness. The model was later

acknowledged as the individuals’ estimates of personnel susceptibility to illness and

severity of an illness and its possibility to reduce their threats 4.

2.3.2 The Components of the Health Belief Model
Six key components in the HBM consist of perceived susceptibility,
perceived severity, perceived benefits, perceived barriers, cues to action and self-
efficacy. The concepts and linkages are shown in Figure 2.2 9,
2.3.2.1 Perceived susceptibility: Perceived susceptibility
assesses individuals’ perception about the possibility to get risk of contracting a health
condition. For patients, the perception includes the patients’ estimates of re-
susceptibility, acceptance of the diagnosis, and susceptibility to illness in general. This
term is also defined as “individuals’ acceptance of personal susceptibility to their
health conditions”. The meaning of perceived susceptibility may vary in patients with

different level of severity. Patients with moderate severity may deny the possibility of
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getting diseases; whereas, patients with moderate severity may accept their
susceptibility by admitted to the possibility of a disease occurrence. This component
partly depends on knowledge ?2 3,

2.3.2.2 Perceived severity: Feeling concerning the seriousness
of getting diseases if leaving it untreated. Perceived severity is measured by evaluate
the clinical and social consequences. Clinical consequences include but not limited to
disability, pain and death. Social consequences are the social relationship with family
members, colleagues and others. Perceived severity is also defined as “Individual’s
opinion about the seriousness of a disease condition as well as its consequences”. The
degree of seriousness is measured by considering the kinds of difficulties the
individual beliefs about illness is created for them and about the level of emotional
arousal. This component partly depends on knowledge 2 %,

2.3.2.3 Perceived benefits: The individuals’ beliefs in the
effectiveness of actions in decreasing disease threats. An appropriate level of beliefs in
perceived threat that individuals expressing will not accept any health related actions
until they judge that recommended action is effective. Perceived benefits is also
defined as “Individuals’ belief of the potency of the recommended actions in reducing
disease threats” ),

2.3.2.4 Perceived barriers: The individuals’ beliefs in any
potential negative aspects that may be an obstacle to undertaking the recommended
behavior; for example, time consuming, unpleasant and painful, risks of having
negative adverse effects, inconvenience etc. Thus, the combined levels of
susceptibility and severity that energy or force to act and the perception of benefits
provide a preferred path of action. Perceived barriers is also defined as “Individuals’
opinions of the physical and psychological costs of the recommended action” 239,

2.3.2.5 Cues to action: A stimulus that triggers appropriate
health behavior to take action ®?. Hochbaum (1958) proposed that there are other
factors can potentiate the readiness to take action; for example, bodily and
environmental events GV, Mass media, reminders, recommendations from family
members and friends can be considered as triggers. The intensity of a cue required to
stimulate behavior depends the levels of susceptibility and severity. This term is also

defined as “Pathway to initiate individuals’ readiness” 239,
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2.3.2.6 Self-efficacy: Self-efficacy was initially defined by
Bandura in 1977 as “Beliefs in one’s capabilities to organize and execute the courses
of action required to produce given attainments”. Another definition of self-efficacy is
“A personal belief how much control they can manage in situations”. This self-
efficacy concept was introduced in order to increase an explanatory power to the HBM
(33, 36, 37)  Self-efficacy affects individuals’ reaction to respond to the situations that
they are challenging. If people believe that they cannot control those situations, they
will tend to avoid or escape from those situations. Self-efficacy is traditionally
measured by rating the degree of confidence in performing a specific task ©®). It
induces the choice of activities and affects coping efforts once it is initiated. This can
be explained that people usually tend to avoid or escape the situations that they believe
their coping skills cannot control that situation; whereas, they get involved in activities
if they judged themselves that they can handle it.
2.3.2.7 Other variables appear to influence health related
behavior are as follows 22 34 %
e General characteristic factors (age, gender, ethnic, etc.)
e Sociopsychological factors (self-efficacy, social support etc.).
¢ Socioeconomics factors (household income, education, etc.) ¢

e Knowledge about the disease.

é‘gﬁ der Perceived susceptibility —

e and Perceived severity | —» Perceived threat Individual
Ethnicity > N behavior
Personality
Socioeconomic
Knowledge Perceived benefits T

Perceived barriers Cues to action
Perceived self-efficacy

Figure 2.2 The Health Belief Model Components and Linkages

Source: The Health Belief Model; Health Behavior and Health Edication: Theory,
Research, and Practice; 4™ edition; San Francisco; Jossey-Bass Publishers
2008 @2,
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2.4 Clinical Management for HIV-infected and AIDS Patients

2.4.1 Laboratory Testing for HIV Infection
Laboratory testing is mandatory to confirm the HIV infection by anti-HIV
and viral detection. The positive result is confirmed only for patients whom having
reactive result from all different three techniques. If they have nonreactive result from
the first test, the negative result is reported. In case of all three different techniques
show intermediate result, repeating the blood testing within two weeks, three and six
months are recommended. If the repeated result is still intermediate, the negative result
is finally reported.
2.4.1.1 Anti-HIV detection: Three different techniques used to
detect antibody to HIV are as follows: ELISA is one of immunological techniques to
measure both antigen and antibody to HIV. This technique consists of three methods:
Indirect Enzyme Immunoassay, Competitive Enzyme Immunoassay, and Antigen
Double Sandwich Immunoassay. The result is reported as ‘“Reactive” and
“Nonreactive”. Simple test is a technique to detect antibody to HIV by Gelatin Particle
Agglutination. The result is reported as “Reactive” and “Nonreactive”. Rapid test is a
rapid technique that can detect antibody to HIV within 30 minutes. The result can be
interpreted easily without special instruments.
2.4.1.2 HIV viral testing: ELISA technique is to detect p24
antigen of HIV in acute phase. Nucleic Acid Amplification Testing (NAAT) is a
genetic detection technique which is used to detect proviral DNA or RNA in infected

cells.

2.4.2 Treatments for HIV-infected patients

Before initiation of antiretroviral therapy in naive patients, CD4" and viral
load are measured to evaluate the HIV-infected patients’ health conditions. Too early
initiation of antiretroviral therapy may lead to Immune Reconstitution Inflammatory
Syndrome (IRIS). Antiretroviral therapy is used to control viral load and restore CD4"
level and reduce risks of getting opportunistic infection. In Thailand, clinical signs and

symptoms and CD4" are used for consideration as shown in Table 2.2.
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Table 2.2 Indications for Initiation of Antiretroviral Therapy in Thailand

Clinical signs and symptoms CD4" level Recommendation
(cell/ul)

AIDS defining illness Any level Initiation of antiretroviral therapy

Specific signs and symptoms* Any level Initiation of antiretroviral therapy

No clinical signs and <350 Initiation of antiretroviral therapy

symptoms

No clinical signs and More than 350 Follow-up for clinical signs and

symptoms symptoms and CD4" level every

(six) 6 months
Source: National Guideline on HIV/AIDS Diagnosis and Treatment: Thailand 2010“%

*Specific clinical signs and symptoms are defined as oral candidiasis,
Pruritic Popular Eruption (PPE), unspecified chronic fever, unspecified chronic
diarrhea up to 14 days, weight loss more than 10% within three months and herpes
zoster more than two dermatomes, etc. Opportunistic infection prophylaxis will be
given if these signs and symptoms are detected.

AIDS defining illness is defined by CDC classification as follows:

e Candidiasis of bronchi, trachea, or lungs

e Candidiasis, esophageal

e Cervical cancer, invasive

e Coccidioidomycosis, disseminated or extrapulmonary

e Cryptococcosis, extrapulmonary

e Cryptosporidiosis, chronic intestinal (more than 1 month)

e Cytomegalovirus disease (other than liver, spleen, or nodes)

e Cytomegalovirus retinitis (with loss of vision)

e Encephalopathy, HIV-related

e Herpes simplex: chronic ulcer(s) (more than 1 month); or bronchitis,

pneumonitis, or esophagitis
e Histoplasmosis, disseminated or extrapulmonary
e Isosporiasis, chronic intestinal (more than 1 month)

e Kaposi’s sarcoma
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Lymphoma, Burkitt’s (or equivalent term)

e Lymphoma, immunoblastic (or equivalent)

e Lymphoma, primary, of brain

e Mycobacterium avium complex or M. kansasii, disseminated or
extrapulmonary

e Mycobacterium tuberculosis, any site (pulmonary or extrapulmonary)

e Mycobacterium, other species or unidentified species, disseminated or
extrapulmonary

e Pneumocystis pneumonia

e Pneumonia, recurrent

e Progressive multifocal leukoencephalopathy

e Salmonella septicemia, recurrent

e Toxoplasmosis of brain

e Wasting syndrome due to HIV

e Peniciliosis (for Thailand)

Antiretroviral therapy marketed in Thailand has four categories as follows:

e Nucleoside Reverse Transcriptase Inhibitors (NRTIs) such as
Zidovudine (AZT), Stavudine (d4T), Lamivudine (3TC), Didanosine (ddl), Abacavir
(ABC) and Tenofovir (TDF) including fixed dose combination.

e Non-nucleoside Reverse Transcriptase Inhibitors (NNRTIs) such as
Nevirapine (NVP) and Efavirenz (EFV) including fixed dose combination.

e Protease Inhibitors (Pis) such as Indinavir (IDV), Ritonavir (RTV),
Nelfinavir (NFV), Saquinavir soft gel capsule (SQV-sgc), Lopinavir/ritonavir (LPV/r),
Atazanavir (ATV)

e Fusion Inhibitors such as Enfuvirtide.

2.5 Research and Variables Related to Clinical Trial Participation

Recently, the HBM has been widely used to understand the human

behaviour in several studies including clinical trial participation. The literatures
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involving the HBM and clinical trial participation were reviewed and summarized to
identify common variables used in this research study as presented in table 2.3.

Calnan conducted the research to examine how far the Health Belief
Model can predict the participation in the breast cancer early detection program.
Health motivation, value of illness threat reduction, probability that compliant, state of
health, social support, practice of breast self-examination were assessed by
interviewing with the questionnaire. Sociodemographic characteristics data including
social class, education, age, marital status and employment status were collected. The
result showed that the intention to attend was the strongest discriminator between
attendance and non-attendance. Data was also reported that marital status and age
were important to explore how people thought about their health condition. Calnan
suggested exploring the relationship between marital status and age with the
perception of health behaviour “9.

Gorkin et al (1996) applied the Health Belief Model in relationship
between personal demographic, psychosocial, environmental variables of and the
decision to enrol post myocardial infarction patients. The result indicated that the
medical insurance coverage, gender and personal health concern were related to the
decision to participate in the trial; whereas education had no relationship with the
decision making. The study discussion also revealed that well receiving clinical trial
information or knowledge during the informed consent process lead to clinical trial
participation @9,

Verheggen and van Wijimen (1996) examined information disclosure and
trial participation by reviewing the empirical literatures on informed consent from
1979 to 1995. Verheggen and van Wijimen summarized that investigators, patients
and characteristics of clinical trial design are associated with clinical trial
participation. Attitude and motivation of investigators to refer patients, attitude and
motivation of the patients to make a decision to participate in the trial as well as
clinical trial design are also key factors. Four behavioural concepts influencing trial
participation were reported. Possibility of getting risk and perceived health condition,
perceived benefits of treatments and having knowledge as well as expected costs,
inconvenience and trial duration are considered as behavioural concepts that influence

trial participation @7,
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A study conducted by Zimet et al (1997) to test the relationship of health
belief to intention to receive HIV vaccine among university undergraduates. The result
discovered that the investigational products effectiveness influenced the rate of
vaccination. The susceptibility, benefits and fear of the investigational products were
significantly correlated to the acceptance of immunization “2.

Verheggen et al. (1998) studied determinants of clinical trial participation
by interviewing patients who did and did not consent to participate in the trial using
the Health Belief Model. These two groups of patients were interviewed after they
were asked by the investigator to join the trial. Expected physical and emotional
benefits, risks, and time-consuming were assessed. These variables were found to
depend on patients’ opinion about medical care and healthcare professionals and how
patients consider about their diseases. The result concluded that beliefs in the
reduction of patients’ disease threats and the evaluations of clinical trial the patient
was approached for; were related to health behaviour prediction. Moreover, the result
also revealed that the reason why the patients participate in the trial between long-term
patients and short-term patients was different 6),

Ross et al (1999) systematically reviewed 78 trials that published on
Medline, Embase and CINAHL for ten years (1986 - 1996) to identify the barriers of
clinical trial participation excluding phase | and Il trials as no enough supporting
evidence. Expected barriers concluded by Ross are but not limited to additional
procedures, appointments, transportation, expenses, fear of treatment, preferences for a
particular treatment and informed consent concerns. On the other hand, the
investigators and site staff themselves act as barriers; such as inadequate training, time
constraint, patients' concerns, fear of the impact on physician-patient relationship, loss
of professional autonomy, informed consent process, lack of rewards and recognition
and insufficiently interesting questions “3),

Rojavin et al (2006) studied factors that motivated dyspepsia patients to
enter into clinical trial. The motivated factors included intention to help develop new
drug, receiving treatment and access to high level of the professional care. However,

the result indicated that the financial benefits were not a major motivator in this trial
(12)
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Mills et al (2006) examined the obstacles to HIV pharmacological trials by
systematic reviewing 97 studies both qualitative and quantitative literatures published
on the trustworthy database such as AMED, Campbell Collaboration, CINAHL,
Cochrane Library, Embase, ERIC, Medline and UK National Health Service
Economic Evaluation Database including unpublished sources such as
clinicaltrials.gov website and the UK National Research Register during 1975 to 2004.
The common barriers were concluded that fear of side effects, suspicions about drug
itself, mistrust in researchers, interference with everyday life/changes in routine,
transportation obstacles, confidentiality issues and lack of anonymity became the
major concerns for HIV patients to enter the trial ¢4,

Newman et al (2007) studied the impact of HIV vaccine trial attributed on
willingness of healthy volunteers living in vulnerable communities located in the
United States. The research indicated that fear on the risk of infection from HIV
vaccine, AIDS stigma were major concerns. In addition, unbelief in clinical research
system to treat the volunteers if they were infected was also a barrier ™9,

Marcantonio et al (2008) identified the barriers and motivators of clinical
research study participation in vulnerable older patients living in the United States.
The research concluded that free parking and flexible appointments were incentives
and repeated study procedure, the duration of procedure and transportation were
barriers of the participation (9,

Baquet et al (2008) studied factors associated with trial enrolment in
African American and other underrepresented populations. The result concluded that
patients, healthcare professionals, investigators, structure and organization play a key
role in clinical trial participation. Patients’ demographic and socioeconomic status
including patient/community awareness influences the decision to participate in trials.
The healthcare professionals reported that they do not know how to access such trials
because of having limited information on available clinical trials. Lack of basic
knowledge on the clinical research role, concern about losing patients, lack of
administrative support and reimbursement concerns influence patients to trials were
reported as the barriers. Factors related to the investigators include failure to recognize
the importance of culturally approaches, distrust of academic institutions and

researchers by patients, lack of training in explaining complex research protocol to
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low iterate patients, and failure to implement patient recruitment strategies are barriers
reported from the investigators. Structural and organizational factors consist of
inconvenient time of subject appointments, logistic arrangements, lack of adequate
support from sponsors, and insufficient community-based infrastructure and trial
design factors “9).

Robiner et al (2009) described that study period, frequency and number of
study visits/procedures, travelling to study site, missing work, and study procedure
related physical discomfort are concluded to be the most problematic to clinical trial
participation in double-blind placebo-controlled diabetes trial “9).

Stunkel and Grady (2011) reviewed the existing literatures published in
PubMed that studied regarding the decision making, motivations and willingness of
clinical research participants in order to examine whether monetary compensation was
a principal motivator for healthy volunteers to enter the clinical trial. Six studies
conducted in the United States, six studies conducted in Europe and one study
conducted in Malawi were systematic reviewed. The result discovered that financial
reward was a good aspect of participating. Some studies found that non-volunteers
preferred financial motivations rather than volunteers; whereas others concluded the
opposite result; non-volunteers were less likely seeking for financial motivations. In
addition, the research reported that age, education, and social circumstances were
correlated to influence on how important money was needed. However, the possibility
to take risks from clinical trial participation was still an important concern for who
decided to be in the trial 7).

James et al (2012) explored the use of health belief model to develop
culturally suitable for weight-management program. The result explored that obesity
might be led by culture and genetics. The expected benefits the patients received from
losing weight in the weight management program were reducing their disease threats
and improving appearance. Motivators were being diagnosed, physical appearance and
cost saving. Barriers could be lack of reliable information, no social support and no
motivation 0,

Chu et al (2012) compared the view between the patients and the healthy
volunteers on clinical trial participation in South Korea to understand the decision of

research participants to enter the clinical trial. The discussion stated that paternal
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relationship affected the decision making of patients rather than healthy volunteers.
Attitudes of research participants and knowledge regarding the clinical trial were
influential factors on the successful of the recruitment. The main purpose for
participation was economic benefits for both groups, but health benefits were reported
in patient group. Poor communication between the physician and patients was judged
to be one of the barriers of trial participation .

Park et al (2012) discovered the motivators and barriers influencing the
willingness of injected drug users to participate in HIV vaccine trial. Altruism or
willingness to help others and protection from HIV infection were key motivators;
whereas monetary payments was found as a motivator only in a small group. The
safety and side effects of HIV vaccine were defined as barriers. Time constraint was a
main reason for non-participants @.

Yoruk et al (2012) discovered that the negative perception from the
community regarding “the guinea pig” attitude prevented Turkish patients not to
participate in the trial 8,

The factors from the other research studies has been summarized in table
2.3 can be categorized based on the HBM; demographic, perceived susceptibility,
perceived severity, perceived benefits, perceived barriers, cues to action and self-

efficacy.
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Table 2.3 The Summary of Factors Associated with Programs or Interventions of

Participation

Author/Year  Theory based Variables Program of
Participation

Calnan HBM Intention to attend Breast cancer early

(41) i
(1984) Marital status detection program
Age
Gorkin et al HBM Medical insurance Post myocardial
(1996) 19 infarction trial
coverage

Personal health concern

Receiving clinical trial

information
Gender
Verheggen and None Possibility of getting risk Literature
van Wijimen . . reviewing
(1996)17 Perceived health condition
Perceived benefits
Knowledge
Costs
Inconvenience
Trial duration
Zimet et al HBM Effectiveness of HIV vaccine trial
(1997)¢2 . _—
investigational products
Perceived susceptibility
Perceived benefits
Fear of investigational
products
Verheggen HBM Beliefs in the reduction of Surgery trial
(1998)19) : Dermatology trial
disease threats ENT trial
Beliefs in evaluation of ~ Internal medicine
clinical trial trial
Urology trial

Cardiology trial
Pulmonary trial
Orthopedics trial
Radiology trial
Anesthesiology trial
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Table 2.3 The Summary of Factors Associated with Programs or Interventions of

Participation (cont.)

Author/Year  Theory based Variables Program of
Participation
Ross et al None Additional procedures Randomized
(1999)“3) Literature : controlled-trial
. Appointments
reviewing
Transportation
Expenses
Fear of treatment
Informed consent concern
Rojavin et al None Intention to help develop Dyspepsia trial
(2006)12 (Descriptive
. new drug
analysis)
Receiving treatment
Access to high level of
professional care
Mills et al None Fear of side effects HIV drug trial
(44) i
(2006) (Sys_terr_]atlc Suspicions about drug
reviewing)
Confidentiality
Lack of anonymity
Newman et al None Fear of the risk of infection HIV vaccine trial
(11) - -
(2007) (Descrlp_tlve Stigma
analysis)
Unbelief in clinical
research system
Marcantonio et None Free parking Trials recruiting
(10) - - -
al (2008) (Descrlptlve Flexible appointments elderly patients
analysis)
Repeated study procedure
Duration of study
procedure
Baquet et al None Patients” demographic and Cancer trial
(2008)“® (Literature : .
. socioeconomic status
review)

Awareness
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Table 2.3 The Summary of Factors Associated with Programs or Interventions of

Participation (cont.)

Author/Year  Theory based Variables Program of
Participation
Robiner et al HBM Study period Diabetes trial
(46)
(2009) Frequency of visits and
procedures
Travelling
Missing work
Physical discomfort
Stunkel and None Financial rewards Trials recruiting
Grady (Literature Age healthy volunteers
(2011)47 review) g
Education
Social circumstances
Risks of clinical trial
ames et a eing diagnose eight management
J | HBM Being diag d Weigh g
(20)
(2012) Physical appearance program
Cost saving
Chu et al None Attitude about trial Phase | trial
(9) - - - - -
(2012) (Z%Z(i;lfitsl)ve Knowledge about trial Bioequivalence trial
Economic benefits
Health benefits
Poor communication
ark eta one truism vaccine tria
Park et al N Altrui HIV i ial
(8) - -
(2012) ([;?;ﬁ;sts')v € Monetary payments
The safety and side effects
Time-constraint
Yoruk et al None Guinea pig attitude Oncology trial
escriptive ulmonary tria
2012)“8) Descripti Pul ial
analysis) Neurology trial

Orthopedics trial
Endocrinology trial
Cardiology trial
Cardiovascular trial
Urology trial
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As summarized in table 2.3, the variables concluded by previous research
studies were varied depends on the population and therapeutic area. Variables from
some research were similar to each other. All variables were categorized into each
construct of the HBM based on the questionnaire developed by Gorkin et al (1996)
and Verheggen and van Wijimen (1996) 1917,
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CHAPTER 11
RESEARCH METHODS

This chapter described the research methods of this study. This chapter
addressed the research design, research population and sampling techniques,
instruments, validity and reliability testing, ethical consideration, data collection and

data analysis.

3.1 Research Design

This is a cross-sectional study design to investigate the factors related to
the intention of the HIV-infected patients to participate in future clinical trials based
on the HBM.

3.2 Research Population and Sampling Techniques

3.2.1 Population and Sample

The target population was HIV-infected patients aged between 18 — 60
years presented at the out-patient department at one academic hospital in Bangkok
during May to July 2013. Patients aged less than 18 years or older than 60 years were
excluded to avoid recruiting the vulnerable population.

3.2.2 Sample Size Calculation

The sample size for logistic regression was calculated using the model
proposed by Whittemore (1981).“% Since the number of studies about factors affecting
clinical trial participation in Thai population was limited, the probability used in this
equation was referred from the research about HIV-1 vaccine trial in young Thai men

population.
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According to the study by Jenkins et al (2000), the results were reported
that perceived risks of getting HIV (OR = 1.84) and perceived benefits are major
factors of the willingness to join the trial. Perceived benefits consists of altruism
(helping Thai society (OR = 1.72) and recognition from family (OR = 1.23)) including
tangible benefits (OR = 1.33). ©% Perceived benefits as tangible incentives were used
for sample size calculation in this research.

Dependent variables in this research were the intention to clinical trial
participation (Y = 1) and non-participation (Y = 0). Perceived benefits in high level (X
= 0) and in low level (X = 1) were considered as independent variable in this
formula.®® The sample size was calculated by considering various odds ratio from 1.2
to 2.0.

Sample Size Formula proposed by Whittemore (1981)“%

2
11 1 1
<Zl-a\/1— Tt 21-9\/1— 7T neﬁ:)

%2
Py

n = (1+2P,) x

The appropriate sample size used in this research was 262.14 or
approximately 262 patients plus 10% missing data. Total number of patients was 288

patients with odds ratio at 2.0.

n = Total number of HIV-infected patients needed for this research.
Z1_ o = The significance level for one-sided test at 0.05 level = 1.645

Z1_ g = The power of analysis at 80% = 0.842

el = 0dds ratio of perceived tangible incentives and participate in clinical trial. =
1.49 or approximately 1.50

Po = The assumed response probability of HIV-infected patients who decided to
participate in the clinical trial with high perceived benefits. The numbers used for

calculation were from the research conducted by Jenkins (2000). 9

_ No.of patients who participated in the trial with perceived tangible incentives

No.of patients who perceived tangible incentives

_ 416 patients

=——— = 0.286
1,453 patients
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T = The assumed response probability of HIV-infected patients who have high
perceived benefits. The numbers used for calculation were from the research
conducted by Jenkins (2000).6%

_ No.of patients with perceived tangible incentives

Total no.of patients

1,037 patients
=—— =0.388
2,674 patients

3.2.3 Sample Inclusion and Exclusion Criteria
All HIV-infected patients who visited the hospital were pre-screened by
registered nurses. Then they were screened for eligibility criteria by reviewing the
medical records and interviewing. Only eligible patients were included in the study.
3.2.3.1 Inclusion Criteria
e Patients with positive HIV confirmed by
laboratory testing.
o Never participate in the clinical trials.
e Male or female aged between 18 — 60 years old
on the day of questionnaire completion.
¢ Receiving antiretroviral therapy.
e Able to communicate in Thai and complete the
questionnaire.

3.2.3.2 Exclusion Criteria
e Required inpatient hospitalization or immediate

treatments as decided by the physician.

e Experienced to participate in the clinical trial
which provided antiretroviral therapy as investigational
products.

e Refused to participate in this study.

e Diagnosed having active AIDS defining illness

as defined in CDC classification.
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3.3 Research Instruments

The self-administrated questionnaire was adapted from the research
studied by Verheggen (1998) and Gorkin (1996) 1619,

Total of 38 items were designed to assess the HIV-infected patients’
beliefs, general characteristics, and the intention to participate in the clinical trial for

six domains as follows:

General characteristics 7 items
Perceived susceptibility 4 items
Perceived severity 4 items
Perceived benefits 6 items
Perceived barriers 11 items
Cues to action 4 items
Self-efficacy 5 items
Intention to clinical trial participation 1 item

3.3.1 General characteristics
There were seven items of the questionnaire to obtain information about
general characteristics including age, gender, marital status, occupation, income,

education and health insurance coverage.

3.3.2 The variables in the Health Belief Model

The questionnaire was developed according to the definitions and concepts
of the HBM from Verheggen (1998) and Gorkin (1996) as shown in table 3.1 to 3.6.(¢
19 The HBM variables; perceived susceptibility, perceived severity, perceived
benefits, perceived barriers, cues to action and self-efficacy were measured by Likert’s
four points rating scale questionnaire. Sum score was calculated and used for data

analysis.
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Positive statement  Negative statement

Strongly Agree 4 1
Agree 3 2
Disagree 2 3
Strongly Disagree 1 4

Sum score of the HBM variables was categorized into three perception

levels as follows:

High level of perception > 80%
Moderate level of perception 60% - 79%
Low level of perception <59%

3.3.2.1 Perceived susceptibility: there were four items to
measure individuals’ beliefs about the possibility of getting AIDS defining illness by
assessing their risk behavior. Question 1.1 assesses the patients’ awareness of the
importance of antiretroviral therapy. Question 1.2 assesses the patients’ awareness of
health condition follow-up. Question 1.3 assesses the patients’ awareness of blood
tests and question 1.4 assesses the patient’s awareness of the importance of health

maintenance.

Table 3.1 Definition and Concepts of Perceived Susceptibility Questions and Scoring

Scoring

Q1.1 Patients’ awareness of the importance of antiretroviral therapy  Positive
compliance in order to prevent drug resistance.

Q1.2 Patients’ awareness of the importance of follow-up on their health  Positive
conditions periodically.

Q1.3 Patients’ awareness of the importance of having blood test for CD4"  Positive
and viral load periodically.

Q1.4 Patients’ awareness of the importance of health maintenance. Positive
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3.3.2.2 Perceived severity: there were five items to understand
individuals’ feeling concerning about their seriousness of HIV infection condition if
they participate or do not participate in the clinical trial. Question 2.1 and 2.2 assess
the physical and mental health concern on clinical consequences; whereas question 2.3

and 2.4 assess social consequences.

Table 3.2 Definition and Concepts of Perceived Severity Questions and Scoring

Scoring
Q2.1 Patients’ feeling concerning about clinical trial participation. Negative
Q2.2 Patients’ feeling concerning about their health condition if they Negative
decided not to participate in the clinical trial.
Q2.3 Patients’ feeling concerning about social stigma if they decided Negative
to participate in the clinical trial.
Q2.4 Patients’ feeling concerning about their relationship with family Negative

members, friends or colleagues if they decided to participate in

the clinical trial.

3.3.2.3 Perceived benefits: there were six items to measure
individuals’ beliefs that expected benefits of voluntary in clinical trial that they might
receive from being a volunteer in the clinical trial would reduce their risks or
seriousness of experiencing AIDS defining illness. Questions 3.1 to 3.3 assess health
benefits such as getting more health maintenance, accessing to professional care and
receiving more effective treatments. Question 3.4 and 3.5 assess economic benefits
such as compensation and free treatments. Question 3.6 assesses knowledge benefits

for society gained from the result of the clinical research.
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Table 3.3 Definition and Concepts of Perceived Benefits Questions and Scoring

Scoring

Q3.1 Patients’ beliefs of getting more physical and mental health Positive
maintenance from being a volunteer in the clinical trial when compared
to nonparticipation.

Q3.2 Patients’ beliefs about access to high level of the professional care  Positive
provided by study doctors and study nurses in the clinical trial in
comparison with standard of care.

Q3.3 Patients’ beliefs about the effectiveness of treatments provided by the  Positive
clinical trial.

Q3.4 Patients’ expectations about receiving money or travel compensation  Positive
from the clinical trial.

Q3.5 Patients’ expectations about cost saving by receiving free treatments  Positive
provided by the clinical trial.

Q3.6 Patients’ altruistic idea that future patients may benefit from the results  Positive
of the trial.

3.3.2.4 Perceived barriers: there were eleven items were to
identify individuals’ beliefs about negative aspects of expected risks and discomforts
that they might receive from being a volunteer in the clinical trial. These items consist
of expected risks, physical and emotional discomforts, including mistrusts in clinical
researchers and institutes. Question 4.1 and 4.2 assess expected risks might have from
investigational products and/or study procedures. Questions 4.3 to 4.5 assess physical
discomforts such as any burden on daily life, time-consuming and transportation.
Question 4.6 to 4.9 assess potential emotional discomforts might occur on patients
such as confidentiality violation, attitude about being a guinea pig, attitude about
experiments on patients, and negative implication of participatory refusal. Question

4.10 and 4.11 assess patients’ trusts on the investigator and/or institute.
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Table 3.4 Definition and Concepts of Perceived Barriers Questions and Scoring

Scoring

Q4.1 Patients’ beliefs of the risks by undergoing new, untested treatment in ~ Negative
the clinical trial.

Q4.2 Patients’ beliefs of the risks by receiving study procedure such as  Negative
blood collection.

Q4.3 Patients’ beliefs of the burden imposed upon daily life by participating  Negative
in the trial.

Q4.4 Patients’ beliefs that clinical trial participation is time-consuming. Negative

Q4.5 Patients’ beliefs of their physical discomforts in travelling to the study  Negative
site.

Q4.6 Patients’ beliefs of the emotional discomfort in telling the study team  Negative
any personal sensitive information.

Q4.7 Patients’ negative beliefs that a volunteer is a guinea pig. Negative

Q4.8 Patients’ beliefs towards medical experiments on patients. Negative

Q4.9 Patients’ beliefs of negative implications will have on the non-trial Negative
treatment if refuse to participate.

Q4.10 Patients’ beliefs about their trusts in the medical competence of the  Positive
investigators in controlling and reducing risks of the investigational
products.

Q4.11 Patients’ beliefs about their trusts in university/hospital. Positive

3.3.2.5 Cues to action: there were five items to identify any
stimulus that the patient needs to trigger their readiness to participate in the trial.
Question 5.1 to 5.3 asks any recommendations needed from physicians, family
members and friends. Question 5.4 assesses the need to obtain the clinical trial
information and question 5.5 assesses for the need to get knowledge of the clinical

trial.
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Table 3.5 Definition and Concepts of Cues to Action Questions and Scoring

Scoring

Q5.1 Patients’ receiving recommendations to participate in the clinical trial ~ Positive
from physicians.

Q5.2 Patients’ receiving recommendations to participate in the clinical trial ~ Positive
from their family members.

Q5.3 Patients’ receiving recommendations to participate in the clinical trial ~ Positive
from their friends.

Q5.4 Patients’ receiving clinical trial information. Positive

3.3.2.6 Self-efficacy: there were five items were to measure
individuals’ confidence level to comply with clinical trial requirements. Question 6.1
assesses Whether the patients can visit the study site regularly. Question 6.2 and 6.3
assess Whether the patients can perform study activities. Question 6.4 assesses if the
patients can take study medications according to the study protocol. Question 6.5
assesses whether the patients are willing to provide the investigator their personnel

information.

Table 3.6 Definition and Concepts of Self-efficacy Questions and Scoring

Scoring

Q6.1 Patients’ beliefs about their confidence to visit the study site regularly ~ Positive
as specified in the clinical trial.

Q6.2 Patients’ beliefs about their confidence to be willing to have blood  Positive
collection as specified in the clinical trial.

Q6.3 Patients’ beliefs about their confidence to record events on their health  Positive
conditions and medications receiving during clinical trial participation.

Q6.4 Patients’ beliefs about their confidence to take study drug as specified  Positive
in the clinical trial.

Q6.5 Patients’ beliefs about their confidence to provide the study staff their ~ Positive

personal information.
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3.3.3 The Intention to Participate in the Clinical Trial.
One question was to ask the patients whether they intend to participate in
the clinical trial. One was entered for participation and zero for non-participation. The

intention level was measured from 1 to 10.

3.4 Validity and Reliability Test

3.4.1 Validity Test
Contents of the questionnaire were reviewed by three experts for its
completeness and clarity of the language using face validity.

3.4.2 Reliability Test
The reliability of the constructs of the HBM was tested for internal
consistency using Cronbach’s alpha. Any items having Cronbach’s alpha coefficient
less than 0.70 will be deleted or revised according to George and Mallery (2003).6Y
There were 30 HIV-infected patients visited the HIV out-patient clinic of
one academic hospital in May 2013. They were asked to complete the research
questionnaire to try out for reliability test. The results were reported as follows:
3.4.2.1 Perceived susceptibility: there were four questions
included in the questionnaire. The Cronbach’s alpha was 0.906.
3.4.2.2 Perceived severity: the Cronbach’s alpha was 0.705.
There were four questions included in the questionnaire.
3.4.2.3 Perceived benefits: there were six questions included in
the questionnaire. The Cronbach’s alpha was 0.917.
3.4.2.4 Perceived barriers: there were 11 questions included in
the questionnaire. The Cronbach’s alpha was 0.776.
3.4.2.5 Cues to action: there were four remaining questions
were included in the questionnaire. The Cronbach’s alpha was 0.745.
3.4.2.6 Self-efficacy: there were five questions included in the

questionnaire. The Cronbach’s alpha was 0.926.
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Table 3.7 The Reliability Test of the Research Questionnaire

Perceived Perceived Perceived Perceived Cues to Self-
Susceptibility Severity Benefits Barriers Action Efficacy

Items (n) 4 4 6 11 4 5
Valid Cases (N) 30 26 27 27 30 29
Cronbach’s 0.906 0.705 0.917 0.776 0.745 0.926
alpha
Standardized 0.906 0.280 0.919 0.751 0.721 0.930
alpha

3.5 Ethical Consideration

The official letter to conduct the research from Faculty of Graduate
Studies, Mahidol University and the research proposal were submitted to the Ethical
Review Committee of an academic hospital in Bangkok in March 2013. The approval
letter no. MURA2013/248 dated 06 April 2013 was obtained from the Ethical Review
Committee, and then the letter was submitted to the Office of Research for approval of
data collection. The approval letter no. sor thor 0517.0617/688 dated 15 May 2013
was obtained from the Office of Research. The head of department of medicine and
the head of division of infectious diseases were notified regarding the research.

According to the GCP, the informed consent form (ICF) was generated and
approved by the Ethical Review Committee before using. The informed consent process
was performed before asking the HIV-infected patients to complete the research
questionnaire.

To protect the confidentiality of all research respondents, the questionnaire
was identified by the research identification number. Only the researcher can access
through the respondents’ documents. All research records were stored in the safe place
until the publication was completely done. The respondents’ personal information and

identities will not be disclosed to the public.
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3.6 Data Collection

Data collection started in May 2013 after getting all approval letters. The
HIV-infected patient was referred individually from the clinic to the researcher by the
registered nurse after pre-screening. There were approximately 10 — 20 patients were
screened per day based on the doctor schedule.

The researcher educated the HIV-infected patient about the clinical trial
and reviewed the medical record to check for eligibility criteria. The HIV-infected
patient was asked whether he/she was willing to complete the research questionnaire.
Then the HIV-infected patient was asked to sign and date on the ICF. The researcher
instructed the patient on how to complete the questionnaire and answered all questions
that the patient had. After that let the patient completed the questionnaire for 15
minutes. The completed questionnaires were checked for completeness before leaving

the patients.

3.7 Data Analysis

3.7.1 Descriptive Statistics

Descriptive statistic was used to describe the characteristics of the
respondents including gender, age group, marital status, education, income, occupation
and health insurance coverage.

Mean and standard deviation were used for analyzing the variables of the
HBM which included perceived susceptibility, perceived severity, perceived benefits,

perceived barriers, cues to action and self-efficacy.

3.7.2 Bivariate Analysis

Cross-tabulation with chi-square analysis was used to compare the
differences between each group of general characteristics and clinical trial
participation. Cross-tabulation was presented in the joint frequency distribution table
to determine whether the variables are associated with clinical trial participation or
independent.
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3.7.3 Logistic Regression Analysis

Logistic regression analysis was used to examine the relationship between
the independent variables (general characteristics and the variables in the HBM) and
the binary dependent variables (clinical trial participation).

Multivariate logistic regression was computed by forward stepwise
likelihood ratio function. Only significant variables with p-value less than 0.05 were
included in the model. Hosmer-Lemeshow goodness of fit test was performed to
ensure that model can be used.

Participation
In (

=a +pyx; + Xo + o0+ x
Non—participation) Brxy + Bax; PrXn

Figure 3.1 Logistic Regression Model
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CHAPTER IV
RESULTS

This chapter presents the results of the research by descriptive and logistic
regression analysis. The first section was a descriptive analysis of general
characteristics of the respondents, including the association with clinical trial
participation. The second section describes the factors affecting HIV-infected patients’
intention to participate in the clinical trial using the HBM. The last section presents the
results of multivariate logistic regression analysis of these variables and clinical trial

participation.

4.1 The Characteristics of Respondents

There were total of 280 HIV-infected patients enrolled as respondents in
this study. The respondents visited at the out-patient department at one academic
hospital in Bangkok during May to July 2013. About 53.6% of HIV-infected patients
were male; whereas 46.4% were female.

The HIV-infected patients who age in between 18 to 60 years were
selected as sample population in order to avoid vulnerable populations. The
respondents were classified into four groups according to their age. The majority of
respondents were in 31 — 40 years age group about 34.6% and 38.6% in 41 — 50 years.
About 14.3% were in 18 — 30 years and 12.5% in 51 — 60 years age group.

About 41.8% of the respondents are married and 40.4% are single, and
8.9% were divorced and widowed.

For education, most respondents finished their junior high school or lower
about and finished their bachelor degree or higher about 31.8% and 33.2%
respectively. There were 24.3% finished their senior high school or vocational

certificate and 10.7% for high vocational certificate or diploma.
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According to income, there were 36.4% of the respondents earned less
than or equal to 10,000 THB and 37.2% earned 10,001 — 20,000 THB. There were
18.2% earned in between 20,000 — 30,000 THB and only 8.2% earned more than
30,001 THB per month.

Most of the respondents in this research were self-employed about 36.0% ,
second comes were government officers about 22.9%, employees about 16.4%; and
unemployed about 13.2%. Only 3.6% were agriculturist and 7.9% were freelance or
other occupations.

Health insurance coverage for the Thai citizens were provided by different
providers. About 64.6% of the respondents had medical insurance both public and
private insurance schemes. For public insurance including Civil Servant Medical
Benefit Scheme (CSMBS), Universal Coverage (UC) and Social Security Scheme
(SSS); however about 35.4% of the respondents had to pay out-of-pocket (OOP) for

their medications.

Table 4.1 Characteristics of the Respondents

Number Percentage
(n =280) (%)
Gender
Male 150 53.6
Female 130 46.4
Age (years old)
18 -30 40 14.3
31-40 97 34.6
41 -50 108 38.6
51-60 35 12.5
Marital status
Single 113 40.4
Married 117 41.8
Divorced 25 8.9

Widowed 25 8.9
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Table 4.1 Characteristics of the Respondents (cont.)

Number Percentage
(n =280) (%)

Highest education

Junior High School or lower 89 31.8

Senior High School/ Vocational 68 24.3

High Vocational/Diploma 30 10.7

Bachelor Degree or Higher 93 33.2
Monthly income (THB)

< 10,000 THB 102 36.4

10,001 — 20,000 THB 104 37.2

20,001 — 30,000 THB 51 18.2

30,001 or more 23 8.2
Occupation

Government Officers 64 22.9

Employees 46 16.4

Self-employed 101 36.0

Farmers 10 3.6

Unemployed 37 13.2

Others 22 7.9
Health insurance coverage

No 99 35.4

Yes 181 64.6

There were 214 or 76.4% of the respondents intended to participate in the
clinical trial at the academic hospital setting of this study in Bangkok. The intention
level ranged from 1 to 10. The mean level of the intention was 7.61 with a standard
deviation at 2.18. About 30.4% of the respondents had the highest intention level at

10; while 32.7% had intention level at level 5 and above as presented in table 4.2.
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Table 4.2 The Intention Level of Clinical Trial Participation

Intention level Number Percentage

(n=214) (%)
Level 1 4 1.9
Level 2 2 0.9
Level 3 1 0.5
Level 4 5 2.3
Level 5 33 15.4
Level 6 15 7.0
Level 7 37 17.3
Level 8 34 15.9
Level 9 18 8.4
Level 10 65 30.4
Overall scale Mean = 7.61, SD=2.18, Min=1, Max =10

4.1.1 Gender

There were 80.7% of male and 71.5% of female respondents intended to
participate in the trial. The chi-square testing revealed that there was no significant
association between gender and clinical trial participation as shown in table 4.3 (p =
0.073).

Table 4.3 Gender and Clinical Trial Participation

Clinical Trial Participation

Total
Gender number I-\I(-)n- _ Participation ~ P-value
(%) Participation (%)
(%0)
Male 150 29 (19.3%) 121 (80.7%)
Female 130 37 (28.5%) 93 (71.5%)

Total 280 (100%) 66 (23.6%) 214 (764%)  0.073
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4.1.2 Age

There were 65.0% of respondents who aged between 18 to 30 years
intended to participate in the trial (Table 4.4). The percentage of the respondents aged
between 31 - 40 years, 41 — 50 and 51 — 60 years who intended to join the future
clinical trial were 80.4%, 75.0% and 82.9% respectively. The chi-square testing for
statistically significant revealed that age of respondents was not associated with the
intention to participate in the clinical trial (p = 0.197). This implied that no

relationship between each age group and clinical trial participation.

Table 4.4 Age and Clinical Trial Participation

Clinical Trial Participation

Age Total
Non-
(years old) numbers Participation Participation  P-velle
(%0) (%)
(%)
18 -30 40 14 (35.0%) 26 (65.0%)
31-40 97 19 (19.6%) 78 (80.4%)
41-50 108 27 (25.0%) 81 (75.0%)
51-60 35 6 (17.1%) 29 (82.9%)
Total 280 (100%) 66 (23.6%) 214 (76.4%) 0.197

4.1.3 Marital Status

The result of cross-tabulation and chi-square revealed that there was no
significant relationship between marital status and clinical trial participation (p =
0.493) and there were no differences among the four marital status group in their

intention to participate in the clinical trial as shown in table 4.5.



Fac. of Grad. Studies, Mahidol Univ. M.Sc. (Public Health) / 47

Table 4.5 Marital Status and Clinical Trial Participation

Clinical Trial Participation

Total
. Non-
Marital status numbers Participation ~ P-value
o Participation
(%) (%)
(%0)
Single 113 28 (24.8%) 85 (75.2%)
Married 117 30 (25.6%) 87 (74.4%)
Divorced 25 3 (12.0%) 22 (88.0%)
Widowed 25 5 (20.0%) 20 (80.0%)
Total 280 (100%) 66 (23.6%) 214 (76.4%) 0.493

4.1.4 Education

There were 82.0%, 76.5%, 70.0% and 73.1% of the respondents who
finished junior high school or lower, senior high school or vocational certificate, high
vocational or diploma group, and bachelor degree or higher group intended to join the
clinical trial respectively. The results showed that there was no significant relationship
between education and clinical trial participation (p = 0.424) and there were no
differences among the four education group in their intention to participate in the
clinical trial as presented in table 4.6.

Table 4.6 Education and Clinical Trial Participation

Clinical Trial Participation

Total
. Non-
Education numbers Participation ~ P-value
o Participation
(%) (%)
(%)
Junior High School or 89 16 (18.0%) 73 (82.0%)
lower
Senior High School/ 68 16 (23.5%) 52 (76.5%)

Vocational
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Table 4.6 Education and Clinical Trial Participation (cont.)

Clinical Trial Participation

Total
Ed i Non- . . .
ucation numbers Participation ~ P-value
o Participation
(%) (%)
(%0)
High Vocational/ 30 9 (30.0%) 21 (70.0%)
Diploma
Bachelor Degree or Higher 93 25 (26.9%) 68 (73.1%)
Total 280 (100%) 66 (23.6%) 214 (76.4%) 0.424

4.1.5 Income

The respondents with different income level who intended to participate in
the clinical trial were 81.4% earned less than 10,000 THB, 76.9% earned 10,001 —
20,000 THB, 68.6% earned 20,001 — 30,000 THB, and 69.6% earned higher than
30,000 THB respectively. While those who not intend to join were 23.1%, 31.4% and
30.4% earned less than 10,000 THB, 10,001 — 20,000 THB, 20,001 — 30,000 THB and
higher than 30,000 THB respectively.

The chi-square testing showed that that there was no significant
relationship between income level and clinical trial participation (p = 0.293) and there
were no differences among the four income level in their intention to participate in the

clinical trial as presented in table 4.7.

Table 4.7 Income and Clinical Trial Participation

Clinical Trial Participation

| Total
ncome Non-
numbers Participation ~ P-value
(THB) 0 Participation
(%) (%)
(%0)
< 10,000 102 19 (18.6%) 83 (81.4%)
10,001 - 20,000 104 24 (23.1%) 80 (76.9%)

20,001 — 30,000 51 16 (31.4%) 35 (68.6%)
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Clinical Trial Participation

| Total
ncome Non-
numbers Participation ~ P-value
(THB) o Participation
(%) (%)
(%)
30,001 or more 23 7 (30.4%) 16 (69.6%)
Total 280 (100%) 66 (23.6%) 214 (76.4%) 0.293
4.1.6 Occupation

Among the study sample population, there were 76.6% of government

officers, 65.2% of employees, 76.2% of self-employed, 70.0% of farmers, 89.2% of

unemployed and 81.8% of freelancers or other occupations intended to participate in

the clinical trial. The results showed that there was no significant relationship between

occupation and clinical trial participation (p = 0.210) and there were no differences

among these five occupation groups in their intention to participate in the clinical trial

as presented in table 4.8.

Table 4.8 Occupation and Clinical Trial Participation

Clinical Trial Participation

Total
Occupation numbers  Non-Participation  Participation  P-value
() (%) (%)
Government Officers 64 15 (23.4%) 49 (76.6%)
Employees 46 16 (34.8%) 30 (65.2%)
Self-employed 101 24 (23.8%) 77 (76.2%)
Farmers 10 3 (30.0%) 7 (70.0%)
Unemployed 37 4 (10.8%) 33 (89.2%)
Total 280 (100%) 66 (23.6%) 214 (76.4%)  0.210
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4.1.7 Health Insurance Coverage

About 73.7% and 77.9% of the respondents who did not have and had
medical insurance coverage respectively intended to join the clinical trial whereas
26.3% and 22.1% of the respondents who did not have and had medical insurance
coverage refused to join the clinical trial. The chi-square testing showed that there was
no association between medical insurance coverage and clinical trial participation (p =
0.433) and there were no differences among these two groups in their intention to
participate in the clinical trial as presented in table 4.9.

Table 4.9 Health Insurance Coverage and Clinical Trial Participation

Clinical Trial Participation

] Total
Health insurance b Non- |
numbers Participation ~ P-valué
coverage o Participation P
(%) (%)
(%)
No 99 26 (26.3%) 73 (73.7%)
Yes 181 40 (22.1%) 141 (77.9%)
Total 280 (100%) 66 (23.6%) 214 (16.4%)  0.433

4.2 Descriptive Analysis of the Health Belief Model Score

The questions were created according to the HBM. The respondents were
asked if they agreed or disagreed with the statements in the questionnaire, then the
overall score of each HBM constructs was classified into three levels; low, moderate
and high as presented in table 4.10 to 4.21.

4.2.1 Perceived Susceptibility

The perceived susceptibility measures the risk behavior response to get
AIDS defining illness. One case was missing from data analysis. The perceived
susceptibility score ranges from 4 to 16 (Min = 8, Max = 16). The mean score of

perceived susceptibility score was 14.61 points with a standard deviation of 1.57 as
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shown in table 4.10. The measurement of risk behavior to get AIDS defining illness of
perceived susceptibility was described as follows:

4.2.1.1 Awareness of antiretroviral therapy compliance: there
were 66.1% of respondents strongly agreed and 31.4% agreed that the compliance of
antiretroviral therapy was important for postponing of getting AIDS defining illness.
There were only 0.4% of respondents strongly disagreed and 2.1% disagreed.

4.2.1.2 Awareness of health condition follow-up: there were
67.1% of respondents strongly agreed and 30.0% agreed that following-up the health
condition periodically was important; whereas about 1.1% of respondents were
strongly disagreed and 1.8% disagreed.

4.2.1.3 Awareness of blood test follow-up: most respondents
about 63.1% were strongly agreed and 33.3% agreed that following-up CD4" and viral
load by blood testing periodically were necessary for postponing of getting AIDS
defining illness. There were about 0.4% of respondents strongly disagreed and 3.2%
disagreed.

4.2.1.4 Awareness of health maintenance: About 76.8% of
respondents were strongly agreed and 22.1% agreed that health maintenance by doing
exercise regularly was important to slow-down the occurrence of AIDS defining

iliness. There were 1.1% of respondents disagreed and no one strongly disagreed.

Table 4.10 Descriptive Analysis of Perceived Susceptibility Responses (n = 279)

Frequency (%)
Statement Strongly ) Strongly
] Disagree  Agree
disagree agree
Patients’ awareness of the importance of
) ] ) ) 1 6 88 185
antiretroviral therapy compliance in order
) (0.4%) (2.1%) (31.4%)  (66.1%)
to prevent drug resistance.
Patients’ awareness of the importance of
. . 3 5 84 188
follow-up on their health conditions
(1.1%) (1.8%) (30.0%)  (67.1%)

periodically.
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Table 4.10 Descriptive Analysis of Perceived Susceptibility Responses (n = 279)
(cont.)

Frequency (%)
Statement Strongly ) Strongly
] Disagree  Agree
disagree agree
Patients’ awareness of the importance of
1 9 93 176

having blood test for CD4* and viral load
(0.4%) (3.2%) (33.3%)  (63.1%)

periodically.

Patients’ awareness of the importance of 3 62 215
health maintenance. 0 (1.1%) (22.1%) (76.8%)
Overall score Mean = 14.61 SD =1.57 Min=8 Max =16

Sum score of perceived susceptibility was divided into three levels; low,

moderate and high as follows:

13 — 16 points High level of perceived susceptibility
10 — 12 points Moderate level of perceived susceptibility
4 — 9 points Low level of perceived susceptibility

From table 4.11, there were 87.1% of the respondents had high level of
perceived susceptibility. About 12.5% of respondents had moderate level and
approximately 0.4% had low level of perceived susceptibility.

Table 4.11 Descriptive Analysis of Perceived Susceptibility Level (n = 279)

. I Frequency Percentage
Perceived susceptibility level
(n) (%)
High 243 87.1
Moderate 35 12.5
Low 1 0.4

Overall score 279 100.0
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4.2.2 Perceived Severity
The assessment of the seriousness of health condition; whether the

respondents participated or did not participate in the trial was performed by measuring
their medical/clinical and social consequences. The perceived severity score ranges
from 4 to 16 (Min = 4, Max = 16). The mean score of perceived severity was 11.02
points with a standard deviation of 2.98 as shown in table 4.12. The assessment of
perceived severity was described as follows:

4.2.2.1 Feeling concerning about clinical trial participation:
there were 33.2% of respondents agreed and 13.4% strongly agreed that they were
worry about clinical trial participation. About 31.8% of respondents were disagreed
and 21.7% strongly disagreed.

4.2.2.2 Feeling concerning about health condition if not
participate: most respondents were disagreed (32.7%) and strongly disagreed (27.0%)
that their health condition would get worse if they participated in the trial; whereas,
about 23.7% of respondents were agreed and 16.5% strongly agreed.

4.2.2.3 Feeling concerning about social stigma if participate:
most respondents were disagreed (35.1%) and strongly disagreed (32.6%) that they
would have social stigma by being in the clinical trial. There were 20.7% of
respondents agreed and 11.6% strongly agreed.

4.2.2.4 Relationship with others if participate: most of
respondents were disagreed (35.1%) and strongly disagreed (30.5%) that they would
have problems in their relationship with other people. However, there were only

18.6% of respondents agreed and 15.8% strongly agreed.

Table 4.12 Descriptive Analysis of Perceived Severity Responses (n = 271)

Frequency (%)
Statement Strongly ] Strongly
) Disagree Agree
disagree agree
Patients’ feeling concerning about clinical 60 88 92 37

trial participation. (21.7%) (31.8%) (33.2%)  (13.4%)
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Table 4.12 Descriptive Analysis of Perceived Severity Responses (n = 271) (cont.)

Frequency (%)
Statement Strongly ] Strongly
) Disagree Agree
disagree agree
Patients’ feeling concerning about their
. ) 75 91 66 46
health condition if they decided not to
o ) o ) (27.0%)  (32.7%)  (23.7%) (16.5%)
participate in the clinical trial.
Patients’ feeling concerning about social
) ) ) o ] 90 97 57 32
stigma if they decided to participate in the
o ] (32.6%)  (35.1%) (20.7%) (11.6%)
clinical trial.
Patients’ feeling concerning about their
relationship with family members, friends 85 98 52 44
or colleagues if they decided to participate  (30.5%) (35.1%) (18.6%)  (15.8%)

in the clinical trial.

Overall score

Mean = 11.02 SD = 2.98 Min =4 Max = 16

Sum score of perceived severity was divided into three levels; low,

moderate and high as follows:

13 — 16 points High level of perceived severity
10 — 12 points Moderate level of perceived severity
4 — 9 points Low level of perceived severity

Table 4.13 presented the frequency and percentage of perceived severity

level. There were approximately 33.6% of respondents had high level of perceived

severity and 38.0% had moderate level. About 28.4% of respondents had low level of

perceived severity.
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Table 4.13 Descriptive Analysis of Perceived Severity Level (n = 271)

. ] Frequency Percentage
Perceived severity level
(n) (%)
High 91 33.6
Moderate 103 38.0
Low 77 28.4
Overall score 271 100.0

4.2.3 Perceived Benefits
Perceived benefits measures the benefits that respondents expected to

receive if they participated in the trial. The perceived benefits score ranges from 6 to
24 (Min =7, Max = 24). The mean score of perceived benefits was 18.56 points with a
standard deviation of 3.09 as shown in table 4.14. The responses for perceived benefits
were described as follows:

4.2.3.1 Getting more physical and mental health maintenance:
most respondents were strongly agreed (37.1%) and agree (44.6%) that they would get
more physical and mental health maintenance if they decided to participate in the trial.
About 14.7% of respondents and 3.6% were disagreed and strongly disagreed
respectively.

4.2.3.2 Access to high level of professional care: most
respondents were strongly agreed (41.6%) and agreed (40.9%) that being in the
clinical trial, the respondents can access the high level of professional care if
compared with standard of care. There were 13.3% of respondents disagreed and 4.3%
strongly disagreed.

4.2.3.3 Effectiveness of study treatments: there were 32.1% of
respondents strongly believed and 52.5% believed that the investigational products
provided by clinical trials were effective. About 14.3% of respondents were disagreed
and 1.1% strongly disagreed.

4.2.3.4 Compensation: most respondents were disagreed
(34.5%) and strongly disagreed (21.8%) that they did not expect to receive money or

travel compensation to be a study volunteer. About 27.3% of respondents were agreed



Siriwan Thitiphongpraphat Results / 56

and 26.4% of respondents strongly agreed that they should receive money or travel
compensation.

4.2.3.5 Free treatments: most respondents were agreed (38.8%)
and strongly agreed (32.0%) that they expected to receive free treatments provided by
the clinical study. About 20.5% of respondents were disagreed and 8.6% strongly
disagreed.

4.2.3.6 Altruism: most respondents were strongly agreed
(73.6%) and agreed (23.9%) that the study results would cause benefits to future
patients; whereas, there were only 1.8% of respondents disagreed and 0.7% strongly

disagreed.

Table 4.14 Descriptive Analysis of Perceived Benefits Responses (n = 271)

Frequency (%)
Statement Strongly ] Strongly
) Disagree  Agree
disagree agree
Patients’ beliefs of getting more physical
and mental health maintenance from being a 10 41 124 103

volunteer in the clinical trial when  (3.6%) (14.7%) (44.6%) (37.1%)
compared to nonparticipation.

Patients’ beliefs about access to high level

of the professional care provided by study 12 37 114 116
doctors and study nurses in the clinical trial ~ (4.3%) (13.3%) (40.9%) (41.6%)
in comparison with standard of care.

Patients’ beliefs about the effectiveness of 3 40 147 90
treatments provided by the clinical trial. (1.1%) (14.3%) (52.5%) (32.1%)

Patients” expectations about receiving
60 95 75 45

money or travel compensation from the
(21.8%) (34.5%) (27.3%) (26.4%)

clinical trial.
Patients’ expectations about cost saving by
receiving free treatments provided by the 24 J 108 89

o ] (8.6%) (20.5%) (38.8%) (32.0%)
clinical trial.
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Table 4.14 Descriptive Analysis of Perceived Benefits Responses (n = 271) (cont.)

Frequency (%)
Statement Strongly ] Strongly
] Disagree  Agree
disagree agree
Patients’ altruistic idea that future patients 2 5 67 206
may benefit from the results of the trial. (0.7%) (1.8%) (23.9%) (73.6%)
Overall score Mean = 18.56 SD =3.09 Min=7 Max =24

Sum score of perceived benefits was divided into three levels; low,

moderate and high as follows:

19 — 24 points High level of perceived benefits
15 — 18 points Moderate level of perceived benefits
6 — 14 points Low level of perceived benefits

Table 4.15 showed the frequency and percentage of perceived benefits
level. Most of respondents had high level of perceived benefits (53.1%); whereas

about 37.6% had moderate level and 9.2% had low level of perceived benefits.

Table 4.15 Descriptive Analysis of Perceived Benefits Level (n = 271)

) ) Frequency Percentage
Perceived benefits level
(n) (%)
High 144 53.1
Moderate 102 37.6
Low 25 9.2
Overall score 271 100.0

4.2.4 Perceived Barriers
The respondents were measured about the obstacles or discomforts that
might prevent the respondents from clinical trial participation. The perceived barriers

score ranges from 11 to 44 (Min = 17, Max = 44). The mean score of perceived
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barriers score was 30.94 points with a standard deviation of 5.73 as shown in table
4.16. The responses for perceived barriers were described as follows:

4241 Risks of new and untested treatments: most
respondents were agreed (37.2%) and strongly agreed (16.2%) that the risks of
untested drug might be an obstacle. There were 34.7% of respondents disagreed and
11.9% strongly disagreed.

4.2.4.2 Risks of study procedures: most respondents were
disagreed (34.7%) and strongly disagreed (11.9%) that study procedures such as blood
collection could be their barriers; whereas about 23.0% of respondents were agreed
and 8.6% strongly agreed.

4.2.4.3 Burden imposed upon daily life: there were about
37.3% disagreed, 12.9% strongly disagreed, 32.3% disagreed and 17.6% strongly
disagreed that participating in the clinical trial burdens their daily life.

4.2.4.4 Time-consuming: most respondents were disagreed
(39.3%) and strongly disagreed (27.1%) that participating in the trial is time-
consuming; however, about 26.1% of respondents were agreed and 7.5% strongly
agreed.

4.2.4.5 Transportation: most of respondents were disagreed
(37.1%) and strongly disagreed (21.4%) that travelling to the site might be an obstacle
of clinical trial participation while about 28.9% of respondents were agreed and 12.5%
strongly agreed.

4.2.4.6 Personal information: most respondents were disagreed
(39.4%) and strongly disagreed (22.2%) that providing the study staff their personal
and sensitive information could be a barrier to clinical trial participation. However,
there were 25.4% of respondents agreed and 12.9% strongly agreed.

4.2.4.7 Guinea pig attitude: most respondents were disagreed
(33.5%) and strongly disagreed (19.8%) that being a volunteer was a guinea pig;
whereas about 30.6% of respondents were agreed and 16.2% strongly agreed.

4.2.4.8 Drug experiments on patients: most respondents were
disagreed (43.0%) and strongly disagreed (15.4%) that clinical trials should not test a
new drug on patients; however, about 28.7% of respondents were agreed and 22.9%

strongly agreed.
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4.2.4.9 Negative implications: most respondents were
disagreed (33.2%) and strongly disagreed (31.4%) that if they refused to join the
study, they could get any negative implications. There were about 21.3% of
respondents agreed and 14.1% strongly agreed.

4.2.4.10 Trust in investigators: most respondents were agreed
(55.8%) and strongly agreed (31.3%) that they trusted in the investigators; however,
there were only 10.1% of respondents disagreed and 2.9% strongly disagreed.

4.2.4.11 Trust in the institute: most respondents were strongly
agreed (78.2%) and agreed (19.3%) that they trusted in an academic hospital in
Bangkok; however, there were about 1.8% of respondents disagreed and 0.7% strongly

disagreed.

Table 4.16 Descriptive Analysis of Perceived Barriers Responses (n = 267)

Frequency (%)
Statement Strongly ] Strongly
) Disagree  Agree
disagree agree
Patients’ beliefs of the risks by undergoing 33 96 103 45
new, untested treatment in the clinical trial. (11.9%) (34.7%) (37.2%) (16.2%)
Patients’ beliefs of the risks by receiving 67 123 64 24
study procedure such as blood collection. (24.1%) (44.2%) (23.0%) (8.6%)
Patients’ beliefs of the burden imposed 49 90 104 36
upon daily life by participating in the trial. (17.6%) (32.3%) (37.3%) (12.9%)
Patients’  beliefs that clinical trial 76 110 73 21
participation is time-consuming. (27.1%) (39.3%) (26.1%) (7.5%)
Patients”  beliefs of their physical 60 104 81 35
discomforts in travelling to the study site. (21.4%) (37.1%) (28.9%) (12.5%)
Patients’ beliefs of the emotional
62 110 71 36

discomfort in telling the study team any

o ) (22.2%) (39.4%) (25.4%) (12.9%)
personal sensitive information.
Patients’ negative beliefs that a volunteer is 55 93 85 45

a guinea pig. (19.8%) (33.5%) (30.6%) (16.2%)
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Table 4.16 Descriptive Analysis of Perceived Barriers Responses (n = 267) (cont.)

Frequency (%)
Statement Strongly ] Strongly
] Disagree  Agree
disagree agree
Patients’  beliefs  towards  medical 42 117 78 35
experiments on patients. (15.4%) (43.0%) (28.7%) (12.9%)
Patients’ beliefs of negative implications
will have on the non-trial treatment if refuse 87 92 59 39
o (31.4%) (33.2%) (21.3%) (14.1%)
to participate.
Patients’ beliefs about their trusts in the
medical competence of the investigators in 8 28 155 87
controlling and reducing risks of the (2.9%) (10.1%) (55.8%) (31.3%)
investigational products.
Patients’ beliefs about their trusts in 2 5 54 219
university/hospital. (0.7%) (1.8%)  (19.3%) (78.2%)

Overall score

Mean = 30.94 SD =5.73 Min =17 Max = 44

Sum score of perceived barriers was divided into three levels; low,

moderate and high as follows:
35 — 44 points
27 — 34 points
11 — 26 points

High level of perceived barriers
Moderate level of perceived barriers

Low level of perceived barriers

Table 4.17 showed the frequency and percentage of perceived barriers

level. Most of respondents had moderate level of perceived barriers (53.2%); whereas

about 25.5% had high level and 21.3% had low level of perceived barriers.
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Table 4.17 Descriptive Analysis of Perceived Barriers Level (n = 267)

) ) Frequency Percentage
Perceived barriers level
(n) (%)
High 68 25.5
Moderate 142 53.2
Low 57 21.3
Overall score 267 100.0

4.2.5 Cues to Action
Cues to action measures whether respondents required any triggers to

stimulate their decision making such as recommendations and clinical trial
information. The cues to action scores ranges from 4 to 16 (Min = 4, Max = 16). The
mean score of cues to action was 12.75 points with a standard deviation of 2.50 as
presented in table 4.18. The responses of cues to action were described as follows:

4.2.5.1 Recommendations from physicians: most respondents
were strongly agreed (43.9%) and agreed (42.9%) that they need recommendations
from physicians prior to make a decision in clinical trial participation. There were only
10.0% of respondents disagreed and 3.2% and strongly disagreed.

4.2.5.2 Recommendations from family members: there were
respondents about 30.1% agreed and 28.0% strongly agreed that they needed
recommendations from their family members prior to make a decision in clinical trial
participation; whereas there were respondents about 25.4% disagreed and 16.5%
strongly disagreed.

4.2.5.3 Recommendations from friends: most respondents were
strongly agreed (48.4%) and agreed (41.6%) that they need recommendations from
their friends prior to make a decision to join the study; whereas, there were about 8.2%
disagreed and 1.8% strongly disagreed.

4.2.5.4 Clinical trial information: most respondents were
strongly agreed (47.1%) and agreed (47.1%) that clinical trial information was
required to make a decision to join the study; while there were respondents only 4.3%

disagreed and 1.4% strongly disagreed.
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Table 4.18 Descriptive Analysis of Cues to Action Responses (n = 276)
Frequency (%)
Statement Strongly ] Strongly
] Disagree Agree
disagree agree
Patients’ receiving recommendations to
o ) o ) 9 28 120 123
participate in the clinical trial from
. (3.2%) (10.0%) (42.9%) (43.9%)
physicians.
Patients’ receiving recommendations to
o ) o ) ) 46 71 84 78
participate in the clinical trial from their
) (16.5%) (25.4%) (30.1%) (28.0%)
family members.
Patients’ receiving recommendations to
o ) o ) ) 5 23 116 135
participate in the clinical trial from their
) (1.8%) (8.2%) (41.6%) (48.4%)
friends.
Patients’ receiving clinical trial information. 4 12 131 131
(1.4%) (4.3%) (47.1%) (47.1%)

Overall score

Mean = 12.75 SD =2.50 Min=4 Max = 16

Sum score of cues to action was divided into three levels; low, moderate

and high as follows:
13 — 16 points
10 — 12 points
4 — 9 points

High level of cues to action

Moderate level of cues to action

Low level of cues to action

Table 4.19 showed the frequency and percentage of cues to action level.

There were 53.6% of respondents had high level of cues to action; whereas

approximately 37.3% had moderate level and 9.1% had low level of cues to action.
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Table 4.19 Descriptive Analysis of Cues to Action Level (n = 276)

) Frequency Percentage
Cues to action level
(n) (%)
High 148 53.6
Moderate 103 37.3
Low 25 9.1
Overall score 276 100.0

4.2.6 Self-efficacy
Self-efficacy was assessed whether the respondents are confident to

comply with the clinical trial specific requirements. The self-efficacy scores ranges
from 5 to 20 (Min = 5, Max = 20). The mean score of self-efficacy was 15.53 with a
standard deviation of 2.94 as presented in table 4.20. The responses of self-efficacy
were described as follows:

4.2.6.1 Visit schedule: most respondents were agreed (41.6%)
and strongly agreed (22.9%) that they were confident that they could visit the study
site as required by the study; whereas there were respondents about 25.1% disagreed
and 10.6% strongly disagreed.

4.2.6.2 Blood collection: most respondents were agreed
(55.8%) and strongly agreed (29.1%) that they were confident that they could have
blood tests regularly according to the study protocol and there were respondents about
11.2% disagreed and 4.0% strongly disagreed.

4.2.6.3 Study data recording: most respondents were agreed
(53.9%) and strongly agreed (35.0%) that they were confident to record any study
related events such as health conditions and medications. There were respondents
about 9.6% disagreed and 2.1% strongly disagreed.

4.2.6.4 Confidential information: most respondents were
agreed (53.2%) and strongly agreed (33.2%) that they were confident to provide their
confidential information. There were respondents about 9.3% disagreed and 4.3%

strongly disagreed.
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Table 4.20 Descriptive Analysis of Self-efficacy Responses (n = 277)

Frequency (%)
Statement Strongly ] Strongly
] Disagree Agree
disagree agree
Patients’ beliefs about their confidence to
29 70 116 64

visit the study site regularly as specified in
. ] (10.6%) (25.1%)  (41.6%)  (22.9%)
the clinical trial.

Patients’ beliefs about their confidence to
29 70 116 64

visit the study site regularly as specified in
(10.6%) (25.1%)  (41.6%) (22.9%)

the clinical trial.

Patients’ beliefs about their confidence to
11 31 155 81

be willing to have blood collection as
(4.0%) (11.2%)  (55.8%)  (29.1%)

specified in the clinical trial.

Patients’ beliefs about their confidence to

record events on their health conditions and 4 27 151 98
medications receiving during clinical trial  (1.4%) (9.6%) (53.9%) (35.0%)
participation.

Patients’ beliefs about their confidence to
6 26 138 110

take study drug as specified in the clinical
(2.1%) (9.3%) (49.3%)  (39.3%)

trial.

Patients’ beliefs about their confidence to
12 26 149 93

provide the study staff their personal
(4.3%) (9.3%) (53.2%)  (33.2%)

information.

Overall score Mean = 15.53 SD =2.94 Min5 Max =20

Sum score of self-efficacy was divided into three levels; low, moderate
and high as follows:

16 — 20 points High level of self-efficacy
12 — 15 points Moderate level of self-efficacy
5 - 11 points Low level of self-efficacy

Table 4.21 presented the frequency and percentage of self-efficacy level. There
were 50.9% of respondents had moderate level of self-efficacy; whereas
approximately 41.9% had high level and 7.2% had low level of self-efficacy.
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Table 4.21 Descriptive Analysis of Self-efficacy Level (n = 277)

. Frequency Percentage
Self-efficacy level
(n) (%)
High 116 41.9
Moderate 141 50.9
Low 20 7.2
Overall score 277 100.0

4.3 The Factors Affecting the Clinical Trial Participation

Two types of logistic regression analysis were computed to identify the
factors affecting the intention of clinical trial participation. The first one was that the
overall score of each HBM constructs and the respondents’ characteristics were
entered into the analysis; while the second computing were performed by using the
level of HBM constructs as ranking into high, moderate and low and the respondents’

characteristics were entered.

4.3.1 Multivariate Logistic Regression Analysis of the HBM Score
The results of multivariate analysis of all potential variables entered in the
logistic regression analysis were presented in table 4.22. The categorical data was re-
coded into binary format using the first value as the reference. The results from
multivariate logistic regression with stepwise likelihood ratio function presented that
education, perceived susceptibility, perceived benefits, perceived barriers, and self-
efficacy were significantly included in the logistic regression model while the other
variables were excluded. There were significant relationships between clinical trial
participation and the above variables.
4.3.1.1 Education level: to analyze the categorical variables
like education level, the dummy variable needed to be created by setting junior high
school or lower education group as the reference variable in this analysis. Data
interpretation was comparing each education group with the reference group. The p-
value of education level was 0.041 which indicated that education level was one of
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potential predictors to the intention of clinical trial participation as seen in table 4.22.
The results showed that senior high school or vocational group (OR = 0.328, 95%ClI
[0.108 — 0.995], p = 0.049) and high vocational or diploma (OR = 0.151, 95%CI
[0.039 — 0.590], p = 0.007) were significantly different from junior high school or
lower education group; whereas bachelor degree or higher education group was not
significantly different from junior high school or lower education group (OR = 0.514,
95%CI [0.198 — 1.337], p = 0.172). The chance of clinical trial participation for the
respondents who finished senior high school or vocational, high vocational or diploma
and bachelor degree or higher were less than junior high school or lower education
group 0.328, 0.151, and 0.514 times respectively.

4.3.1.2 Perceived susceptibility: the logistic regression analysis
showed that perceived susceptibility was one of the factors affecting the intention of
clinical trial participation. The results showed that one point changed in perceived
susceptibility would decrease the log-odds of clinical trial participation by 0.457 with
the chance of clinical trial participation at 0.633 times. (OR =0.633, 95%CI [0.482 —
0.832], p =0.001).

4.3.1.3 Perceived benefits: the logistic regression analysis
showed that perceived benefits was one of the predicting factors of the intention of
clinical trial participation. The results showed that one point changed in perceived
benefits would increase the log-odds of clinical trial participation by 0.352 with the
chance of clinical trial participation at 1.422 times (OR = 1.422, 95%CI [1.227 —
1.647], p < 0.001).

4.3.1.4 Perceived barriers: the logistic regression revealed that
perceived barriers was factor affecting the intention of clinical trial participation. The
results showed that one point changed in perceived barriers would increase the log-
odds of clinical trial participation by 0.088 with the chance of clinical trial
participation at 1.092 times. (OR =1.092, 95%CI [1.017 — 1.173], p = 0.016).

4.3.1.5 Self-efficacy: the logistic regression analysis indicated
that self-efficacy was one of the factors predicting the intention of clinical trial
participation. The results showed that one point changed in self-efficacy would

increase the log-odds of clinical trial participation by a factor of 0.403 with the chance
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of clinical trial participation at 1.496 times (OR = 1.496, 95%CI [1.281 — 1.747], p <

0.001).

Table 4.22 Multivariate Logistic Regression Analysis of General Characteristics and

the Variables in the HBM

B S.E. p OR 95% CI OR
Lower  Upper

Education 0.041
Junior high school or lower
Senior high school or
vocational -1.114 0566 0.049 0.328 0.108 0.995
High vocational or diploma -1.891 0.696 0.007 0.151 0.039 0.59
Bachelor degree or higher -0.666 0.488 0.172 0514 0.198 1.337
Health Belief Model
Perceived Susceptibility -0457 0.139 0.001 0.633 0.482 0.832
Perceived Benefits 0.352 0.075 <0.001 1422 1.227 1.647
Perceived Barriers 0.088 0.037 0.016 1.092 1.017 1.173
Self-Efficacy 0.403 0.079 <0.001 149 1.281 1.747
Constant -6.278 2.624 0.017 0.002

Hosmer-Lemeshow goodness of fit was tested. The result shows that this

equation fits well (p = 0.051) with percentage of prediction at 82.2%. The logistic

regression equation was presented below.

( Participation
n

Non — participation

)

= —6.278 — 1.114 (senior highscjhool or vocational)

— 1.891 (high vocational or diplma)
— 0.666 (bachelor degree or higher)
0.457 (perceived susceptibility) + 0.352 (perceived benefits)

+ 0.088 (perceived barriers) + 0.403 (self — ef ficacy)
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4.3.2 Multivariate Logistic Regression Analysis of the Perception
Level in the HBM
The sum score of each constructs in the HBM was categorized into three

levels; low, moderate and high perception level. These perception levels were re-
coded into binary format using the first value as the reference. All general
characteristic variables and perception levels of all constructs in the HBM were
computed using the multivariate logistic regression analysis with forward stepwise
likelihood ratio function. The results showed that perceived benefits, cues to action
and self-efficacy were potential predicting factors of the intention to participate in the
clinical. These variables were included in the logistic regression equation as presented
in table 4.23 except the general characteristics.

4.3.2.1 Perceived benefits: low level of perceived benefits was
set as the reference value. The p-value of perceived benefits level was <0.001 which
indicated that perceived benefits was one of factors affecting the intention of clinical
trial participation. The results showed that moderate level of perceived benefits (OR =
2.387, 95% CI [0.840 — 6.782], p = 0.102) was not different from the reference value;
whereas the high level of perceived benefits were significantly different (OR = 14.828,
95% CI [4.707 — 46.708], p <0.001). The results can be concluded that the respondents
who had high level of perceived benefits would have more chance to participate in the
clinical trial more than those who had low level about 14.828 times.

4.3.2.2 Cues to action: low level of cues to action was set as
the reference value. The p-value of cues to action level was 0.014 which indicated that
cues to action was one of the predicting factors of the intention to participate in the
clinical trial. The results; however, showed that moderate level of cues to action (OR =
0.315, 95% CI [0.056 — 1.772], p = 0.190) was not different from the low level. On the
other hand, high level of cues to action (OR = 0.130, 95% CI [0.023 — 0.722], p =
0.020) was significantly different from the low level. The chance of clinical trial
participation in high level of cues to action would be less likely to participate in the
trial 0.130 times than the low level group.

4.3.2.3 Self-efficacy: low level of self-efficacy was set as the
reference value. The p-value of self-efficacy level was <0.001 which indicated that

self-efficacy was a factor affecting the intention to participate in the clinical trial. The
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results showed that moderate level of self-efficacy (OR = 12.525, 95% CI [3.205 —
48.945], p <0.001) and the high level groups (OR = 36.294, 95% CI [8.286 — 158.968],
p <0.001) were significantly different from the low level group. The results revealed

that the respondents who had moderate and high level of self-efficacy were more

likely to participate in the clinical trial than those who had low level about 12.525

times and 36.294 times respectively.

Table 4.23 Multivariate Logistic Regression Analysis of General Characteristics and

the Perception Level of the HBM

B S.E. p OR 95% CI OR

Lower  Upper

Perceived benefits level <0.001

Moderate 0.870 .533 102 2.387 .840 6.782

High 2.696 .585 <0.001 14.828 4707  46.708

Cues to action level 0.014

Moderate -1.155 .881 190 315 .056 1.772

High -2.043 .876 .020 130 .023 722

Self-efficacy level <0.001

Moderate 2.528 .695 <0.001 12.525 3.205  48.945

High 3.592 .754 <0.001 36.294 8.286  158.968

Constant -1.359 927 143 257

Hosmer-Lemeshow goodness of fit was tested. The result shows that this

equation fits well (p = 0.076) with percentage of prediction at 81.8%. The logistic

regression equation was presented below.
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0 ( Participation )
Non — participation

= —1.359 4 0.870 (mmoderate level of perceived benefits)
+ 2.696 (high level of perceived benefits)
— 1.155 (moderate level of cues to action)
— 2.043 (high level of cues to action)
+ 2.528 (moderate level of self — ef ficacy)
+ 3.592 (high level of self — ef ficacy)

4.4 Hypotheses testing

There were no statistical significant evidences supported the relationship
between genders, age, marital status, perceived severity and the intention of clinical
trial participation. However, the results indicated that education, perceived
susceptibility, perceived benefits, perceived barriers, cues to action and self-efficacy
were statistically significant related to the intention of clinical trial participation in
HIV-infected patients at one academic hospital in Bangkok. The hypotheses testing

were summarized in table 4.24.

Table 4.24 The Summary of Hypotheses Testing

No. Hypotheses Results

H1  Male patients intend to participate in the clinical trial Reject
higher than female patients.

H2  Older patients intend to participate in the clinical trial Reject
higher than younger patients.

H3  Married patients intend to participate in the clinical trial Reject
higher than single or divorce patients.

H4  Low income population intends to participate in the Reject
clinical trial higher than high income population.

H5  Low educated patients intend to participate in the clinical Reject

trial higher than higher educated patients.
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No. Hypotheses Results

H6  Occupation is not related to the intention to participate in Accept
the clinical trial.

H7  Patients without or do not use health insurance coverage Reject
intend to participate in the clinical trial higher than
patients with health insurance coverage.

H8  Patients with high perceived susceptibility intend to Reject
participate in the clinical trial higher than log perceived
susceptibility.

H9  Patients with high perceived severity intend to participate Reject
in the clinical trial higher than low perceived severity.

H10 Patients with high perceived benefits intend to participate Accept
in the clinical trial higher than low perceived benefits.

H11 Patients with low perceived barriers intend to participate Reject
in the clinical trial higher than high perceived barriers.

H12 Patients with low cues to action intend to participate in Accept
the clinical trial higher than high cues to action.

H13 Patients with high self-efficacy intend to participate in the Accept

clinical trial higher than low self-efficacy.
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CHAPTER V
DISCUSSION

From the statistical analysis of the variables in the multivariate logistic
regression, we discovered that education, perceived susceptibility, perceived benefits,
perceived barriers, cues to action and self-efficacy were potential predictors of the
intention to participate in the clinical trial.

5.1 The General Characteristics and Clinical Trial Participation

The majority of respondents were age in between 31 — 50 years. Most of
them were either single or married. We found that most of respondents graduated from
junior high school or lower and bachelor degree or higher and earned less than or
equal to 20,000 THB. More than 50% of respondents had the medical insurance
coverage provided by public and private insurance schemes i.e. Civil Servant Medical
Benefit Scheme (CSMBS), Universal Coverage (UC) and Social Security Scheme
(SSS). From the descriptive analysis, about 76.4% of respondents intended to
participate in the clinical trial with high intention level (level 5 to 10); however, the
percentage of clinical trial participation among each group of general characteristic
variables was not significantly different.

From previous research studied by Gorkin et al (1996) reported that gender
difference was a significant factor of clinical trial participation. They found that the
percentage of clinical trial participation in post myocardial infarction trial between
men and women were big difference. In contrast, this research showed that the
percentage of clinical trial participation between both sexes was almost equivalence.
Gorkin concluded that women perceived the post myocardial infarction trial as a form
of invasive procedures with aggressive treatments that women usually refuse based on
the previous data in cardiology research.® 52 53 Regarding HIV treatments, receiving

anti-retroviral therapy as well as following-up CD4" and the viral load were non-
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invasive treatments when comparing with post myocardial infarction treatments, so
gender should not affect the intention to participate in the HIV trials.

While the results from this research showed that age and marital status
were not related to clinical trial participation, Calnan (1984) highlighted the
importance of age and marital status to breast cancer screening program and the
further research about the relationship between these two factors and participation in
the program were required. Calnan proposed that age and marital status might be
associated with the decision making process on how patients thought about their health
condition.®) However, we noticed that the research population in Calnan’s study was
healthy volunteers; while in this research was HIV-infected patients. Not only the
research population that was different but also the research design; Calnan’s research
was screening program but this research was clinical trial. This finding revealed that
the differences of population might be related to people’s beliefs about their health.
This conclusion was supported by a previous study performed by Chu (2012) that
patient population could be more vulnerable than healthy volunteer in several
dimensions such as sources of information, influential person and purpose of clinical
trial participation.®® Furthermore, another study performed by Gorkin (1996) also
concluded that there were no differences in parameters of marital status between
enrollees and non-enrollees.®

The results from cross-tabulation analysis showed that there was no
difference among four education groups in the percentage of clinical trial participation
as presented in table 4.6; however, this result contradicted what we found in the
logistic regression analysis as education was included in the model. Referring to the
result from the logistic regression analysis, we found that junior high school or lower
education group and bachelor degree or higher education group were not significantly
different in clinical trial participation; whereas, senior high school or vocational
education group and high vocational or diploma education group were different from
the reference group (junior high school or lower). From the finding that the lowest and
highest level of education had no differences in the percentage of participation, it was
not clear to state that education was actually related to clinical trial participation.
Surprisingly, Gorkin (1996) reported that there were no significant differences in

education between enrollees and non-enrollees; whereas Stunkel and Grady (2011)
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stated that education was indirectly related to participation through how people
thought about monetary compensation as a motivator in the clinical trial.“” In
contrast, education was excluded in the regression model when perception level was
computed instead of perception score. Only the HBM variables were included. This
finding revealed that education might not be a strong predictor when comparing with
perception level.

In Thailand, the compensation for the research subjects for their time and
travelling cost was required by the Ethics Committees. This requirement led to an
assumption that monetary compensation might influence the patients and healthy
volunteer to join the clinical trial especially in low income population. Surprisingly,
the result from cross-tabulation and logistic regression analysis presented that income
was not related to clinical trial participation. This finding was inconsistent with the
research conducted by Stunkel and Grady (2011) who proposed that although
monetary payment was one of motivations but the research participants considered
other benefits as well as risks.“” In addition, Park (2012) reported that money was a
motivator only in the small group of healthy volunteers in the HIV vaccine trial.®
Since the research population in this study was HIV-infected patients, there were
several benefits that the patients expected to receive from joining the clinical trial such
as receiving high level of professional care, receiving effective treatments and saving
cost.

Regarding health insurance coverage, most of respondents reported that
they had Civil Servant Medical Benefit Scheme (CSMBS) for government officers,
Social Security Scheme (SSS) and private health insurance for business employees.
Some respondents reported that they needed to pay by themselves even if they had
Universal Coverage (UC) that the government provided to all Thai citizens. From the
data analysis, health insurance coverage was not related to clinical trial participation.
This finding was consistent with the result concluded by Gorkin (1996).1% Universal
Coverage (UC) provided by National Health Security Office (NHSO) covered the cost
for HIV/AIDS treatments including laboratory testing; however, anti-retroviral therapy
covered by UC was limited.®? The reason why patients who already had medical
insurance coverage still intended to join the clinical trial was that patients might see
benefits other than cost saving as presented by Stunkel and Grady (2011).“"
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5.2 The Perception of the HIV-Infected Patients and Clinical Trial

Participation

From the logistic regression analysis, we found that several variables in the
HBM were potential factors relating to clinical trial participation, i.e. perceived
susceptibility, perceived benefits, perceived barriers, cues to action and self-efficacy.

Regarding perceived susceptibility, most of respondents perceived
susceptibility in high level (87.1%). From table 4.22, one point increased in perceived
susceptibility score would decrease the odd of clinical trial participation 0.633 times.
Table 4.23; however, presented that perceived susceptibility level was not in the
model. Although this finding indicated that perceived susceptibility level might not
affect the intention of clinical trial participation but the overall of perceived
susceptibility score could be a potential factor that the patients who perceived
susceptibility in high level would be less likely to join the clinical trial.

Perceived severity was excluded from the logistic regression equation due
to non-significant result. The results revealed that the percentage of perceived severity
in low, moderate and high level were quite equivalence. This finding might be a result
of the invalidate questionnaire that did not well measure perceived severity enough.
By the way, we found that 67.7% of respondents did not believe that participating in
the clinical trial was social stigma and 65.6% of respondents did not concern about
their social relationship if they participated in the trial.

As presented in table 4.22, perceived benefits and perceived barriers were
included into the model as predictors of clinical trial participation. One point increased
in perceived benefits score would increase the odds of clinical trial participation at
1.442 times and one point increased in perceived barriers would increase the odds at
1.092 times. However, table 4.23 presented that perceived barriers level was not
included; whereas perceived benefits level was still in the model. The patient who
perceived benefits in high level would be more likely to participate in the clinical trial
18.145 times than those who perceived benefits in low level. Furthermore, the chance
of clinical trial participation between moderate level and low level of perceived
benefits were not significantly different. This finding might be a result of the patient
did not perceived high enough that they would get benefits from being in the trial.
Regarding perceived barriers, most of respondents had moderate level of perceived
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barriers and the percentage showed the normal distribution. Basically, the patients
would consider about benefits and risks or barriers before making decisions. We found
that 81.7% of respondents believed that they would get more physical and mental
health maintenance, 82.5% of respondents reported that they would receive high level
of the professional care, about 84.6% believed that the investigational products was
effective, 70.8% expected to receive free treatments, and 97.5% of respondents
believed that the research result would give benefits to the future patients. While most
of respondents expected getting benefits, there was a small group of respondents
concerned about the barriers. We noticed that only 31.7% of respondents believed they
would get risks from research study procedure, 33.6% of respondents reported that
clinical trial participation was time-consuming, 38.4% of respondents were not willing
to inform their personal confidential information, and 35.4% of respondents believed
that they would have negative implications if they refused to join the trial. We also
found that most of respondents trusted in their physicians (87.1%) and the hospital
(97.5%). Since the benefits and barriers were different among each population and
location, these findings should be referred to HIV-infected patients at an academic
hospital in Bangkok only.*®

From the descriptive analysis, the respondents usually agreed that they
needed the recommendations from their physicians, friends or family members prior to
making a decision. However, the logistic regression analysis presented that cues to
action score was not related to clinical trial participation; however, the cues to action
level was. Table 4.23 presented that the patient who had high level of cues would be
less likely to join the trial 0.130 times than those who had low level. So, the patient
who required lots of triggers to make decisions would be less likely to join. However,
there were some respondents reported that they did not have to consult their friends or
family members because they would like to keep their health condition confidential.

Regarding self-efficacy to clinical trial participation, the data analysis
showed that most of respondents believed that they could comply with the study
requirements and perceived self-efficacy in moderate level. From table 4.22 and 4.23,
the patient who had high and moderate level of self-efficacy would be more likely to
join the trial 12.525 times and 36.294 times than those who had low level. We might

conclude that if the patients were confident that they could follow the requirements of
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the study protocol, they would be more confident to participate in the clinical trial.
This finding was consistent with the previous studied by Geyh et al (2012) that self-
efficacy was found to be a strong factor related to clinical trial participation than the
other factors such as symptoms, social support, and health condition etc.®®

5.3 Limitations

Since this research question was a new topic in Thailand, the literatures
that studied about the factors affecting clinical trial participation were limited
especially in Thai population. Only international literatures were only our sources of
information. Although the research studies published internationally could provide
useful data but the results from some research could not fit Thai population due to
cultural differences. So, the questionnaire used in this research was newly adapted
from the previous studied in western countries. Although all items in the questionnaire
were face validated before using, but some questions needed revising to fit Thai
population. However, we found that only quantitative data cannot give detailed
information to answer the research questions, and qualitative data was also important
for data interpretation. Information sharing by patients about their thoughts and beliefs
of clinical trial participation was found to be very useful. We recommended
interviewing the patient in the future research.

In addition, during the conducting of this research, there was no new
clinical trial initiated. In order to complete this research within limited time, the new
HIV trial was generated for questionnaire completion. This new trial included HIV
study protocol’s general requirements such as study procedures, drug administration,
adverse event reporting and frequency of visit schedule based on the researcher’s
experience. So, the patient’s intentions to participate in the clinical trial were measured
instead of their decisions. To make the result more reliable, this research should be
ideally conducted at the time point of the subject screening and enrollment process of
the real clinical trial. The research questionnaire should be completed after the patients
already made their decisions whether they agreed to join the clinical trial.

Logistic regression analysis was used to identify the potential predictors of

clinical trial participation with binary outcome. The independent variables could be
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interval scale or ordinal scale. Computing the raw score of the HBM variables gave
more accurate results than using the perception level because categorizing of the HBM
variable score could interfere the results if the criteria of categorizing were
inappropriate. The logistic regression model resulting from the raw score; however,
could not be used in the real life without using the research questionnaire. So,
categorizing the perception score into three levels and then analyzing in the logistic

regression could give more meaning.

5.4 Recommendations

This research topic was quite new in Thailand, the knowledge concluded
from this research results was valuable for clinical research industry in Thailand.
According to the results, we knew that education, perceived susceptibility, perceived
benefits, perceived barriers, cues to action and self-efficacy were related to clinical
trial participation in Thai patients. To improve the subject recruitment, these factors
can be applied; for example, providing information and knowledge suitable for low
educated patients, allowing patients to ask for recommendations from the others,
considering the benefits and barriers, and adjusting the study procedures easier to be
followed.

Information provided in the informed consent form should be easy to
understand by low educated people. Clinical research professionals should focus on
the informed consent process to explain the benefits and risks of the trial until the
patients fully understand. The patients should be allowed to ask their friends or family
members before making decision. These recommendations are already a global
standard practice and every research investigators should comply with. In protocol
development stage, we recommend the study protocol writers to discuss with the
community representatives from where clinical trials will be conducted to get more
information about benefits that they expected to receive from the trial and also
barriers. This information is very useful to reduce barriers to improve the recruitment.

Although this research provided some basic results about the factors
affecting clinical trial participation in Thai population, but repeating is required

because these factors are varied among each particular population. The results from
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the other group of patients might give different findings. Interviewing the patients
should be performed in parallel with answering the questionnaire in order to obtain the
patients’ thoughts and beliefs in detail. The research questionnaire should be revised to
fit Thai population. We also suggested determining the relationship between the HIV

infection condition and clinical trial participation through the HBM.
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CHAPTER VI
CONCLUSION

Three major conclusions can be made from this study. The first conclusion
is that the proportions of the patients who intended and did not intend to participate in
the clinical trial among each group of characteristic variables were not significantly
different although the overall percentage of participation was higher than non-
participation.

The second conclusion is that the variables in the Health Belief Model
were stronger predictors than the patients’ characteristic variables. Although education
was selected to be in the logistic regression model, but there were no significant
differences between the lowest and highest education group in clinical trial
participation. Moreover, the result showed that income was not related to clinical trial
participation and monetary compensation might not be a motivator for some patients
as previously expected.

The third conclusion is that the clinical trial information was essential for
the patients to weigh between benefits and barriers before making decision. The
benefits that the patients expected to receive from the trial were getting more physical
and mental health maintenance, access to high level of the professional care, receiving
the effective and free treatments. Some patients; however, were fear of getting risks
from the study procedure. To reduce their fear, the clinical research staff should focus
on the details of study procedure during the consent process to ensure that the patients
were fully understand what they would receive during the trial. Some patients thought
that participating in the trial was time-consuming. Although most of clinical trial allow
the window period of the study visit to give more flexibility to investigators and the
patients, but we recommend the site to effectively prepare for the study procedure, so
the visit will not be so long for the patients.

In addition, a small group of patients was not willing to provide their
confidential information. This confidentiality point was already included as a part of
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informed consent process. The clinical research staff should take this opportunity to
make the patients trust and feel comfortable enough to provide their personal data. In
Thai population, the paternal relationship between the patients and physicians still
existed. Some patients would fully rely on their physicians to make decisions on
behalf of the patients because they did not have knowledge about clinical trial and they
believed that their physicians would choose the best thing for them. However, some
patients were fear to have negative implications if they refused to join the clinical trial.

In conclusion, providing clinical trial information during the informed
consent process will give the patients basic knowledge about clinical trial and the
clinical trial specific requirements. This step is mandatory for the patients to make
decision. The clinical research staff should focus on each component of the informed
consent process such as explaining all detailed information, giving time to think and
make decision, allowing them to ask their friends or relatives, answering all questions

may have, and signing/dating on the informed consent form etc.
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Faculty of Medicine Ramathibodi Hospital, Mahidol University
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Protocol Number ID 03-56-47
Principal Investigator Miss. Siriwan Thitiphongpraphat
Official Address Department of Public Health Administration

Faculty of Public Health
Mabhidol University

The aforementioned project has been reviewed and approved by the Committee on Human
Rights Related to Research Involving Human Subjects, based on the Declaration of Helsinki.

Signature of Secretary

Committee on Human Rights Relatedto  .................... MR‘L', .....................
Research Involving Human Subjects Prof. Duangrurdee Wattanasirichaigoon, M.D.
Signature of Chairman
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Research Involving Human Subjects Prof. Boonsong Ongphiphadhanakul, M.D.

Date of Approval April 6, 2013
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APPENDIX C
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APPENDIX D
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