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The purposes of this research were to analyze the current situation of the
clinical trial system in Thailand, to design the practical clinical trial control system in
Thailand, to identify the gap between current situation and expected clinical trial
control system and to develop strategies for the clinical trial control system. This
study consisted of four phases. The first phase was a literature review. Second phase
used survey questionnaires asking current situation and opinion on the expected
system mailed to 1,260 stakeholders including drug producers or importers,
investigators, ethical committee’s members and Food and Drug Administration
personnel. The overall response rate was 26.9 percent. The results showed that even
all parties considered that the current situation functioned moderately well, the
proposed key issues in the designed model would create a better system. The third
phase provided gap analysis and information from the in-depth interview with key
informants from the parties to use in developing strategies to bring the current system
upward to the designed model. Lastly, questionnaires were distributed to parties at
their annual meeting to verify the proposed strategies with the response rate of 32.5
percent. The study showed that all parties are totally agree that the objectives of the
clinical control system should focus on the standard and oversight of ethical
committee, the effective control of investigational drug by Food and Drug
Administration and capacity building in all related agencies. The current priority was
the standard and accreditation of ethical committee, which needed political
commitment to issue human research act. As the acts is still in-process, Food and
Drug Administration should take initiation in establishing the recognition criteria for
ethical committee in reviewing clinical trial of investigational drugs. Another priority
was to improve efficiency of Food and Drug Administration’s work. Even many
regulations had been established, there were evidences showing lack of understanding
and compliance. Therefore, Food and Drug Administration should promote
understanding of role, regulation, procedure, and timeline to the public and concern
parties. Lastly, capacity building was essential for conducting research and
development especially for drugs originated in Thailand. It could start with capacity
building for conducting clinical trial originated from foreign countries. Methods for
development were proposed and agreed by concerned parties.

The result from this research could be the inputs for policy development and
procedural improvement to strengthen the clinical trial control system in Thailand to
be at the international standard and acceptance.
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Chapter |

Introduction

1. Rational and framework.

Clinical Research is a part of research and development of drug product. Clinical
research is a study of which healthy people or patients are involved. The objective of the
clinical research is to assure that drugs are safe and effective. The clinical research
consists of 4 phases. Each clinical trial phase has a different purpose. Clinical trial phase
I is to test an experimental drug in a small group of healthy people (20-80) to evaluate
drug’s safety and determine a safe range of dosage and identify side effects. Clinical trial
Phase Il is to evaluate its effective and safety in a larger group of patients ( 100-300).
Clinical trial phase Il is to confirm its efficacy, safety, side effect in the large group of
patients (1000-3000). Clinical trial phase IV is the post-marketing studies of which
purpose is to collect more information such as risks, benefit, pharmacoeconomics and etc.
These studies are pivotal for new drug research and development. During these processes,
the risk of drug must have been closely monitored.

Since the safety of drug is scarcely know, especially at the early stage of
development, subjects participated in the clinical trial must be carefully protected from
the risk. There are many measures starting from well designed clinical trail, thoroughly
scientific reviewed and complied with Good Clinical Practice (GCP).Even these drugs
are approved to be marketed; they still need further studies of safety and effectiveness of
use in the real situation due to during the research and development process, many factors
are controlled in the form of inclusion or exclusion criteria such as age of the subjects,
co-committed drug use, compliance and other factors. The magnitude of risk on safety
will be reduced as information or knowledge on drug is more available.

In the past, there were only a few clinical trial researches in Thailand. Most of
them were phase Il or phase IV of clinical trial. The number of clinical trial is
increasing in recent years. The number of investigational new drug importation’

application is 101 in B.E. 2544 where as is 332 in B.E.2552, approximately 3 times with



in 8 years. They cover phase Il through phase V. Early phase such as phase Il or Phase
11/111 is becoming more conducted in Thailand recently. Hence Thai subjects are likely to
expose more to the risk by participated in early phase of clinical trial.

The increasing number of clinical trial in Thailand may be the result of many
factors, which have been improved over the years. Hospitals have a good management
and are equipped with new, high technology diagnose/treatment machines. Health care
personnel are high qualification and well trained. More Ethical committees are
established in compliance with the International Standard. In addition, a few institutions
are becoming interested in conducting phase | clinical trial, which is the first time of drug
use in human.

This is very crucial for early phase of clinical trial to ensure that the safety has
adequately been reviewed and the right and safety of participants in the research are
protected. There is no specific law or regulation concerned about human right or patient
right participating in clinical trial research. Therefore, the right may be not adequately
protected.

400+
3501
300+
2501
200+
1504
10071
501
0

Bnumber of IND importation
application

2544 2546 2548 2550 2552

Figurel: The number of Investigational New Drug’s importation application
during B.E.2544-2552 ( Bureau of Drug Control, Food and Drug Administration)

Recent years, there are more clinical studies on Bioequivalence in Thailand due to
the Food and Drug Administration regulation that new generic drug must submit
bioequivalence study to assure that the quality and safety is equivalent to new drug

already registered. These studies must be conducted in Thai. However, 37 study reports



are not accepted by Food and Drug Administration during B.E 2550-2553. The causes of
rejection could be classified into 2 categories which are non-compliance with Good
Clinical Practice (GCP) and non-compliance with scientific guideline such as
Bioanalytical Method Validation and ASEAN Guideline for the conduct of
Bioavailability and Bioequivalence Study. The rejection of these studies causes loss not
only to the sponsor that provide money support but also to the subject participated in the
study. They scarify themselves for the benefit of study but the study failed. This can be
considered that the right of subject is not adequately protected.

Good Clinical Practice (GCP) could be considered as basic principle for
protecting subject. However, Complying with GCP is a voluntary measure in Thailand.
There is no responsible agency or regulation on GCP.

Even there are many measures to minimize the risk and increase the protection of
subject participating in clinical trial, there are no regulatory or legal framework to
implement those measures. Therefore government should provide the legal framework
for clinical trials. The aim should be to protect the safety and rights of the subjects
participating in a trial, and to ensure that trials are adequately designed to meet
scientifically sound objectives. These aims may be met by several means, including the
specification of the investigator’s qualification, requirement for review and approval of
the protocol by relevant scientific and/or ethics committee and mandatory GCP
compliance.

Even though Food and Drug Administration is the national agency which permits
the importation of investigational drugs or test drugs for clinical trial research in Thailand,
there is no agency or institution responsible for approval or control the clinical research.
There is no study or review of opinion of people or other stakeholders on clinical trial in
Thailand. Therefore, it is important to study the situation and perception of stakeholders
on Clinical Trial Research in Thailand. This information will be useful for formulating
the policy proposal on clinical trial research management in Thailand. This study will
analyze the gap between the standard process and the current situation in order to develop

model for clinical trial control system in Thailand.



2. Objectives

1. To analyze the current situation of the clinical trial system in Thailand

2. To design the practical clinical trial control system for Thailand

3. To identify gaps between the designed clinical trial control system and Thai

current system

4. To develop the strategies for the clinical trial control system

3. Scope of the study

The clinical trial study covers all studies in health-related interventions involved

human. These interventions include drug, medical devices, medical procedures,

behavioral treatments, preventive care, etc. This study focused only on the clinical trial

using drug products.
4. Expected benefit

The Food and Drug Administration could use the result to strengthen the clinical

trial control system in Thailand and to assure that the right of human subject is protected.

5. Conceptual framework of clinical trial control system

Clinical Trial Control System

Subject Protection

Research Process

Ethical Committee

Quiality of products

Merit and Credibility
of research data

Food and Drug
Administration

Research Protocol Compliance

monitor Inspection
Sponsor & CRO Food and Drug
Administration

Research Protocol
approval

Approval of manufacture/
importation

Audit report

Inspection report

Figure 2: Conceptual Framework of Clinical Trial Control system




The objectives of the clinical trial control system are the subject protection and
the merit and credibility of research data. There are many organizations and various
measures to fulfill these objectives. The first priority is to assure that human subjects
participating in clinical trial are protected from any harm. Two main aspects related to the
subject protection are the quality of product used in the clinical trial and the process of
conducting the clinical trial.

The quality of product is the main responsibility of Food and Drug Administration.
Therefore, Food and Drug Administration reviews the documents related to the quality of
the product. On the other hand, ethical committee is the main organization to ensure the
ethical of conducting the clinical trial. Ethical committee reviews the clinical study
protocol whether is rational, well scientific-designed and has a proper measure to detect,
manage and prevent any adverse event may occur. In addition the approval of research
protocol by Food and Drug Administration is an additional measure to assure that the
subjects are protected and the drugs are used specifically only in the approved study
protocol and the clinical site specified in protocol.

The merit and credibility of data obtained from clinical trial is assured by
monitoring by sponsor, contract research organization, Food and Drug Administration

and ethical committee. The monitoring is considered as a quality assurance process.



Chapter 11

Literature review

1. Introduction to clinical trial

The definition of clinical trial by World Health Organization is any research study
that prospectively assigns individual research participants, or groups of research
participants, to one or more health-related interventions to evaluate the effects on health
outcomes. Interventions include but are not restricted to drugs, cells and other biological
products, surgical procedures, radiologic procedures, devices, behavioral treatments,
process-of-care changes, and preventive care. In other words particularly for
pharmaceutical, clinical trial means an investigation in respect of a drug use in humans
that involves human subject and that is intended to discover or verify the clinical,
pharmacological or pharmacodynamic effects of the drug, identify any adverse events in
respect of the drug, study the absorption, distribution, metabolism and excretion of the
drug or ascertain the safety or efficacy of the drug. (Health Canada). Clinical research is
a study of which healthy people or patients are involved. The clinical research consists of
4 phases. These studies are pivotal for new drug research and development. Even these
drugs are approved to be marketed; they still need further studies of safety and efficacy of
use in the real situation due to many factors are controlled in the form of inclusion or
exclusion criteria such as age of the subject, co-committed drug use, etc and compliance
during the research and development process.

As a government agency, the regulatory framework of clinical trial is needed in
order to

-protect subject or volunteer who participate in clinical trial especially on safety
issues

-ensure the merit of scientific research that the study has been well designed and
considered all aspects of safety and ethical issues

-ensure the credibility of data that will be used in the marketing authorization
evaluation.

Even though it is well recognized the need of regulatory framework on clinical
trial, not all countries has implemented or fully implemented. This is due to many causes



such as political will, legislation environment and resources. The main role and
responsibility of Thai Food and Drug Administration, a government agency, is to protect
consumer’s health especially to ensure safety, quality and efficacy of drug by pre- and
post-marketing measures. This responsibility does not exclude drug that is not authorized
to market in the country. Food and Drug Administration’s responsibility to control and
assure users getting no harm covers all drug uses.
1.1 Clinical trial Process
There are many process involved in clinical trial as following:
1. Protocol development.
Sponsor or investigator will develop clinical protocol in order to find the information
for specific purpose.
2. Ethical committee review
The protocol and related documents such as inform consent, patient information will
be submitted to Independent Ethical Committee or Institutional review board for
ethical consideration.
3. Clinical trial authorization application to Drug regulatory authority
Sponsor or investigator will submit the Clinical Trial authorization application to
Drug regulatory authority.
4. Clinical trial protocol review by Drug regulatory authority
The protocol and related documents including Chemical and Manufacturing control
(CMC) will be review by Drug regulatory authority.
5.Clinical trial authorization and monitoring
The clinical trial authorization will issue to the applicant. The protocol could be
conducted. Monitoring of conducting will be done by Ethical committee and Drug
regulatory at the before, during and after the trial conducted.
6.Protocol amendment
During the conducting of trial, protocol could be amended for changes such as new
site for trial, new information related to safety issues. Regulatory bodies such as Ethical

committee and Drug regulatory authority should be informed these changes.
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Figure 3: The diagram of process related to clinical trial

2. Clinical trial control system in other countries

Clinical trial control system is available and implemented in many countries both

developed and developing countries. The experiences from other countries are selected

and presented in this study. Canada’s clinical trial control system is an example for

clinical trial control in developed country. Singapore’s clinical trial control system is an

example for developed country in ASEAN region. The details are as follow:




2.1. Clinical trial Control System in Singapore

2.1.1.Responsible agency
Health Science Authority (HSA) is a Drug Regulatory Authority in Singapore who is
responsible for regulating drugs, innovative therapeutics, medical devices and health-
related products. HSA is divided into 3 main groups, which are Heath Products
Regulation Group, Blood Services Group and Applied Sciences Services Group. The
Health Products Regulation Group (HPRG) ensures that drugs, innovative therapeutics,
medical devices and health-related products in Singapore are regulated to meet

appropriate standards of safety, quality and efficacy.

2.1.2. Legislation

The Medicine Act 1975 and the Medicines (Clinical Trials) (Amendment)
Regulation 1998 are the legal basis to regulate the clinical trial in Singapore. HSA has
been empowered to oversight the clinical trial by Chapter 176, Sec 18 and 74 of the
Medicines Acts. All clinical trials in Singapore require the approval from Clinical Trial

Branch, Health Products Regulation Groups, HSA before conducted.

2.1.3. Procedure

Sponsor is the responsible person to apply for clinical trial approval with the HSA,
however HSA will issue the approval to the principal investigator, which is specific for
each study protocol, each institution or each site involved in the study. The clinical trial
approval is in the form of a Clinical Trial Certificate (CTC). If the clinical trial materials
will be imported, the sponsor has to request the Clinical Trial Materials (CTM) import
permit from HSA. This could be submitted concurrently with application for Clinical
Trial Certificate (CTC). However, HSA will issue the Clinical Trial Materials imported
permit to the sponsor who will actually import the materials and then distribute to the
investigator.

HSA will approve the clinical trial with the advice from the Medical Clinical
Research Committee (MCRC). This committee has been established to review and
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oversee the conduct of clinical trial. The role and responsibility of this committee is to
review and deliberate on new applications for clinical trial certificates, amendments to
clinical trial protocols and informed consent documents, serious adverse event reports
and request for clinical trial certificate extension.

The information, which is needed to be filled in the clinical trial application
as follow;

1.Trial Information

2.Study Drugs to be investigated

3.Comparator Drugs to be used (if applicable)

4.Concomitant Products to be used (if applicable)

5. Local Trial Centers, Principal Investigator(s) and IRB Details

7.Sponsor (Local Contract Research Organization and Overseas)

8.Supporting documents such as

-Clinical Trial Protocol

-Patient Information Sheet and Informed Consent form

-Subject Recruitment Procedures and Advertisements (if applicable)

-Listing of Overseas Trial centers (if applicable)

-Principal Investigator(s) Curriculum Vitae

-GMP Certificate(s) or Certificate of Accreditation

-Certificate of Analysis (CoA) (if applicable)

-Letter of approval issues by Institutional Review Board

Since January 2006, parallel submission to HSA and the respective Institutional
Review board are permitted. The regulatory approval would be issued independent to the
ethics approval. The clinical trial could be conducted only when both regulatory and ethic

approved. In addition, sponsor has to submit the copy of ethical approval to HSA.
2.2.Clinical Trial Control System in Canada
2.2.1. Responsible agency

Health Canada is a Federal department, which is engaged in various activities related to
health. There are many Directorate in Health Canada. The relevant Directorates involved
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in pharmaceutical products including biological products are Therapeutic Products
Directorate and Biological and Genetic Therapies Directorate. For the clinical trial on
pharmaceutical product, Office of Clinical Trials, Therapeutic Product Directorate is the
responsible office who will review and authorize the clinical trail to be conducted in
Canada. Regulatory Affairs Division, Biologics and Genetic Therapies Directorate is the
responsible office who will review and authorize the clinical trial on biological products
to be conducted in Canada.

2.2.2. Legislation

There has been a regulation on drug used for the purpose of clinical trial since
early 1960 under the Food and Drug act. The recent amendment or regulation concerning
clinical trial control is Part C, Division 5 of the Food and Drug Regulation, 2001.
The main framework of this regulation is the authorization requirement for Phase I, 11, 111
clinical trail and marketed drug whose propose used would not be the same as authorized
condition of use when approved. In addition, there are clearly stated of requirement on
document, labeling, record keeping, report of serious unexpected adverse drug reaction.
Sponsor’s obligation is also clearly stated in the regulation including Good Clinical
Practices (GCP). Even though the clinical protocol is authorized by Health Canada, the
conduct of trial could not be done before receiving the approval of a research ethics board.

2.2.3. Procedure

Sponsor is the responsible person to apply for clinical trial approval or
authorization. The Clinical Trial Application (CTA) has to be submitted to responsible
office in Health Canada before initiate clinical trial. Responsible office will review and
notify the result to sponsor within 30 days except for some categories such as
bioequivalence within 7 days. The requirement for clinical trail authorization has been
clearly identified in the regulation such as protocol, clinical trial attestation etc. Guidance
for Clinical Trial Sponsors is also available to help sponsor in preparation and filing the
Clinical Trial Application. The format of application is adopted from ICH as CTD format

in order to facilitate and familiarize the sponsor and reviewer from development to
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marketing authorization. The detailed or complexity of data may be different from stage
of development but the main components still remain. CTA requirement consists of 3
modules which are;

Module 1: Administrative/Clinical Information

Module 2: Common Technical Document Summaries

Module 3: Quality

The Administrative/clinical information in Module 1 should include
investigator’s brochure, protocol synopsis, informed consent, clinical site information,
Canadian Research Ethics Board(s) refusal (if any), Foreign refusals (if any), letter of
access ( to allow Health Canada to access related master files) etc.

In summary, the regulatory framework could be divided into two main functions
which are pre-, and during conducting clinical trial.

Regulatory framework on pre-conducting clinical trial consists of two steps. The
first step is the authorization or certification to conduct the trial. This step is to approve
the clinical protocol based on scientific review. The second step is the approval of
product importation or manufacture. In Singapore, there are both steps and could be
submitted at the same time. In Canada, there is only one step for clinical trial
authorization however this could be use for importation and distribution in Canada.

Clinical Trial regulation on conducting the trial or the oversight of Clinical trial,
there are two components which is Good Clinical Practices (GCP) inspection, and
IRB/IEC During the conducting the trial, Canada and Singapore have an oversight of
clinical trial by GCP inspection.

2.3.The current clinical trial control system in Thailand

2.3.1. Responsible agency

Food and Drug Administration, Ministry of Public Health is a government agency
whose main role and responsible is to protect consumer’s health especially to ensure
safety, quality and efficacy of health products. Drug Control division is responsible for
the drug products including pharmaceuticals and biological products. In 2001 Drug
control division established a new unit to be responsible for clinical trial. At present,
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Investigational New Drug unit, Pre-marketing division, Bureau of Drug Control is the

responsible unit for clinical trial related issues.

2.3.2. Legislation

According to Drug Act B.E.2510 and amendment, all drugs must be registered
before production, importation and sell in Thailand as mention in Section 12 and Section
79, the detailed as follows:

Section 12: No person shall produce or sell a modern drug, or import or order a
modern drug into the kingdom, unless he/she has obtained a license from the licensing
authority

Section 79: Any person licensed to produce or import drugs, who wish to produce
or import drug is required first to the competent officer for registration of the formula.
Upon receipt of a certificate of formula registration, the drug may be produced or
imported. However, some drugs could be exempt from registration as mentioned in
Section 79 bis as follows:

Section 79 bis: Section 79 shall not be applied to

(1) Drugs that is pharmaceutical chemicals or semi-processed pharmaceutical
chemicals that is not packaged drugs,

(2) Herbal drug

(3) Sample drugs that are received permission to produce, import into the
Kingdom for application to register in accordance with the rules, regulation and
conditions prescribed in Ministerial regulation

(4) Drug that is permitted to import into the Kingdom in accordance with the rules,

procedures and conditions prescribed in the Ministerial Notification.
Refer to Section 79 bis (4), Ministerial Notification no.14: Requirement, process and
conditions for importing drug into Thailand with exemption from product licensing is
issued in B.E.2532. This exemption is only for the purpose of clinical trial/study, analysis,
exhibition or donation.

2.3.3. Procedure

Applicants must be either holders of Drug Import License, Thai Red Cross,

Government Pharmaceutical Organization, or Ministry/Department responsible for
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prevention and treatment of diseases. The application with relevant document should be

submitted at Bureau of Drug control, Food and Drug Administration. The required

documents are as follow;

-Labels of every package size

-Package Insert

-Investigator’s Brochure

-Patient Information Sheet

-Summary of Clinical Trial Protocol (Thai)
-Clinical Trial Protocol

-Chemical, manufacturing and control documents

-Ethical approval from FDA recognized Institutional Review Board: IRB or

Independent Ethic Committee: IEC

After reviewing the documents, Food and Drug administration will permit to

import drug or clinical material into Thailand and conduct the study.

Most of universities which have faculty involve in clinical trial have their Institutional

Review Board (IRB) but there is no authorities or law and regulation to control and

monitor Institutional Review Board (IRB)/Independent Ethical Committee(IEC) and their

function. Currently, FDA accept Ethical Committee (EC) approval certificate of the trials

conducted under ten institutions which are;

1.

© © N o gk~ DN

Ministry of Public Health

Faculty of Medicines, Chulalongkorn Univesity.

Faculty of Medicines, Siriraj Hospital

Faculty of Medicines, Ramathibodi Hospital

Faulty of Tropical Med, Mahidol University

Faculty of Medicines, Chiangmai University.

Faculty of Medicines, Khonkan University.

Faculty of Medicines, Prince Songkhalnakarin University.

The Royal Thai Army Medicine Department.

10. Institute for the development of Human Research Protection (IHRP)



Table 1: Comparison of Component in Clinical Trial Control system in three countries:

15

Singapore

Canada

Thailand

Responsible

organization

Clinical Trial Branch,
Health Products
Regulation Groups,
HSA

-Office of Clinical
Trials, Therapuetic
Product
Directorate, Health
Canada ( For
Pharmaceuicals)
-Regulatory
Affairs Division,
Biologics and
Genetic Therapies
Directorate, Health
Canada ( For
Biological

products)

Investigational new
Drug unit, Pre-
marketing division,
Bureau of Drug
Control, Food and

Drug Administration

Legislation

-The Medicine Act
1975 and the
Medicines

( Clinical Trials)
(Amendment)
Regulation 1998
-Chapter 176, Sec 18
and 74 of the

Medicines Acts

-Food and Drug
Act

-Part C, Division 5
of the Food and
Drug Regulation,
2001

Refer to Section 79
bis(4) of Drug Acts,
Ministerial
Notification no.14:
Requirement, process
and conditions for
importing drug into
Thailand with
exemption from
product licensing is
issued in B.E.2532.
and amendment B.E.
2552
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Singapore Canada Thailand

Procedure -Clinical Trial Clinical Trial Import permit for

Certificate (CTC) Application (CTA) | Clinical trial

-Clinical Trial materials.

Materials (CTM)

import permit

Parallel submission of | No EC approval EC approval required

CTC and EC approval | required during during review for

CTA authorization | permission except
but Clinical trial that drug has a

could be certificate of free sale

conducted only from Country of

when EC Origin or certificate

approved. of pharmaceutical
product.

In summary, there were two similar aspects in all three countries. First, there were
specified unit responsible for clinical trial control. Second, there was a procedure to
approve the use of drug in clinical trial with differences in the detailed. There were two
steps which were clinical trial certificate (CTC) and clinical trial materials import permit
(CTM) in Singapore. Only one step, clinical trial application (CTA) was implemented in
Canada. There was only one step, import permit of clinical trial materials in Thailand.

Differences in requirement of ethical committee approval certificate during the
approval of the use of drug in clinical trial were prominent among three countries. These
ranged from no requirement in Canada, requirement before approval and requirement
before submission application.

As regulatory requirement for clinical trial has been implemented in many
countries, differences among countries exist. Industry faces a difficulty in developing
drugs for global market. In addition, cost of drug research and development increased
dramatically as well as the increasing expectation from the public to access the new drug

without unnecessary delay. Therefore, there is a need for harmonization. International
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Conference Harmonization (ICH) has been established since 1990 with the cooperation
between regulatory agencies and industry association from three regions which are
Europe, Japan and US. These three regions are the drug research base countries. Over the
years many ICH Harmonized Tripartite guidelines have been developed. These
guidelines could be divided into Safety, Quality and Efficacy. The guideline which is
directly related to clinical trial is Guideline for Good Clinical Practice (E6). Good
Clinical Practice (GCP) is an ethical and scientific standard for designing, conducting,
recording and reporting clinical trial involved human subjects. This guideline provides a
harmonized standard to facilitate the acceptance of clinical data to the regulatory agency
within three regions.

The content of Guideline for Good Clinical Practice covers areas which may
effect the conduct and reliable of clinical trial. The principle of ICH GCP has been laid
out. Role and responsibility of stakeholders such as institutional review board/
independent ethics committee, investigator, sponsor are stated. Essential documents for
clinical trial starting from before, during and after conducting clinical trial have been
identified.

Good Clinical Practice (GCP) has been formally announced by the cooperation
between Ministry of Public Health and Ministry of University Affair (currently changed
to, Ministry of Education) in 2000. However, this is a voluntary measure. There is no law
or regulation to control, monitor or oversight the clinical trial. As this ICH GCP is an
international guideline and well recognized, it could be used as a bench mark to develop a
required clinical trial control system in Thailand.

However, there is no particular section related to regulatory agency. Therefore
there is a need to find additional bench mark document to define desired regulatory
agency role and responsibility. World Health Organization (WHO) is an international
organization who direct and coordinate authority for health within the United Nations.
WHO?’s responsibility covers from providing leadership on global health, evidence-based
policy option, providing technical support to countries and monitoring and assessing
health trends and setting norms and standards. WHO has developed an assessment tool to
serve as a benchmark and to monitor progress of national regulatory authorities for
vaccine. This assessment tool consists of indicators for regulatory functions, which are



18

marketing authorization and licensing, post-marketing surveillance including adverse
events following immunization, lot release, laboratory access, regulatory inspections of
manufacturing sites and distribution channels and authorization and monitoring of
clinical trials. These indicators could also be applied for regulatory authority for
pharmaceuticals product. For the function of authorization and monitoring of clinical
trials, there are 6 indicators as following; system for regulatory oversight of clinical trials,
quality management system for oversight of clinical trial, human resource management,
format and content for submission of clinical trials application, scientific review of
clinical trials application, assurance of ethical oversight. These indicators could be used
as a benchmark for developing a required clinical trial control system in Thailand in
addition to ICH GCP in order to cover the whole system of clinical trial control.



Chapter 111
Methodology

The study consisted of four study objectives, which were acquired in order. This
study was divided into three phases in order to serve four objectives of the study
sequentially. Each phase would employ different method, study sample and data
collection.

The four objectives of this study were;

Obijective 1: To analyze the current situation of the clinical trial system in

Thailand

Objective 2: To design the practical clinical trial control system for Thailand

Obijective 3: To identify the gap between the current situation of clinical trial

control system and the designed clinical trial control system

Objective 4: To develop strategies for getting the designed clinical trial control

system.

Study design
This study was conducted in four phases in order to serve particular objectives of the
study sequentially. Both qualitative and quantitative research methodologies were used.
The study started with a literature review of the related documents for current situation of
clinical trial in Thailand. The international guidelines and the assessment tool related to
the clinical trial were also reviewed. Next step was to develop the questionnaire, which
was used as a model to analyze the opinion of the stakeholders on the current situation
and the designed situation. This first questionnaire was developed based on the result
from literature review. The result from this first questionnaire was analyzed to find out
the gaps or the differences between the current and the designed situation which was the
third objective of this study. Then the In-depth Interviews were conducted in order to get
information for developing the strategies to improve and strengthen the clinical trial
control system. Lastly, the second questionnaire was developed to analyze the opinion of

the stakeholders on the proposed strategies. The result was analyzed and the policy
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recommendation for getting the designed clinical trial control in Thailand was proposed.

The summary of study process is presented below:

Literature Review/ | Questionnaire Development Data Collection
Content analysis - for 1% survey
v
Questionnaire Development for | In-Depth Interview Gap Analysis
2" survey ~ ;
\ 4
Data Collection | Data Analysis - Policy Recommendation/
- i Development

Figure 4: Diagram of study process

1. Objective 1: To analyze the current situation of the clinical trial system in
Thailand
Objective 2: To design the practical clinical trial control system for
Thailand

These two objectives were combined using one questionnaire survey. The
related documents to the clinical trial in Thailand such as Drug Acts, Ministerial
Notification, Food and Drug Administration regulation, statistics data of investigational
drug’s importation application including international standards and norms were
reviewed. The key components in the Guideline on Good Clinical Practice developed by
International Conference on Harmonization of Technical Requirements for Registration
of Pharmaceuticals for Human use (ICH-GCP) and the World Health Organization’s data
assessment tool for Drug regulatory system for vaccine were used to develop the

questionnaire. The questionnaire was to examine the experiences and opinions of the
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respondents. The questions concerning the current situation used the likert scale to
describe the respondent’s opinion ranging from 1 as not appropriate to 5 as most
appropriate. The question concerning the designed system for clinical control used the

binary scale as agree and disagree.

1.1 Study sample

All stakeholders involving clinical trial in Thailand were included. The list of 30
licensed importers and 15 of the contract research organizations represented the sponsor
group of the clinical trial. These sponsors were the sponsor who submitted the application
for Investigational drug’s importation for the clinical trial in 2011. There were numbers
of ethical committees in Thailand. In addition they established the Forum for Ethical
Review Committees in Thailand (FERCIT) in 2000. As only ten ethical committees in
Thailand that Food and Drug Administration recognized, in order to collect the opinion
from most ethical committee, the 756 members of the ethical committee members listed
in FERCIT served as target population of the independent ethical committee or
institutional review board group. The list of 454 investigators who had the history of
participating in the clinical trials which used investigational drugs with the importation
approval from Food and Drug Administration in Thailand were used as population for the
investigator group. Five of the Food and Drug Administration personals who involved in

Clinical trial served as the regulator group.

1.2 Mode of data collection

The questionnaires were sent by mail to the study samples for self-administration
to survey the opinion on the current situation and the designed system. The multi-rater
was used for the aspects of current situation because the respondents could have various
opinions due to their experiences. This multi-rater feedback would provide the data from

all points of view.

1.3 Questionnaire
The questionnaire consisted of three parts which were demographic data of the
respondents, the opinion on current situation of clinical trial control system in Thailand
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and the opinion on the designed clinical trial control system. The questionnaires were
developed based on Guideline for Good Clinical Practice (ICH-GCP) and World Health
Organization’s assessment tools for regulatory authority.

The draft of questionnaire was tested with five people whether they understood
and were able to answer the questionnaire. Then the questionnaire was amended and
distributed to the study sample.

1.3.1 Demographic data

Many demographic data were collected in order to identify and compare the
opinion among different stakeholders group. Role of the respondent in clinical trial as
sponsor, investigator, ethical committee, contract research organization (CRO) and
regulator (Food and Drug Administration personnel) were collected. The respondent’s
experience was collected as the number of years in the particular role. Education and
training data were also collected. Some particular training programs, which were Ethical

training, Good Clinical Practice (GCP) training, were asked.

1.3.2 Opinion on the current situation of clinical trial control

The survey on the current situation of clinical trial control consisted of four
aspects which were the regulatory control aspects by Food and Drug Administration, the
ethical control aspects by Ethical committee, the clinical trial registry aspects and the

procedural aspects.

1.3.2.1 Regulatory control aspects by Food and Drug Administration

Clinical trial study is a study involving human subject in order to investigate
pharmacokinetics, pharmacodynamics of the drug and any adverse events in respect of
the drug as well as to ascertain the safety or efficacy of the drug. It covers the study of the
drug that is already registered, is not registered and is under development process. Food
and Drug Administration requires that not-registered drug used in clinical trial has to get
the approval by Food and Drug Administration before conducting clinical trial. Whereas
using registered drug in clinical trial is not required to get the approval from Food and
Drug Administration before conducting clinical trial. It is a voluntary procedure for the
sponsor or the investigator to ask for approval from Food and Drug Administration. Data
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from the survey would represent the current situation of the clinical trial conducted in

Thailand and the compliance with the regulations.

1.3.2.2 Ethical control aspects by Ethical committee

Before conducting any clinical trials, the approval from the ethical committee
is required. The ethical committee in Thailand could be categorized as Independent
Ethics Committee and Institutional Review Board. The question of whether and where
the respondents submit for ethical approval or clearance would show the level of

compliance with the ethical control aspects.

1.3.2.3 Clinical trial registry aspects

A clinical trial registry is a system for registering the clinical trial. The objective
of the system is to strengthen the transparency of the clinical trial, to enhance the
accountability of clinical data obtained and to facilitate the access of patient to new drug
or new treatment by participating in the clinical trial. Mostly is an online-register. The
question of whether the respondent registered the clinical trial with any clinical registries

would represent the level of transparency and accessibility to information.

1.3.2.4 Procedural aspects
Fifteen questions related to procedural aspects with Food and Drug

Administration and ethical committee were included in the questionnaires.

1.3.3 Opinion on the designed system of clinical trial control
The survey on the designed system of clinical trial control consisted of two
aspects which were the proposed procedural and the appropriate organization for

governing ethic’s law, clinical trial registry and GCP compliance.
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2. Objective 3: To identify the gap of the current situation and the expected

clinical trial control system

2.1 Mode of data collection

This phase emphasized on the data analysis of the differences between the current
situation and the desired situation including the differences opinions on the designed
clinical trial control system. The comparison of score obtained from all stakeholders

group was analyzed including information from literature review.

3. Objective 4: To develop the strategies for the designed clinical trial control

system

3.1 Mode of data collection

3.1.1 In-depth Interview

The In-depth Interviews were conducted to gain the detailed information that was
beneficial for developing the strategies to bring the current system upward to the
designed system. Four representatives from sponsor, investigator, CRO and FDA were
interviewed. The main topics were their opinions on the current situation, the problems or
obstacles, the desired system or environment and the suggestion to improve the current

situation. Each interview took approximately two hours.

3.1.2 The second questionnaire

The second questionnaire, which was the questionnaire on the strategies for
improving clinical trial control system in Thailand, was developed based on the collected
information from the first survey and in-depth interview. The second questionnaire was
distributed to all stakeholders who attended the ThaiTECT annual meeting. ThaiTECT
was an abbreviation of Thailand Towards Excellence in Clinical trials. It was formed by
several groups of people involved with clinical trials. The groups consisted of
investigator, ethic committee, sponsor, contract research organization, medical research

center and
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Food and Drug Administration.

The questionnaire was to examine the opinions of the respondents on the
objectives, strategies and method in order to have a good clinical trial control system in
Thailand. The questions concerning the objectives and the strategies used binary scale as
agree or not agree. In addition the opinions on the importance and the feasibility of each
strategy were collected using the likert scale from 1 to 3 as less, medium and most
important, and less, medium and most feasible accordingly. The priorities were then
assigned based on scores obtaining from importance and feasibility. The indicators were
included in the questionnaires and using the likert scale from 1-5 as inappropriate, less

appropriate, appropriate, more appropriate and most appropriate accordingly.

3.2 Questionnaire

The questionnaire consisted of two parts, which were demographic data of the
respondents and the opinion on the proposed strategies for the designed clinical trial
control system

The draft of questionnaire was tested with three people whether they understood
and were able to answer the questionnaire. Then the questionnaire was amended and

distributed to the study sample.

3.2.1 Demographic data

Many demographic data were collected such as professional, role in clinical trial
as sponsor, investigator, ethical committee, contract research organization (CRO) and
regulator (Food and Drug Administration personnel). The respondent’s experience was

collected as the number of years in the particular role.

3.2.2 Opinion on the proposed strategies for the designed clinical trial control
system

The survey on the proposed strategies for the designed clinical trial control system

consisted of four aspects which were the objectives of the designed clinical trial control

system, the strategies for each objective, the method for each strategy and the indicators.
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3.2.3 Aspects on the objectives of the designed clinical trial control

The proposed three objectives of clinical trial control system were to have a

standard ethical committee, to have effectively clinical trial control by Food and Drug

Administration and to strengthen capacity building in related agencies in order to

promote the clinical trial in Thailand.

3.2.4 Aspects on the strategies for each objective

There were two proposed strategies for the first two objectives and four proposed

strategies for the third objective, the detailed as follows:

Obijectivel: to have a standard ethical

committee

Strategy 1: An accreditation or recognition

system

Strategy 2: National standard for Ethical

committee

Obijective 2: to have effectively clinical
trial control by Food and Drug
Administration

Strategy 1: Develop standard, procedure

and criteria for evaluation

Strategy 2: Develop safety monitoring

process

Objective 3: to strengthen capacity building
in related agencies in order to promote the

clinical trial in Thailand

Strategy 1: Increase the number of
qualified investigator

Strategy 2: Develop database and network

information related to clinical trial

Strategy 3: Increase the number of clinical
site with good quality.

Strategy 4: Increase knowledge on research

and development of drug or herbal drug

3.2.5 Aspects on the methods for each strategy

Each strategy had a various proposed methods to be implemented in order to

fulfill the objectives. The detailed of methods were presented as follows:
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Obijectivel: to have a standard ethical committee

Strategy 1: An accreditation or recognition

system

Method 1: Define or set up a specific
agency responsible for accreditation or

recognition

Method 2: Monitor periodically every two

years

Strategy 2: National standard for Ethical

committee

Method 1: Each institution formally
establishes an ethical committee or
recognizes other institution’s ethical
committee complied with ICH-GCP
standard

Method 2: Food and Drug administration
issues the regulation on ethical committee

recognition

Method 3: Thailand has Human Research
ACts

Obijective 2: to have effectively clinical trial control by Food and Drug Administration

Strategy 1: Develop standard, procedure

and criteria for evaluation

Method 1: Set up quality system including
quality manual, SOP and criteria for

evaluation

Method 2: Issue the regulation that clearly
identify types of investigational drug used
clinical trial which are

-drug never registered in any countries
-drug already registered with new
indication, new posology or new user
group.

-drug already registered (Phase 1V)
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Method 3: Issue the regulation that clearly
specifies role and responsibility of involved
parties, approval, monitor and revoke

process

Method 4: Online submission for

application

Method 5: Report the finished or ending of

clinical trial study within specific timeline

Method 6: Report the progress of clinical

trial study within specific timeline

Method 7: Set up the consultation process

for developing the clinical trial protocol

Method 8: Improve the timeline for
approval which are

- 20 days for new protocol of
pharmaceutical products

- 60 days for new protocol of biological
products

- 5 days for already approved protocol.

Method 9: Update the progress of clinical
trial in Thailand clinical Trial Registry
(TCTR).

Method 10: Provide the registered number
of TCTR in the application for manufacture

or importation of drug for clinical trial

Strategy 2: Develop safety monitoring

process

Method 1: Online submission of ADR in

clinical trial
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Method 2: Report of ADR within specific
timeline as specified by Food and Drug
Administration which are

- Report SUSAR case within 7 days

- Report all ADR case annually

Method 3: Site monitoring as GCP

inspection

Obijective 3: to strengthen capacity building
clinical trial in Thailand

in related agencies in order to promote the

Strategy 1. Increase the number of

qualified investigator

Method 1: GCP Training

Method 2: Promote and support new
investigator working with qualified

investigator.

Method 3: Include GCP in the curriculum

of health professional education.

Strategy 2: Develop database and network

information related to clinical trial

Method 1: Set up the website containing

information related to clinical trial

Method 2: Promulgate and publish the list

of Non-clinical laboratory in Thailand

Method 3: Be member of International
Clinical Trials Registry Platform (ICTRP)

Method 4: Promote the utmost use of
information in TCTR

Method 5: Set the requirement of
registration number of TCTR before
published any information in Journal in
Thailand
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Strategy 3: Increase the number of clinical

site with good quality

Method 1: Develop and support Laboratory
to have a Good laboratory Practice (GLP).

Method 2: Support the conduct of clinical

trial in Clinical trial Center

Method 3: Develop the clinical trial
management network in order to have the

same standard and reduce management cost

Strategy 4: Increase knowledge on research
and development of drug or herbal drug

Method 1: Training on research and
development process, data requirement for

registration

3.2.6 Aspects on the indicators

In order to measure the progress and successful of obtaining the proposed

objectives, indicators for each objectives were proposed. The total number of indicators

was 28. Four indicators were for the objective of having a standard ethical committee.

Sixteen indicators were for the objective of having efficiency and effectiveness of clinical

trial control by Food and Drug Administration. Eight indicators were for the objective of

capacity building to promote a good quality clinical trial in Thailand. The opinion of the

respondents on these indicators were collected and analyzed.




CHAPTER IV

RESULTS AND DISCUSSION

In general, there are three main aspects in assessing the performance or situation,
which are structures, processes and outcome. This study which assessed the clinical trial
control system in Thailand also used these structures and processes concept. There are
many stakeholders involved in clinical trial, which are sponsor, contract research
organization, ethical committee, investigator and Food and Drug Administration’s
personnel. This study focused on the regulatory system on clinical trial. Therefore, the
structure and process of Food and Drug Administration and ethical committee were
discussed.

Structures are the pivotal inputs for the regulatory system. The structures include
a legal framework and an administrative support. Legal framework provides the authority
to an organizational body to perform the regulatory functions and to impose any
punishments or sanction measures when there are violations of the regulations.

A process also plays an important part to attain the regulatory goal. The process
demonstrates the method and the activities to achieve the objective.

The results of this study were separated into four parts as following;

Part I, the situation analysis that was to analyze the opinion on current situation of
the clinical trial system in Thailand.

Part Il, the designed system analysis was to analyze the opinion on designed
system.

Part 111, the gap analysis was to identify the gap of current clinical trial control
situation and the gap for improvement to reach the designed clinical trial control system.

Part IV, the developing the strategies which was to develop the strategies to be
implemented the desired system.

Therefore, the results and discussion would be presented according to the study
design as follow;

1. Results of part I: the situation analysis

1.1 Situation from literature review
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1.2 Results from the survey

1.2.1 Number of response

1.2.2 Demographic data of respondent

1.2.3 Current experience on the current clinical trial in Thailand
2. Results of part Il: the designed system analysis

2.1 Opinion on Food and Drug Administration aspects

2.2 Opinion on Ethical committee aspects

3. Results of part I11: the gap analysis and developing strategies
3.1 Gap analysis

4. Results of part 1V: the development of strategies

4.1 Information from In-depth interview

4.2 Opinion on the proposed strategies for the designed clinical trial

control system

1. Results of part I: the situation analysis

1.1 Situation from literature review

The regulation on importation of investigational drug for clinical trial was issued
and implemented in B.E.2532. At the beginning, there was limited information of which
only name of applicant, application number, date of submission and date of approval
were record in the book. Just only in B.E. 2547, the information technology (IT) was
introduced to collect and record the information. The information includes more items
such as title of protocol, phase of study, type and amount of investigational drug.

The eligible applicant for importation or manufacture investigational drug could
be categorized into two main groups. One was a government agency including academic
institutions. Second was private agency, which must have the import license. In addition,
private agency included drug company and contract research organization. The data
showed that number of application from the government agency was the maximum at 56
in B.E. 2549 and the minimum at 24 in B.E. 2547. Considering with the total number of
application, the ration of importation by government agency was decreasing from 25
percent in B.E. 2547 to 14 percent in B.E.2554. On the other hand, the importation by
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private agency was increasing every year, especially from the contract research

organization.

] Sponsor
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Figure 5: The number of application for investigational drug importation during
2004- 2011 classified by applicants.

The data from Figure 4 showed the number of applications, which were classified
into 5 groups as phase I, phase Il, phase 111, phase IV and unidentified phase, in each year
from B.E. 2547 to B.E. 2554. There was 84 percent as unidentified phase application in
B.E. 2547 comparing to 0.5 percent of unidentified application in B.E. 2554. This may
resulted from the improvement of awareness in collecting and recording data into the IT
system.

The number of application for phase I increased from 2 applications which were
accounted for 1 percent of total application in B.E.2548 to 14 applications as 4 percent of
total application in B.E.2553. In case of phase Il, the number of application increased

from 24 applications in B.E. 2548 to 80 applications in B.E. 2554. The majority of
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applications were for phase I1l. The maximum number of application for phase Il was

320 applications, which accounted for 74 percent from total applications in B.E. 2554.

of clinical trial.
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In summary the number of application was increasing every year and in all phases
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1.2 Result from the survey
1.2.1 Number of Response

2008

Year
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2011

Figure 6: The number of application for investigational drug importation during
2004- 2011 classified by phase of study

The questionnaires were distributed to all stakeholders involved in clinical trial.

The detailed of questionnaires sent to each group of stakeholders was shown as in Table

2. Total number of the sent questionnaire was 1260. The number of questionnaire sent to

the Ethic committee member group was considerable larger than the other group because

the study included all ethic committee members who were the member of Forum for

Ethical Review Committees in Thailand (FERCIT). FERCIT consisted of any persons
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who were interested in an ethical issue. Ethic committee played an important role in
controlling clinical trial system due to their reviewing and approving the protocol which
leading to the protection of right, safety and well-being of subject.

Table 2: The number of questionnaires distributed to each stakeholders

Stakeholder Number of Percent of
questionnaire questionnaire
Ethical committee member 756 60.0
Food and Drug Administration’s 5 0.4
personal
Investigator 454 36.0
Contract Research Organization 15 1.2
Sponsor (Manufacturer or Importer) 30 2.4
Total 1260 100

The 301 completed questionnaires were received whereas there 141
questionnaires were returned due to no-receiver at the address. There were two main
causes for no-receiver. Firstly, they were retired from the work. Secondly, they moved to
work at other places. Therefore, the response rate of this questionnaire was 26.9 percent.

Table 3: The numbers of questionnaires distributed and received.

Number of the Percent of
questionnaires questionnaire
Questionnaires distributed 1260 100
by mail
Return mail due to no receiver 141 11.2
Filled questionnaires 301 23.9
Response rate 301/(1260-141) 26.9




36

1.2.2 Demographic data of the respondent

The respondents could be categorized based on their role in the clinical trials such
as a sponsor, an investigator, an ethical committee, a contract research organization, a
regulator and others. The responses rate within each group and overall were presented as
table 4. The response rate within each group was calculated by divided the number of

questionnaire received by the number of questionnaire sent.

Table 4: The summary response rate within group and overall (n=301)

Organization Percent of responses Percent of response
(within group) (overall)

Ethical committee member 13.8 34.8

Food and Drug Administration 100 1.7
Investigator 39.4 59.9
Sponsor 73.3 7.4
Contract Research Organization 60 3

(CRO)

1.2.2.1 Stakeholder involved in clinical trial

Considering from the total responses, most of them came from the investigator
group which was 59.9 %. The second large of response was from the ethical committee
group at 34.8%. Within these two groups, 15.3 % were the respondents who were both
the investigators and the ethical committee member. The responses from sponsor and
contract research organization are 7.4 % and 3 % accordingly. There were some
respondents who also identified themselves as the other groups such as lecturers,
coordinator, consultant, quality assurance personal, research team member, research
administer and medical journal editor. The response from Food and Drug Administration

was accounted for 1.7 %. Considering the responses rate within the group, the study
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showed that Food and Drug administration, sponsor and Contract Research Organization
had considerably high rate (Table 4).

There were a large number of questionnaires sent to the ethical committee
member group but the response rate within the group was only 13.8 %. This resulted
from the fact that the questionnaires were sent to the members of the Forum for Ethical
Review Committees in Thailand (FERCIT). The FERCIT had a wide range of member’s
qualification. The member of FERCIT consisted of any persons who were or used to be
the member of ethical committee which reviewed the research protocol involved human.
The researches involved human are not exclusively the clinical trial using drug products
but also some social sciences research. In addition, the clinical researches could cover the
research involved with other interventions such as treatment, behavioral education, etc.
The responses from the ethical committee were relatively low comparing with the
number of questionnaires sent. Nevertheless, the response rate from ethical committee
group was the second large group of the study.

The opinions were mainly from the investigator group. This showed that the
investigators who were physicians were very interested and highly involved in the

clinical trial.

1.2.2.2 Qualification of personal involved in the clinical trial
This study presented the qualification of personal involved in clinical trial in three
aspects, which were professional, training, and experiences.

Table 5: The summary qualification of the respondents (n=301)

Qualification Percent

Professional

- Physician 58.2
- Pharmacist 12.4
- Nurse 114
- Medical technologist 4.3
- Lawyer 0.3

- Others 13.4
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Level of education

- Doctor of Philosophy degree 48.8

- Master degree 37.2

- Bachelor degree 12.6

- Not identify 1.3
Training

Topic of the training

- GCP training 79.5
- Ethical related training 69.8
- Others 13.1
- No training 1.7
Number and Type of training
- training on one topic 44.6
- Training on two topics 42.6
-GCP and Ethical topics 41.7
-GCP and other topics 0.6
-Ethical and other topics 0.3
- Training on more than two 10.7
topics

Professional involved in Clinical trial

Most of respondents were physicians at 58.2%. The next groups which had a
comparable equivalent were pharmacist and nurse at 12.4% and 11.4% accordingly. The
number of the Medical technologist was 4.3%. There was only 0.3% as a lawyer and

13.4% from other professional such as lecturer, social workers, etc.

Level of Education

As mention above the professional involved in the clinical trial were mostly the
healthcare professional such as physician, pharmacist, nurse and medical technologist. In
addition most of them obtain post-graduation degree. There were 48.8% graduated in the
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Doctor of Philosophy degree and 37.2% in the Master degree. Only 12.6% had the
Bachelor degree. This showed that people involved in clinical trial were highly educated.

Training

Training is an important role for working especially in the clinical trial. Only
basic background on healthcare professional such as physician, nurse and pharmacist is
not sufficient because the clinical trial involved with using investigational new drug of
which safety and efficacy data are still limited. Many measures should be implemented to
ensure the rights, safety and well-being of subject participated in clinical trial be
protected as well as the clinical data be credible and scientifically valuable.

There are two pivotal principles which are an ethical consideration and a Good
Clinical Practice (GCP) guideline. Firstly, Ethical issue consideration is very important
and is the fundamental principle specifically for the ethical committee member. They
should have the knowledge, understanding and applying their knowledge in considering
whether the protocol submitted for approval are ethical and the subject are protected.
Secondly, Good Clinical Practice (GCP) guideline is a standard for designing, conducting,
recording and reporting the clinical trial with a consideration of ethical and scientific
aspects. Therefore, training of these issues will enable increasing quality improvement of
the clinical trial

Data from the survey showed that most of the respondents were trained at least
one training program, only 1.7% was not trained. The respondents were trained in Good
Clinical Practice (GCP) guideline, Ethical research consideration and other training at
79.5%, 69.8% and 13.1% consecutively. The other trainings that they received were also
related to the clinical trial such as clinical trial management and recruitment, clinical trial
data management, clinical trial methodology, statistics, GCP audit/inspection and etc.
This study showed that Good Clinical Practice (GCP) was the most training program by
all stakeholders.

Considering that the more training may increase the quality of the clinical trial,
there were 10.7% of the respondents trained for three trainings including the two essential
trainings for clinical trial which were the ethical research consideration and the Good
Clinical Practice (GCP) guideline, and the others training. Whereas there were 41.6 %
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trained in the ethical research consideration and the Good Clinical Practice (GCP). In
summary 52.3% of the respondents were trained in the ethical consideration and a Good
Clinical Practice (GCP).

As Good Clinical Practice guideline is a fundamental guideline to assure the
ethical and scientific quality of conducting clinical trial, therefore all stakeholders
involving in clinical trial should have the knowledge and understanding, and be capable
to implement accordingly. Even 79.5% were trained in the Good Clinical Practice (GCP)
guideline, the training still be needed to cover all stakeholders or persons involved in
clinical trial. In addition, Training on ethical research consideration should be promoted
not only for the ethical committee group but also for the investigator group. The
investigators did not only conduct the clinical trial but sometimes also initiated the
clinical protocol. The ethical concerns should be taken by all stakeholders. The priority
may be assigned to the stakeholder who makes huge impacts on the ethical, scientific and
quality of the clinical trial. The first priority should be the ethical committee group and
the investigator group.

Experience in the clinical trial

Time working in the particular role was considered as an experience in that role in
this study. There were huge ranges of experience of each stakeholder involved in the
clinical trial ranging from 8 months to more than 30 years. However, the majority of
experienced time was 10 years for the investigator, ethical committee and other group.
For the Food and Drug Administration group, it was a huge range of experience involved
in the clinical trial from 7 months to 31 years with the majority at 9 years. The average
time of each stakeholder were also calculated and was found that the lowest average time
was 6.7 years for the ethical committee group. This showed that the people involved in

the clinical trial of drug had a long experience. The detailed was as follows:
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Table 6: Number of years experienced in the clinical trial

Stakeholder Range Mode: Median: Mean: Standard
group (years) (years) (years) (years) deviation

Investigator 1.0-30.0 10 9 9.5 6.4
Ethical 1.0-20.0 10 6 6.7 4.0
committee
Sponsor 1.5-20.0 6 7 7.9 4.5
Contract 3.0-20.0 3 6.5 8.5 6.0
Research
Organization
Food and Drug | 0.7-31.0 9 9 111 10.4
Administration
Others 1.0-30.0 10 9.5 10.1 6.9

1.2.3 Current experiences on Clinical trial Control in Thailand

1.2.3.1 Type of Clinical trial study

Clinical trial study is a study involving human subject in order to investigate
pharmacokinetics which are absorption, distribution, metabolism and excretion of the
drug, pharmacological or pharmacodynamics of the drug and any adverse events in
respect of the drug as well as to ascertain the safety or efficacy of the drug. It includes the
study of drug that has been registered and drug that has not been registered and may be
under development process.

There were 18.3 % of respondents did not provide information on drug used in
clinical trials. This may result from many possible causes. One cause was that the clinical
trials were involved with other interventions, not drug. The other was that they were not

aware of the type of drug used in their clinical trials.
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— EC submission (91.3%)
—Approved indication (70.3%) —
— FDA submission (28.3%)

Registered drug (82.9%) —
— EC submission (91.7%)

—Unapproved indication (39.0%)

— FDA submission (48.9%)

— EC submission (90.9%)

—Phase | (17.9%) — o
— FDA submission (52.3%)

— EC submission (92.9%)

Unregistered drug (65%) —t—Phase 11 (34.6%) — .
L FDA submission (65.9%)

—EC submission (93.7%)
— FDA submission (58.7%)

Figure 7: The summary respondents’ experience with clinical trials

— Phase 111 (58.1%) —

1.2.3.1.1 Clinical trial study with the registered drug

Registered drugs were the drugs approved by Food and Drug Administration
based on sufficient scientific data on quality, toxicity and efficacy. It was considered as
safe to be available for patient in the market. 82.9 % of the respondents had experiences
in the clinical trial using registered drug. Their involvements in clinical trial with
registered drug were not conclusively for the approved indication but also for unapproved
indication. The majority was 70.3 % with the approved indication whereas only 39.0%
with the unapproved indication.

The unapproved indication implied that there was limited clinical data supported
and need more clinical studies. Even there were lower risk than unregistered drug, the
precaution and attention on conducting clinical trial could not be avoided.

1.2.3.1.2 Clinical trial study with the unregistered drugs

The definition of unregistered drug in this study was the drug that had not been
approved and registered in Thailand. These drugs may be still in the development phase

such as under Phase I, Il or Il clinical study in other countries including country of
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origin. In some cases these drugs were in the process of registration and did not get the
approval yet. 65.0 % of the respondents had the experience in the clinical trial study with
unregistered drug. The clinical trial study of unregistered drug includes clinical trial study
in phase I, Il and 111 at 17.9 %., 34.6 % and 58.1% respectively.

Considering the number of clinical trial study of unregistered drug in difference
phases of development, the study showed that the clinical trial study in Phase | was a few
and the number of the clinical trial study was increasing with the advance phases of
clinical trial. The phase I clinical trial study required a special setting and precaution both
the facility and healthcare professional because the study was involved the drug with
limited safety information especially in human. This phase I clinical trial study is the first
introduction of drug into human therefore it must be conducted in the facility with full
equipped medical emergency rescue and treatment, mostly in the hospital. In addition, the
subject participated in the trial study should be closely monitored at certain period of time

for any adverse events.

1.2.3.2 Knowledge on regulatory procedure
Two distinguish aspects of regulatory procedures related to the clinical trial study

were Food and Drug Administration’s procedure and ethical committee’s procedure.

1.2.3.2.1 Food and Drug Administration

Under Drug Acts; Section 79 bis (4), Ministerial Notification
No.14:Requirement, process and conditions for importing drug into Thailand with
exemption from product licensing issued in B.E.2532, the exemption from registration is
only for the purpose of clinical trial/study, analysis, exhibition or donation but has to
follow the rule and regulation issued by Food and Drug Administration. The importation
of drugs or investigational materials has to submit the application for importation
approval from Food and Drug Administration before bringing drugs to be used in the
clinical trial. This leads to the fact that the importation of the unregistered drug for the
clinical trial study in any phases such as phase I, Il or Il has to submit application for
approval from Food and Drug administration.

The study showed that the respondents submitted the application for
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importation approval of registered drug for clinical trial study of unapproved indication
and approved indication at 28.32 % and 48.96 % respectively. In the case of unregistered
drug, the respondents submitted the application for importation approval for the clinical
trial study phase I, Il and Il at 52.27%, 65.88% and 58.74 % respectively. In summary,
only approximately sixty percent submitted for importation approval. The rest did not
aware of this regulation. This could result from the fact that the majority of the
respondents were investigators and ethical committee members who were not the eligible
person for submitting the application for importation.

Even though the investigators were not responsible for drug’s importation but
they were the key responsible person to conduct the clinical trial. They should know the
laws and regulations related to all aspects of conducting clinical trial.

1.2.3.2.2Ethical Committee

Before conducting any clinical trials, the approval from the ethical committee
is required. The ethical committee in Thailand could be categorized as Independent
Ethics Committee and Institutional Review Board. The definition of Independent Ethic
committee (IEC) has been given in ICH-GCP as an independent body constituted of
medical/scientific professional and non-medical/non-scientific member, whose
responsibility is to ensure the rights, safety and well-being of human subjects are
protected as well as the definition of Institutional Review Board (IRB). The difference
between IEC and IRB is an independent from the institution, which actually conducts or
performs the clinical trial.

Currently there are only a few Independent Ethic committees (IEC) which are
the ethic committee of Ministry of Public Health, the ethic committee of institution for
development of human research protection and the Central Research Ethics Committee.
The study showed that there were 91.3 % and 91.7 % submission to the ethical committee
for the clinical trial used registered drug with approved indication and unapproved
indication respectively. In the case of unregistered drug, there were 90.9%, 92.9% and
93.7% of submission for clinical trial study phase I, Il and Il respectively. (Figure 6)
This showed that the process of ethical committee approval was well aware and

implemented.
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The respondents identified that their clinical trials were submitted to Ethic
committee of Ministry of Public Health, Ethic committee of Institution for development
of human research protection and Central Research Ethics Committee at 32.75, 19.1%
and 5 % respectively. Most of the clinical trials were submitted for approval from their

Institutional Review Board which accounted for 85.6 %

1.2.3.3 Clinical trial registry

A clinical registry is a system for registering clinical trial. The objective of the
system is to strengthen the transparency of the clinical trial, to enhance the accountability
of clinical data obtained and to facilitate the access of patient to new drug or new
treatment. Mostly they are online-register. The study showed that 61.3% had not
registered their clinical trials in any registry systems. The majority of 31.5 % had
registered with the United State of America Registry system at www.clinicaltrials.gov.
Only 4.2 % have registered at Thai Clinical Trials Registry (TCTR) at

www.clinicaltrials.in.th and 3.8% have registered at International Clinical Trial Registry

Platform at http://www.who.int/ictrp/en. There were 5.9 % of the clinical trials been

registered at the other platforms such as their ethical committees, their research unit or
their university.

There is no mandatory measure by Regulatory Authority such as Food and Drug
Administration. However some clinical trial studies in Thailand had registered in
particular registry platforms mainly at the United State of America Registry system at

www.clinicaltrials.gov. This could result from the regulation by U.S. Food and Drug

Administration Law that requires certain clinical trials register with the registry. This
includes the clinical trials study under investigational new drug application. In addition
some clinical trial studies in Thailand are multi-national clinical study therefore they are
once registered by any countries will be considered as registered already.

Although the Thai Clinical Trials Registry (TCTR) has been established since
B.E.2552 by Clinical Research Collaboration Network (CRCN) and later renamed to
Medical Research Network (MedResNet) under the Medical Research Foundation which
is non-profit organization. The objective are to promote research transparency, to reduce
redundancy, to minimize selective reporting or publication bias and to be a research data
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base of clinical researches in Thailand. Only a few clinical studies are register with
TCTR. Therefore to promote the transparency and accuracy of related data concerning
the clinical trial study especially in Thailand, many measures should be initiated and
implemented by related agency.

There are many measures implemented in other countries. Firstly, there is a
mandatory measure to register with country’s registry platform such as in United State of
America, South Africa and India. Secondly, to publish the clinical study result or paper in
the medical journal needs the registry of that particular clinical study. For example, The
International Committee of Medical Journal Editors (ICMJE) requires the clinical trial
registration before considering for publication. 11 Major biomedical journals in India also
request the clinical trial registration number before the publication as well. Thirdly, the
ethical committee could also support the clinical registry by insisting the registration in
the clinical registry of that particular country. This information will be very useful not
only for the transparency and the accuracy but also the knowledge of clinical trial
situation in the country.

In addition the revised declaration of Helsinki by the World Medical Association
(WMA) in October 2008 states that “Every clinical trial must be registered in a publicly
accessible database before recruitment of the first subject”, therefore investigators are
obliged to the registry of clinical trial when they declare to comply with the declaration
of Helsinki.

As well as the Good Clinical Practice (GCP) guideline states in the principles that
“Clinical trials should be conducted in accordance with the ethical principles that have
their origin in the Declaration of Helsinki.” This leads to the obligation of investigator to

make publicly accessible to the data.

1.2.3.4. Current situation on Good Clinical Practice Inspection or Audit

An inspection or audit is one of the quality assurance measures to ensure that the
clinical trial studies are conducted in accordance with study protocol and ICH-GCP. The
inspection or audit is essential for the protection of rights, safety and well-being of the

subjects, including the integrity and reliable of the data.
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Conducting the clinical trial study was very costly therefore; the sponsor would
assure that their studies were well conducted. As shown in Table 7, Sponsor group was
the key group, nearly 50 percent, who conducted GCP audit. The next two groups were
the Contract Research Organization and the Institutional Ethical Committee at 25.1 and
28.7 percent, accordingly. There was no surprising result because the contract research
organization had same roles and responsibilities as the sponsor had delegated them to do.
In addition, the Ethical committee whose main role and responsibility is to assure that the
right, safety and well being of subject are protected. Therefore, the ethical committee also
conducts the GCP audit.

There were three Independent Ethical Committees, which were the Ethics
committee of Ministry of Public Health, the Institute for the development of Human
Research Protection and the Central Research Ethic Committee. The GCP audits by these
committees were only 6.8 percent, 3.9 percent and 2.2 percent, respectively. This showed
that the independent review board had performed a few of the audit. Only 6.1 percent
were inspected by Food and Drug Administration. Moreover, 32.3 percent had never
been inspected or audited.

In summary, there were very few inspections or audits by the concerned
regulatory body, Food and Drug Administration and ethical committee especially the
independent ethical committee, to assure the quality of clinical trial study in Thailand.
This may lead to the quality’s problem of the clinical trial study in Thailand. In order to
improve or strengthen the clinical trial system in Thailand, the GCP audit or inspection

should be increased in both aspects of the number and the quality.
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Table 7: The percent of GCP inspection or audit by organization

Inspection or audit Organization

Percent of the inspection

Sponsor 48
Institutional Ethical Committee 28.7
Contract Research Organization 25.1
Ethics committee of Ministry of Public Health 6.8
Food and Drug Administration 6.1
The Institute for the development of Human Research 3.9
Protection

Central Research Ethic committee 2.2
Other 5.7
No inspection 32.3

1.2.3.5. Opinion on the other aspects of the current Clinical trial control

system

The opinion from all stakeholders were collected using the 5 points likert scale

starting from 5 representing the most appropriate/most clear and 1 representing

inappropriate/unclear. The questionnaire on current situation part consisted of 17

questions. The detailed of responses were presented as Table 8.
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Table 8: The summary of respondents’ opinion on the other aspects of the current

clinical trial control system by different group of stakeholders.

Items/Mean score + | Over | SP Pl EC CRO | FDA | PI Other

Std.Deviation all (n=1 | (n=1 | (n= (n=6) | (n=5) | and | (n=4
(n=2 | 8) 22) | 47) EC 0)
80) (n=4
2)
Composition of EC 40+ |39+ |4.0+ |39+ |42+ |40 4.3+ | 4.0+
as stated in ICH- 0.6 0.6 06 0.6 0.8 0.6 0.5
GCP is appropriate
Role and 3.8+ [3.8+ |39+ |3.6+ |35+ |37+ |4.0+ |35+
Responsibility of 0.7 0.7 0.6 0.8 0.8 0.6 0.7 0.6

involved persons are

clearly identified

SOP for EC is 3.8+ [3.1+ |38+ |4.0+ |38+ |35+ |4.1+ |3.8+
appropriate 0.7 0.8 0.7 0.6 0.8 0.6 0.6 0.6
Procedure of EC 3.7+ |33+ |37+ |39+ |33+ |35+ |4.0+ |35+
approval is 0.7 0.5 0.7 0.6 0.8 0.6 0.6 0.8

appropriate

3.7+ 3.1+ |37+ |40+ |33+ |34+ |40+ |33+

Training on GCP
1.2 1.2 1.2 1.1 1.4 0.9 0.9 1.4

Level of Knowledge |3.8+ |4.1+ |38+ |3.6+ |38+ |4.4+ |42+ |3.6+
and Understand of 0.8 0.6 0.7 0.9 0.4 0.5 0.6 0.8
GCP

Level of GCP 40+ |42+ |41+ |38+ |42+ |46+ |43+ | 3.8+
implementation or 0.8 0.9 0.8 0.8 0.8 0.5 0.5 0.8

compliance

SUSAR report 3.7+ |34+ |37+ |37+ |33+ |4.0+ |3.7+ |35+
process to FDA is 0.8 0.6 0.8 0.8 0.5 0.7 0.7 0.8

appropriate
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Items/Mean score + | Over | SP Pl EC CRO | FDA | PI Other
Std.Deviation all (n=1 | (n=1 | (n= (n=6) | (n=5) |and | (n=4
(n=2 | 8) 22) | 47) EC 0)
80) (n=4
2)

Timeline for Progress | 3.5+ | 3.4+ |3.6+ |35+ |33+ |4.0+ |34+ |34+
report to FDA is 0.8 0.5 0.8 0.7 0.5 2.0 0.6 0.8
appropriate
FDA consultation 3.3+ | 3.0+ |34+ |35+ |32+ |37+ |33+ |31+
process is appropriate | 0.8 0.8 0.9 0.7 0.8 0.6 0.6 0.8
Guideline for FDA 3.5+ [3.6+ |35+ |35+ |35+ |42+ |3.6+ |31+
approval of IND’s 0.8 0.7 0.8 0.7 0.5 0.8 0.7 0.8
manufacture/importat
ion is clear and easy
to follow
Timeline for each 3.3+ |31+ |33+ |35+ 3.2+ |44+ |33+ |3.3+
step of FDA approval | 0.8 0.9 0.8 0.7 0.4 0.5 0.6 0.8
is clearly identified
ADR report process 3.7+ | 3.1+ |38+ |38+ |35+ |37+ |39+ |37+
to EC is appropriate 0.8 0.8 0.7 0.9 0.8 0.6 0.7 0.7
Timeframe for 3.7+ |38+ |37+ |38+ |37+ |43+ |38+ |35+
Progress reportto EC | 0.7 0.4 0.7 0.9 0.8 0.5 0.8 0.7
is appropriate
EC consultation 3.6+ |3.1+ |35+ |38+ |32+ |[4.0+ |38+ |34+
process is appropriate | 0.8 0.8 0.8 0.7 1.0 0 0.7 0.7
Guideline for EC 3.8+ |35+ |39+ |3.8+ |38+ |[4.0+ |4.1+ |3.6+
submission is clear 0.6 0.8 0.6 0.7 0.4 0 0.6 0.6
and easy to follow
Timeframe for each 3.6+ |32+ |36+ |37+ |32+ |[3.0+ |39+ |33+
step of EC 0.9 1.0 0.8 0.8 1.3 0 0.9 0.7
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Items/Mean score + | Over | SP Pl EC CRO | FDA | PI Other
Std.Deviation all (n=1 | (n=1 | (n= (n=6) | (n=5) |and | (n=4
(n=2 | 8) 22) | 47) EC 0)
80) (n=4
2)
consideration is
clearly identified

1.2.3.5.1 Composition of Ethics Committee as stated in ICH-GCP is

appropriate.

The survey showed that the composition of Ethics Committee as
recommended by ICH-GCP was considered as appropriate (Likert scale 3) to the most
appropriate (Likert scale 5). The overall opinion was more appropriate at the scale of 4.0.
The opinions from different groups were similar.

1.2.3.5.2 Role and responsibility of involved persons are clearly identified.

The survey showed that the Role and responsibility of involved persons was
considered as less clear (Likert scale 2) to the most clear (Likert scale 5). The overall
opinion was more clear at the scale of 3.8. The opinions from different groups were
similar.

1.2.3.5.3 Standard Operating Procedure of Ethical Committee is appropriate.

Standard Operating Procedure (SOP) is defined by ICH-GCP as detailed,
written instructions to achieve uniformity of the performance of a specific function. In
addition SOP is one of the quality measures to assure that the consistency of procedure is
maintained which results in the reliability of the process leading to the reliability of the
results.

The survey showed that the opinion on Standard Operating Procedure (SOP)
of Ethical Committee ranged from inappropriate (Likert scale 1) to the most appropriate
(Likert scale 5). However the overall opinion was appropriate leading to more
appropriate at the scale of 3.8. The opinions from different groups were similar.

1.2.3.5.4 Procedure of Ethical committee approval is appropriate.

In addition to Standard Operating Procedure (SOP) which provides detailed
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information on how to perform the tasks consistently. The overview of the whole
processes involved in Ethic committee approval is important too. The steps and time for
each particular steps should be logical and rational. The survey showed the process of
Ethical approval by Ethical committee was considered as less appropriate (Likert scale 2)
to the most appropriate (Lidert scale 5 ). The overall opinion was appropriate leading to
more appropriate at the scale of 3.7. The sponsor group and contract research
organization group provided a lower score than other group at 3.3. This represented that
they need the improvement in ethical approval procedure.

1.2.3.5.5 Training on GCP

The survey showed that the Training on Good Clinical Practice (GCP) was
considered as inappropriate due to no policy on GCP training (Likert scale 1), permit to
get training from other organizations (Likert scale 2), unspecific timeframe (Likert cale
3), routine training (every 2-3 years) (Likert scale 4) to the most appropriate as annual
training (Likert scale 5). The overall opinion was at the scale of 3.7. They received
training every specific timeframe such as every 2-3 years. As mention in ICH-GCP, all
concerned parties should have training annually. This study showed that there was a weak
point in training.

1.2.3.5.6 Level of knowledge and understand of GCP

The survey showed that the level of knowledge and understand of GCP was
considered as not good (Likert scale 1) to the best (Likert scale 5). The overall opinion
was better at the scale of 3.8.

1.2.3.5.7 Level of GCP implementation or GCP compliance

The survey showed that the level of GCP Practice or GCP compliance was
considered as not good (Likert scale 1) to the best (Likert scale 5). The overall opinion
was better at the scale of 4.0.

1.2.3.5.8 SUSAR report system to FDA

As mentioned above, monitoring adverse drug reaction during clinical trial
is very important. Stakeholders involved in the clinical trial such as the investigator and
the sponsor are obliged to monitor and report the safety to the ethical committee and the

competent authority accordingly.
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As defined in ICH-GCP, Serious adverse drug reaction is any untoward
medical episodes that any doses results in death, life-threatening, being hospitalization or
prolong hospitalization, persistent or significant disability, or congenital anomaly or birth
defect.

Suspected unexpected serious adverse drug reaction (SUSAR) means any
serious adverse drug reaction which the nature or the severity is not consistent with the
available drug information such as an investigator’s brochure and is reviewed that there
may be related to the drug.

Currently Thai Food and Drug Administration requires the manufacturer or
importer of investigational new drug to submit an expedited report for Suspected
unexpected serious adverse drug reaction (SUSAR). There are a different timeframe for
particular cases of SUSAR. If it is a fatal or a life threatening, the report must be
submitted within 7 days after first acknowledge by manufacturer or importer. The
detailed may be consequently submitted within the next 8 days. In any other cases of
SUSAR the report must be submitted within 15 days after first acknowledge by
manufacturer or importer.

The survey showed that report system of SUSAR to Thai Food and Drug
Administration was considered as inappropriate (Likert scale 1) to the most appropriate
(Likert scale 5). The overall opinion was appropriate leading to more appropriate at the
scale of 3.7. The opinions from different groups were similar.

1.2.3.5.9 Time frame for Progress report to FDA

The survey showed that the time frame for progress report to the Food and
Drug Administration was considered as inappropriate (Likert scale 1) to the most
appropriate (Likert scale 5). The overall opinion was more appropriate at the scale of 3.5
The opinions from different groups were similar

1.2.3.5.10 Procedure of FDA consultation

The survey showed that the Food and Drug Administration’s consultation
procedure was considered as inappropriate (Likert scale 1) to the most appropriate (Likert
scale 5). The overall opinion was more appropriate at the scale of 3.3. The opinions from

different groups were similar.
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1.2.3.5.11 Guideline for FDA approval of IND’s manufacture/importation
The survey showed that the Guideline for FDA approval of IND’s

manufacture/importation was considered as inappropriate (Likert scale 1) to the most
appropriate (Likert scale 5). The overall opinion was more appropriate at the scale of 3.5.

1.2.3.5.12 Timeframe for each steps of FDA approval.

The survey showed that the timeframe for each steps of FDA approval was
considered as inappropriate (Likert scale 1) to the most appropriate (Likert scale 5). The
overall opinion was more appropriate at the scale of 3.3.

1.2.3.5.13 Adverse Drug Reaction (ADR) report system to the Ethical
Committee (EC)

According to the nature of the clinical trial involving the investigational new
drugs of which clinical data especially safety and efficacy data are limited, monitoring
adverse drug reaction caused by these investigational new drugs is very crucial to assure
that safety and well-being of subject are protected. Ethical committee normally requires
the adverse drug reaction occurred in the clinical trial report within a defined timeline.
The survey showed that the adverse drug reaction report system to the Ethical committee
was considered as inappropriate (Likert scale 1) to the most appropriate (Likert scale 5).
The overall opinion was appropriate leading to more appropriate at the scale of 3.7.

1.2.3.5.14 Time frame for Progress report to EC

Report the progress of the clinical trial is essential for monitoring the conduct
of the clinical trial. The progress of the clinical trial will show the efficiency of the
clinical research team on the whole process starting from recruitment of subject, seeking
consent from the subject, providing intervention as described in the protocol, follow-up
process, interim data analysis and the end report

The survey showed that the time frame for progress report to the Ethics
Committee was considered as inappropriate (Likert scale 1) to the most appropriate
(Likert scale 5). The overall opinion was more appropriate at the scale of 3.7

1.2.3.5.15 EC consultation process

The survey showed that the Ethics Committee’s consultation process was
considered as inappropriate (Likert scale 1) to the most appropriate (Likert scale 5). The

overall opinion was more appropriate at the scale of 3.6.
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1.2.3.5.16 Guideline for EC submission
The survey showed that the Guideline for EC submission was considered
as inappropriate (Likert scale 1) to the most appropriate (Likert scale 5). The overall
opinion is more appropriate at the scale of 3.6. It is clear and easy to follow.
1.2.3.5.17 Timeframe for each steps of EC consideration is clearly identified
The survey showed that the timeframe for each steps of EC consideration
was considered as inappropriate (Likert scale 1) to the most appropriate (Likert scale 5).

The overall opinion was more appropriate at the scale of 3.6.

In view of the overall opinion on the other aspects of the current clinical trial
control system, this study showed that all aspects got the higher score than appropriate
(Likert scale 3). Some of the aspects which were the composition of the ethical
committee and the level of GCP implementation had a higher score of more appropriate
(Likert scale 4).This could be interpreted that the current situation of the clinical trial in
Thailand was considerable appropriate. Due to the range of opinion on the aspects was
wide from inappropriate (Likert scale 1) to most appropriate (Likert scale 5), this showed
that there were some gaps need to be improved.

In the view of defining these aspects into structure and process component,
there were four aspects as structure component and thirteen aspects as process component.
There were also categorized into group items based on organization body involved which
were Food and Drug Administration (FDA) and ethical committee (EC). The detailed of
the components, group items and the opinions on each particular item and the group item
were as following table 9;
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Table 9: The summary opinions on structure and process aspects

Components

Group item

Items

Structure (over all)
(mean=3.8,std.deviation=0.5)

Structure ( General)
(mean=3.9,std.deviation=0.5)

Composition of EC as
stated in ICH-GCP is
appropriate (mean=4.0)

There should be the law
that identify the role,
responsibility  of all
stakeholders involved in
clinical trial, approval,
investigate, suspend,
cancel (mean=3.8)

Structure (EC related)
(mean=3.7,std.deviation=0.7)

SOP for EC is
appropriate (mean=3.8)

Procedure of EC
approval is appropriate
(mean=3.7)

Process (over all)
(mean=3.7,std.deviation=0.5)

Process (General)
(mean=3.9,std.deviation=0.8)

Training on GCP
(mean=3.7)

Level of Knowledge and
Understand of
GCP(mean=3.8)

Level of GCP
implementation or
compliance (mean=4.0)

Process (EC related)
(mean=3.7,std.deviation=0.6)

ADR report process to
EC is appropriate

(mean=3.7)
Timeframe Progress
report to EC is

appropriate(mean=3.7)

EC consultation process
is appropriate(mean=3.6)

Guideline for EC
submission is clear and
easy to follow(mean=3.8)

Timeframe for each step
of EC consideration is
clearly identified
(mean=3.6)

Process (FDA related)
(Mean=3.5,std.deviation=0.7)

SUSAR report process to
FDA is appropriate
(mean=3.7)
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Components Group item Items

Timeline for Progress
report to FDA is
appropriate.(mean=3.5)

FDA consultation
process is appropriate
(mean=3.3)

Guideline for FDA
approval of IND’s
manufacture/importation
is clear and easy to
follow (mean=3.5)

Timeline for each step of
FDA approval is clearly
identified (mean=3.3)

The opinion on the over all aspect of the structure component was 3.8 on the
Likert scale, which showed that it was considered as likely more appropriate. Whereas
the over all aspect of the process was 3.7 that was lower than the structure aspects.
Considering the opinions on these two aspects, they were comparable equivalent. There
was no urgent need to focus only on the structural or the process aspects for improving
the situation. Nevertheless, the efforts should be made to improve or strengthen the
system both aspects simultaneously.
The data from the group items showed that the process components related to
Food and Drug Administration got the minimum score at 3.5. This showed that the
process components related to Food and Drug Administration was a priority area for
improvement.
2. Results of Part I1: the designed system analysis
The conducting of clinical trial in Thailand has evolved especially over the past
ten years. The clinical trial control system has being continuously improved not only in
Food and Drug Administration but also in other stakeholders. However, the pivotal issues
are related to the authorities, which are Food and Drug Administration and Ethical
Committee. Some amendments in the clinical trial control system were proposed in order
to improve the efficiency of the system. The questionnaires on the designed system with
some specific issues were sent to all stakeholders. These issues were categorized based
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on organization body involved as Food and Drug Administration (FDA) and ethical
committee (EC). There were eight issues for FDA and six issues for EC. In addition,
these were also categorized due to the process and structure aspects. There were six
issues as structure aspect and eight issues as process aspect. The summary opinions on

designed issues were presented in Table 12 and Table 13.

2.1 Opinion on the designed clinical trial control system

2.1.1 Opinion on Food and Drug Administration aspects.

There were eight proposed issues related to Food and Drug Administration. The
study showed that most of proposed issues were agreeable by stakeholders with more
than 80%. Only the consultation system and the report of progress or ending or final
report were 78.6 % and 77.0%, respectively. The respondents thought that Food and Drug
Administration had no responsibility to provide the consultation in developing the

clinical protocol as well as had limited resources on the qualified experts.

Tablel0: The summary opinions on proposed issued related to Food and Drug

Administration

Issues Agreeable

(percent)

Issues related to Food and Drug Administration

Scope of the application for manufacture or importation of drugs 87.2
for clinical trial is limited to the drugs that are not registered in
Thailand or the registered drug with unapproved or new

indication, new dose or new group of patients.

There should be the law that identify the role, responsibility of all 88.1
stakeholders involved in clinical trial, approval, investigate,

suspend, cancel

Thailand should formally set a Good Clinical Practice (GCP) 93.9
ICH-GCP as a standard for the conduct of clinical trial.
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Issues Agreeable
(percent)

The application for manufacture or importation of drug for 84.5
clinical trial includes these documents:
-Label (Thai or English)
-Package insert ( for registered drug)
-Investigator brochure ( For unregistered drug)
-Patient information sheet (Thai)
-Protocol summary (Thai)
-Protocol (Thai or English)
-Chemical, Manufacture and Control documents
Note: No Ethical committee approval certificate required.
The quality system should be in place and approved by third 90.1
party.
The consultation system for developing and improving protocol 78.6
should be in place.
The manufacturer or importer should be responsible to report any 90.7
adverse drug reaction related to the clinical trial.
The manufacturer or importer should be responsible to report the 77.0
progress of the clinical trial including the end of study or final
report.

2.1.2 Opinion on Ethical committee aspects

There were six proposed issues related to ethical committee. The study showed

that three of proposed issues were agreeable by stakeholders with more than 80 %.

Whereas another three proposed issues which were the law governing ethical committee,

the clinical trial registry and accreditation body were 77.2 %, 79.2%. and 79.5 %

agreeable.
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Table 11: The summary opinion on proposed issued related to Ethical committee

Issues Agreeable

(percent)

Issues related to Ethical committee

There should be the law that identify the composition, role, 77.2
operation and  responsibility of  Ethical committee

inspection ,disqualify

The quality system should be in place and approved by third 88.3
party.
A specific organization should be set up for the accreditation of 79.5

Ethical committee.

The investigator should be responsible to report any adverse drug 93.6

reaction related to the clinical trial.

The investigator should be responsible to report the progress of 94.0

the clinical trial including the end of study or final report.

Thailand should require all clinical trails registered at the 79.2

Thailand Clinical Trial registry.

2.1.3 Opinion on the structure and process aspects of the system
In the view of defining these proposed issues into structure and process
components, the detailed of the components and the opinions on each particular item

were presented in Table 12.



Table 12: The summary opinion on proposed issued related to the structure and process

Issues Agreeable

(percent)

Issues related to Structure

Thailand should formally set a Good Clinical Practice (GCP) 93.9

ICH-GCP as a standard for the conduct of clinical trial.

Thailand should require all clinical trails registered at the 79.2
Thailand Clinical Trial registry.

Scope of the application for manufacture or importation of drugs 87.2
for clinical trial is limited to the drugs that are not registered in
Thailand or the registered drug with unapproved or new

indication, new dose or new group of patients.

There should be the law that identify the role, responsibility of all 88.1
stakeholders involved in clinical trial, approval, investigate,

suspend, cancel

There should be the law that identify the composition, role, 77.2
operation and  responsibility  of  Ethical committee

inspection ,disqualify

A specific organization should be set up for the accreditation of 79.5

Ethical committee.

Issues related to Process

The application for manufacture or importation of drug for 84.5
clinical trial includes these documents:

-Label (Thai or English)

-Package insert ( for registered drug)
-Investigator brochure ( For unregistered drug)
-Patient information sheet (Thai)

-Protocol summary (Thai)
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Issues Agreeable
(percent)

-Protocol (Thai or English)
-Chemical, Manufacture and Control documents
Note: No Ethical committee approval certificate required.
The quality system in Food and Drug Administration should be in 90.1
place and approved by third party.
The manufacturer or importer should be responsible to report any 90.7
adverse drug reaction related to the clinical trial.
The manufacturer or importer should be responsible to report the 77.0
progress of the clinical trial including the end of study or final
report.
The consultation system for developing and improving protocol 78.6
should be in place.
The quality system in Ethical committee should be in place and 88.3
approved by third party.
The investigator should be responsible to report any adverse drug 93.6
reaction related to the clinical trial.
The investigator should be responsible to report the progress of 94.5

the clinical trial including the end of study or final report.

2.2 Opinion on an aspect of appropriate organization for governing

particular law and regulations in the designed clinical trial control system

2.2.1 Responsible organization for the Law concerning ethical committee

The law concerning human research, which particularly focuses on ethical

committee, has been drafted and is under enacting process. The study showed that

National Research Council of Thailand was the preferable agency to be responsible for

enacting and governing this Human research Acts.
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Table 13: The summary opinion on organization governing ethical committee

Organization Agree
(percent)
National Research Council of Thailand 51.2
Ministry of Public Health 43.7
Other 20.5

However, there were many suggestions on other organizations or agencies that
could be the responsible body for governing this human research law. Some suggestions
were both of Ministry of Public Health and National Research Council of Thailand, or a
new committee or new organization, which involved other health professionals such as
medicines council, pharmacist council, nurse council, dentist council and technical
council. In addition, some proposed to include lawyer, academia, representative from
institutional review board and lay person to be the member of new board governing this
new law.

2.2.2 Responsible organization for the Law concerning Good Clinical
Practice

The study showed that National Research Council of Thailand had a little higher
agreement than Ministry of Public Health to be a responsible organization for issuing and
governing law related to Good Clinical practice. The detailed of responses were
presented in Table 14.

Table 14: The summary opinion on organization governing Good Clinical Practice

Organization Agree
(percent)
National Research Council of Thailand 44.5
Ministry of Public Health 41.1
Medicines Council 24.7
Other 14.4
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2.2.3 Responsible organization for Thailand Clinical Trial Registry

The study showed that National Research Council of Thailand should be a
responsible organization for Clinical Trial Registry of Thailand. Currently Medical
Research Foundation is the founder of Thai Clinical Trial Registry (TCRT). Therefore,
the cooperation between National Research Council of Thailand and Medical Research

Foundation should be explored. The detailed of responses were presented in Table 15.

Tablel5: The summary opinion on organization governing

Thailand Clinical Trial Registry

Organization Agree
(percent)
National Research Council of Thailand 46.6
Ministry of Public Health 32.1
Medical Research Foundation 25.2
Other 9.3

3. Result of Part I11: Gap analysis

In general, there are three main aspects in assessing the performance, which are
structures, processes and outcome. This could also be used in assessing the clinical trial
control system in Thailand. There are many stakeholders involved in clinical trial, which
are sponsor, contract research organization, ethical committee, investigator and Food and
Drug Administration’s personnel. This study focused on the regulatory system on clinical
trail. Therefore, the structure and process of Food and Drug Administration and ethical
committee were discussed. The opinions on current situation of clinical trial and

designed clinical trial system were also discussed.

3.1 Structure aspects

3.1.1 Structure aspect related to Food and Drug Administration

Structures are the pivotal inputs for the regulatory system. The structures include

a legal framework and an administrative support. Legal framework provides the authority
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to an organization to perform the regulatory functions and to impose any punishments or
sanction measures when there are violations of the regulations. Currently there is only
Drug acts (B.E.2510), particularly Ministerial Notification no.14 (B.E.2532)
Requirement, process and conditions for importing drug into Thailand with exemption
from product licensing and Food and Drug Administration’s notification (B.E.2549)
which governing the importation and manufacture of investigational drug for clinical trial.
These Food and Drug Administration’s regulations outline the measures to have a good
clinical trial control such as requiring Good Clinical Practice (GCP), list of recognized
ethical committee, GCP inspection, SUSAR report and annual report. However, there is
no measure to punish the violation or revoke the approval. Only if there is a serious
safety issue that Food and Drug Administration is able to stop the use of those
investigational drugs.

The survey showed that most of the respondents (more than eighty percent)
agreed with the designed system to have the regulations covering role, responsibility,
compliance of related stakeholders including type of clinical trial of which need approval
from Food and Drug Administration. Hence this was one of priority areas that would
fulfill all stakeholders’ need.

There is no law or regulation concerning the standard of Good Clinical Practice.
Currently ICH-GCP is practically implemented by concerned parties on the voluntary
basis. Voluntary measure has an inferiority that there could be someone not abide by or
complied with this measure without any punishments. The study showed that ICH-GCP
currently was well understood and implemented by all stakeholders but the legalized of
this standard was still needed to ensure the compliance by the stakeholders.

3.1.2 Structure aspect related to the ethical committee

A group of interested institutional ethical committee has established a forum for
ethical review committee in Thailand (FERCIT) in 2000. The objectives of FERCIT are
to promote and develop subject protection, to promote and develop ethical committee
control system, to exchange knowledge and experiences among members and

international agency. There is no legal framework to govern the ethical committee.
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This study showed that current composition of ethical committee was considered
more appropriate. However the law concerning control of ethical committee and a
responsible agency was less preferable with only at most 79.5 percent. Nevertheless the
law and regulation concerning was essential to assure the quality, transparency and
accountability of ethical committee was needed. In addition the organization of which

responsible for this law needed to be identified including the mechanism of accreditation.

3.2 Process aspects

A process also plays an important part to attain the regulatory goal. The process
demonstrates the method and the activities to achieve the objective. The study showed
that the current processes by Food and Drug Administration and ethical committee were
likely more appropriate. In addition the improvements with more details in the process as
mentioned in designed system were agreeable. There were concerns on some new
proposed processes that may cause difficulties in implementation such as reporting within
designated timeline and consultation system. The detailed of opinions on current and
designed system were presented in Table 16.

In summary the opinion on current situation showed the average scale of
appropriateness at less than 4 (more appropriate). In order to have a good clinical trial
control, all items or aspects should have at least the score of more appropriate. Therefore
there were the gaps for improvement in all areas. The priority would be assigned to the

items with lowest scale, highest percent of agreement or both.

Table 16: The summary opinion on current and designed system

Opinion on Likert Opinion on Agree
current situation Scale the designed system (percent)

Structure ( general)

Thailand should formally 93.9
set a Good Clinical Practice
(GCP) ICH-GCP as a
standard for the conduct of
clinical trial.




Opinion on Likert Opinion on Agree
current situation Scale the designed system (percent)
Thailand should require all 79.2
clinical trails registered at
the Thailand Clinical Trial
registry
Composition of EC as 4.0
stated in ICH-GCP is
appropriate
There should be the law 3.8
that identify the role,
responsibility of all
stakeholders involved in
clinical trial, approval,
investigate, suspend,
cancel
Structure ( FDA)
Scope of the application for 87.2
manufacture or importation
of drugs for clinical trial is
limited to the drugs that are
not registered in Thailand or
the registered drug with
unapproved or new
indication, new dose or new
group of patients.
There should be the law that 88.1
identify the role,
responsibility of all
stakeholders involved in
clinical trial, approval,
investigate, suspend, cancel
System( EC)
There should be the law that 77.2

identify the composition,
role, operation and
responsibility of Ethical
committee

inspection ,disqualify
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Opinion on Likert Opinion on Agree
current situation Scale the designed system (percent)

A specific organization 79.5
should be set up for the
accreditation of  Ethical
committee.

SOP for EC is 3.8

appropriate

Procedure of EC 3.7

approval is appropriate

Process (General)

Training on GCP 3.7

Level of Knowledge and 3.8

Understand of GCP

Level of GCP 4.0

implementation or

compliance

Process (FDA)

The application for 84.5

manufacture or importation
of drug for clinical trial
includes these documents:
-Label (Thai or English)
-Package insert ( for
registered drug)
-Investigator brochure ( For
unregistered drug)

-Patient information sheet
(Thai)

-Protocol summary (Thai)
-Protocol (Thai or English)

68



Opinion on Likert Opinion on Agree
current situation Scale the designed system (percent)
-Chemical, Manufacture
and Control documents
Note: No Ethical committee
approval certificate
required.
The quality system should 90.1
be in place and approved by
third party.
SUSAR report process to 3.7 The manufacturer or 90.7
FDA is appropriate importer should be
responsible to report any
adverse drug reaction
related to the clinical trial.
Timeline for Progress 35 The manufacturer or 77.0
report to FDA is importer should be
appropriate responsible to report the
progress of the clinical trial
including the end of study
or final report.
FDA consultation 3.3 The consultation system for 78.6
process is appropriate developing and improving
protocol should be in place
Guideline for FDA 3.5
approval of IND’s
manufacture/importation
is clear and easy to
follow
Timeline for each step of 3.3
FDA approval is clearly
identified
Process (EC)
The quality system should 88.3
be in place and approved by
third party.
ADR report process to 3.7 The investigator should be 93.6

EC is appropriate

responsible to report any
adverse drug reaction

related to the clinical trial.

69
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Opinion on Likert Opinion on Agree
current situation Scale the designed system (percent)
Timeframe for Progress 3.7 The investigator should be 94.5
report to EC is responsible to report the
appropriate progress of the clinical trial

including the end of study
or final report.

EC consultation process 3.6
IS appropriate

Guideline for EC 3.8
submission is clear and
easy to follow

Timeframe for each step 3.6
of EC consideration is
clearly identified

4. Results of part 1V: the developing strategies

4.1 Information from in-depth interview

Four representatives from sponsor, investigator, contract research organization
(CRO) and Food and Drug Administration were interviewed on these main topics which
were current situation, problems, desired system and suggestions.

4.1.1 Opinion on current situation

All interviewees thought that the clinical trial control environment had been
improved over the years especially after the year 2000 which all related stakeholder
groups joined together and formed a group, later became a Thailand Towards Excellence
in Clinical trials (ThaiTECT). However, some expected that the improvement should
have been faster and more effective than current situation.

Most of the clinical trials conducted in Thailand were sponsored by drug’s
company especially the multi-national drug company. These resulted in most of tested
drug being investigational drug or innovative drug from the developed countries. There
were few clinical trials using drug developed in the country such as herbal or traditional
medicines.

There were increasing numbers of the clinical trials in Thailand, both sponsors-
initiated and investigator-initiated. In addition, the sponsor-initiated clinical trials
included multi-national clinical trials and local clinical trials. Each type of clinical trials
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whether sponsor or investigator initiated had different pitfalls. Most of sponsor-initiated
clinical trials had the well-designed protocol because they had resources to involve
people from multidisciplinary. However if it was a multi-national protocol it might not be
implemented as an original protocol due to specific local situation such as cultural,
professional practice and equipments which needed some amendments. If it was the
sponsor-initiated protocol for local trials, the results of the study had a limited used, not
for regulatory purpose. There was no clinical data submission from local trials for
regulatory purpose such as amendments of indication, dose regimen, precaution or
adverse drug reaction.

The role of contract research organization (CRO) in Thailand were both as a
coordinator of the clinical trial among multi sites and a clinical research center. Some
contract research organizations (CRO) also helped investigators develop clinical trial
protocol. There were more clinical research center (CRC) established in recent years,
mostly within or attached with universities especially which had faculty of medicines.

The ethical committee approval process was improved over the years. Many
ethical committees were surveyed by Strategic Initiative for Developing Capacity in
Ethical Review/ Forum for Ethical Review Committees in Asian and Pacific regions
(SIDCER/FERCAP) which showed that these ethical committee had a good quality
review system. Even though FERCIT was established in 2000 it was only a voluntary
cooperation among ethical committees.

Investigational drug unit, pre-marketing division, Bureau of drug control of Food
and Drug Administration was a responsible unit for approval the manufacture and
importation of investigational drug for clinical trial and GCP inspection. There were only
few staffs. The most priority was the approval for manufacture or importation of
investigational drug. Then the priority areas were set for GCP inspection. Currently GCP
inspection focused on the drug accountability, number of subjects, enrollment and
consent process, SUSAR case report and protocol conformity. Quality system such as
standard operating procedure (SOP) was implemented and annually audited by Food and

Drug Administration.
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4.1.2 Opinion on problems

Bioequivalence study is considered as a clinical trial because it involves humans.
However, currently the importation or manufacture an investigational drug for
bioequivalence study is under the regulation of importation or manufacture the drug
sample for registration purpose which requires only certificate of free sale (in case of
importation) and a sample of insert and label. There is no requirement on submitting the
protocol and the ethical committee approval as other clinical trials. In summary, there is
different requirement for clinical trials with different purpose.

There were only ten ethical committees recognized by Food and Drug
Administration which were considered as not enough and not transparency. The ethical
committees in other institutes especially involved with health care had no opportunity to
be recognized. The criteria for recognition of ethical committee were not publicly
available. The limited number of recognized ethical committee became a bottlenecked for
approval process and caused a delay in conducting the clinical trial.

The timeline of Food and Drug administration approval as 20 working days was
considered as appropriate but the assurance should be made that all applications were
within this timeline. The current approval was based on the protocol with specific site,
number of subject and the amount of drug used within one year. In case of the re-
submission of the same protocol with the different site and number of subject should take
less than 20 working days.

Timeline was the majority concerns of sponsor, contract research organization
and investigator. They wanted to know exactly when ethical committee and Food and
Drug Administration would approve their protocols in order to plan for conducting the
trial as soon as possible. They said time was the money. The longer the process was, the
more money spent in the trials.

Developing the clinical trial protocol especially for the local trials was also a
problem. The process of developing the protocol involved many disciplines including
toxicology, pharmacology, epidemiology, statistics, physician, etc. They need to work
together. There was a lack of cooperation among these groups of expertise. Even there

were some clinical research centers to solve the problem it was still needed more
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collaboration among multi-disciplinary and made the information publicly available to
any other persons interested.

There were many physicians interested in being investigator or co-investigator.
However being a good investigator or co-investigator was not only being a good
physician but also being a good compliance with GCP and devoted enough time for the
study including record and review data. Some sponsors had programs to support new
investigators by introducing them to work with experienced investigators or supporting
their trials. The support included not conclusively developing the protocol, training, drugs,
etc.

Data management and data analysis was also a problem. A lot of data were
collected from the clinical trial therefore only the investigator may not be able to manage
or analyze the results. If the trial was multi-site clinical trial, there were more data
collected and more difficulty in managing and analyzing. There was a need for

organization with the expertise and resource in data management and analysis.

4.1.3 Opinion on designed system

The designed system was a few changes to the current system. These changes
were intended to improve and provide more detailed information. Some could be
immediately implemented whereas some may be implemented later or adjusted before.

Quality system was a pivotal component for assuring the quality system. Food
and Drug administration and recognized ethical committees currently had the quality
system and SOP that could ensure the quality of the review process. The quality
certification by third party was not necessary however; the assurance of compliance was
needed.

Clinical trial registry was a good measure to be more transparency about the
conducting and the result of clinical trial. If Thailand would like to implement Thailand
Clinical trial registry as a mandatory measure to all clinical trial conducted in Thailand,

the rational should be made and the duplication with other registries had to be avoided.
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4.1.4 Opinion on suggestion

Any changes related to the regulatory aspects of clinical trial control should not
be time consuming but still fulfill the role, responsibility and mission. The rational for
each regulatory measure should be clarified and notified all concerned parties. As the
limitation of staff in investigational drug unit, Bureau of Drug control, Food and Drug
Administration, another process or procedure should be explored such as working as a
committee, working as external expert or delegate some responsibility to other units or
organizations.

There was no formal consultation process for clinical trial development with Food
and Drug Administration. If Thailand would like to have local herbal drug or traditional
drug market in other countries, the scientific evidence from clinical study were essential.
Therefore, the consultation process was necessary. In addition to have a successful drug
development, a designated unit or organization, which was responsible for over all
planning, overview, risk and management decision had to be established. This could be

national and institutional level.

4.2 Result from the survey

The information obtained from gap analysis and in-depth interview were used in
developing the second questionnaire: the opinion on development clinical trial control in
Thailand.

4.2.1 Number of Response

The questionnaires were distributed to all participants at the ThaiTECT meeting,
an annual meeting of stakeholders involved in clinical trial. The number of participant at
the meeting was 166 and the number of filled questionnaire was 54. The response rate
was 32.5 %. The demographic detailed of participants who answered the questionnaire

were showed in Table 17.



Tablel7: The summary demographic data from filled questionnaire
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Demographic data Number of response
( percent)
Stakeholders
- Sponsor 35.2
- Investigator 13.0
- Ethical committee member 20.4
- Contract Research Organization 20.4
- Food and Drug Administration personal 3.7
- Other 7.4
Professional
- Physician 13.0
- Pharmacist 44.4
- Nurse 22.2
- Medical technologist 3.7
- Other 16.7
Level of education
- Doctor of Philosophy degree 16.7
- Master degree 57.4
- Bachelor degree 25.9
Number of years involving with the clinical trial
- less than or equal to 5 years 33.3
- >5-10years 31.5
- >10-15years 18.5
- >15-20years 13.0
- >20-25years 3.7
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4.2.2 Opinion on the objective of the clinical trial control system

The study showed that the respondents all agreed on three objectives of the
clinical trial control system. Firstly, the ethical committee should be over sighted in order
to ensure the standard of ethical consideration. Secondly, the control of clinical trial by
Food and Drug administration should be effective. Lastly, capacity building in all related
agencies should be strengthened and implemented in order to promote the clinical trial in
Thailand. The important and feasibility aspects of proposed strategies and method were
studied using the likert scale from 3 to 1 representing most, medium and low important or
feasibility. Considering the important and feasibility aspects, there were no significant
difference among these objectives. Therefore, the strategies and methods for these
particular objectives should be implemented simultaneously. However, each particular
strategy and method had different important and feasibility. The priority for
implementation then was based on the level of important and feasibility provided by the
respondents.

4.2.3 Opinion on the strategies and method of particular objectives

4.2.3.1 To have a standard on Ethical committee

The survey showed that the respondents totally agreed with the strategy of having
an accreditation or recognition system for ethical committee and 96 percent on strategy of
national standard on ethical committee. The priority of methods for particular strategy
based on agreeable, important and feasibility consecutively was presented in Table 18.

Normally standard must be established before any accreditation or recognition.
However, this study showed that an accreditation or recognition was a priority to be
implemented. This resulted form many reasons. Firstly, one of current requirements for
importation or manufacture of investigational drug for clinical trial was an ethical
approval from the recognized ethical committee. There were only ten ethical committees
recognized by Food and Drug Administration. Therefore, it was an urgent need to
increase the number of recognized ethical committee in order to avoid the obstacle as a
bottle neck for conducting clinical trial in Thailand. The feasibility was relatively high
due to many organization were trying to implement the accreditation or recognition

system. Food and drug administration drafted the criteria for recognition of ethical
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committee in 2011 and collected comments from concerned stakeholders. It was revised
many times but up until now the criteria has not been issued yet. Another agency,
national research council of Thailand has also been working on establishing national
ethics committee accreditation system of Thailand (NECAST).(Sopit,2013)

Secondly, even though the standard guideline on conducting clinical trial such as
Good clinical practice (GCP) was not formally issued by any agencies, there was a
memorandum of understanding among stakeholders such as ministry of public health,
ministry of education and Pharmaceutical Research and Manufacturer association
(PReMA) to conduct the clinical trial complied with ICH-GCP standard. This
demonstrated that the standard guideline as ICH-GCP was informally accepted and
implemented in Thailand since 2000.

In order to legalize law related to clinical trial, a human research act has been
drafted. (Ministry of Public Health, 2010) The acts has still been in the public hearing
process in order to collect any concerns from all stakeholders because there are some
controversial issues need to be resolved. In addition, National research council of
Thailand has draft another human research act. (Soottiporn,2013) Then, there will be
more discussion on human research acts during the process of enacting the acts by the
parliament. Therefore, the feasibility to have the acts in the near future is considerable
low.

Hence, Food and Drug administration should take a leading role in order to have a
standard ethical committee involving in clinical trial by issuing the regulation on criteria
for recognition of ethical committee and the standard guideline of GCP for conducting
clinical trial. When NECAST is formally established, the cooperation between Food and
Drug administration and national research council of Thailand should be explored in
order to complement each other’s role and responsibility and to reduce the redundant

works.
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Table 18: Strategy and method for the objective of standard ethical committee.

Strategy and Method Agree | Important | Feasibility | Priority
(percent) | (Likert (Likert | (Important
scale) scale) X
Feasibility)

Strategy 1: An accreditation or 100 2.79 2.45 6.84
recognition system

Method 1: Define or set up a 98 2.73 2.32 6.33
specific agency responsible for
accreditation or recognition

Method 2: Monitor periodically 91.7 2.48 2.26 5.60
every two years
Strategy 2: National standard for 96 2.76 2.16 5.96
Ethical committee

Method 1: Each institution formally 100 2.73 2.45 6.69
establishes an ethical committee or
recognizes other institution’s ethical
committee complied with ICH-GCP
standard.

Method 2: Food and Drug 98 2.76 2.33 6.43
administration issues the regulation on
ethical committee recognition.

Method 3: Thailand has Human 96 2.76 2.16 5.96

Research Acts.

4.2.3.2 To have efficient clinical trial control by Food and Drug administration.

There were two proposed strategies to improve the efficiency of clinical trial

control by Food and Drug administration. The survey showed that the respondents totally

agreed with the strategy on developing the standard, procedures and evaluation, and 98
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percent agreed on developing safety monitoring process. The priority of proposed
methods for particular strategy based on important and feasibility was presented in Table
19.

The study showed that the respondents thought that quality assurance system such
as standard, SOP and criteria for evaluation were comparatively high important. In
addition, the issuing of regulation related to clinical trial such as type of investigational
drug for clinical trial use and role and responsible of all concerned stakeholders were also
considered as relatively high important and feasibility. On the other hands, online
submission of both application and report of Adverse Drug Reaction (ADR) were
considered as likely high important but likely medium feasibility. This may result from
the amount and complexity of documents required for application and the experience of
respondents in online submission of ADR report of marketed drug. The respondents
provided the suggestion that the system should be friendly-used for user. In order to
introduce and implement online submission effectively, all these factors must be
considered when designing and preparing the computer system.

If structure and process aspects were used in identifying these proposed methods,
to issue the regulations and to require the registration number of TCTR in the application
were the structure aspect. The others were considered as the process. The results showed
that both of them were important for the development and improvement of clinical trial
control by Food and drug Administration.

To legally issue the new regulation or requirement may take times and efforts.
However, the administrative measures could be used in order to solve, to prevent any
unwanted incidences or to improve the work efficiency. Therefore, to identify the type of
investigational drug used and phase of clinical trial could be implemented by improving
the checklist during document screening when submitting application at Food and Drug
Administration. Nevertheless, the legalized process is still needed in order to require a
clinical trial registry as mandatory.

This study showed that respondents agreed with most of proposed method at more
than 90 percent to 100 percent except for few proposed methods. Those few proposed

methods were related to the timeline for approval and the registration at TCTR. The



80

respondents provided more detailed of disagreement on the timeline that they wanted

shorter timeline than proposed timeline, especially for biological drug.

Table 19: Strategy and method for the objective of efficiently control of clinical

trial by Food and Drug Administration

Strategy and Method Agree | Important | Feasibility | Priority
(percent) | (Likert (Likert | (Important
scale) scale) X
Feasibility)

Strategy 1: Develop standard, 100 2.85 2.32 6.61
procedure and criteria for evaluation

Method 1: Set up quality system 98 2.85 2.53 7.21
including quality manual, SOP and
criteria for evaluation.

Method 2: Issue the regulation that 98.1 2.63 2.54 6.68
clearly identify types of investigational
drug used clinical trial which are ;
-drug never registered in any countries
-drug already registered with new
indication, new posology or new user
group.
-drug already registered (Phase 1V)

Method 3: Issue the regulation that 98 2.62 2.51 6.58
clearly specifies role and responsibility
of involved parties, approval, monitor
and revoke process.

Method 4: Improve the timeline for 89 2.83 2.32 6.57

approval which are;
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Strategy and Method Agree | Important | Feasibility | Priority
(percent) | (Likert (Likert | (Important
scale) scale) X
Feasibility)
-20 days for new protocol of
pharmaceutical products
-60 days for new protocol of
biological products
-5 days for already approved protocol.
Method 5: Report the finished or 96 2.53 2.45 6.20
ending of clinical trial study within
specific timeline.
Method 6: Online submission for 96 2.65 2.26 5.99
application
Method 7: Report the progress of 92 2.49 2.40 5.98
clinical trial study within specific
timeline.
Method 8: Provide the registered 85 2.32 2.29 5.31
number of TCTR in the application for
manufacture or importation of drug for
clinical trial.
Method 9: Set up the consultation 94 2.47 2.11 521
process for developing the clinical trial
protocol
Method 10: Update the progress of 89 2.31 2.12 4.90
clinical trial in Thailand clinical Tria
Registry (TCTR).
Strategy 2: Develope safety monitoring 98 2.77 2.15 5.96

process




82

Strategy and Method Agree | Important | Feasibility | Priority
(percent) | (Likert (Likert | (Important
scale) scale) X
Feasibility)
Method 1: Report of ADR 91 2.66 242 6.44
within specific timeline as specified by
Food and Drug Administration which
are
- Report SUSAR case within 7 days
- Report all ADR case annually
Method 2: Online submission of 98 2.62 2.25 5.90
ADR in clinical trial
Method 3: Site monitoring as GCP 94 2.56 2.10 5.38
inspection.

4.2.3.3 To strengthen capacity building in related agencies in order to promote the
clinical trial in Thailand.

The study showed that the respondents agreed with the proposed strategies to
introduce capacity building in related aspects which could be summarized into 4 mains
aspects which were people, place, knowledge and information. In addition, the study also
showed that the respondents primarily focused on individual development, having more
investigators who had an appropriate qualification and experience. This was not
surprisingly found because it was the easiest and fundamental way to perform. The
training of GCP, which was a basic training for all personals involved with clinical trial
could be organized by a training session or online training. Many organizations also
arranged the GCP training such as academia, sponsor, research institute or even Food and
Drug Administration. At the beginning of introduce ICH GCP in Thailand, after
memorandum among ministry of pubic health, ministry of education and PReMA in 2000,
Food and Drug Administration organized many GCP trainings to any interested persons.

Sponsor and academia later took the leading roles in providing this GCP training.
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However, there was comparatively less agreement and feasibility in including the GCP in

a curriculum. Some respondents suggested that it should be trained during the resident

period in the hospital. As GCP was an essential requirement for all personal involved in

the clinical trial, GCP should be one of the elective topics or courses in the heath care

professional study or at least in the continuing study program.

Table 20: The summary opinion on strategies and method on capacity building

Strategy and Method Agree | Important | Feasibility | Priority
(percent) | (Likert (Likert | (Important
scale) scale) X
Feasibility)

Strategy 1: Increase the number of 98 2.72 2.22 6.04
qualified investigator

Method 1: GCP Training 100 2.82 2.69 7.59

Method 2: Promote and support 96 2.48 2.34 5.80
new investigator working with
qualified investigator.

Method 3: Include GCP in the 84 242 2.30 5.57
curriculum of health professional
education.
Strategy 2: Increase the number of 96 2.64 2.19 5.78
clinical site with good quality.

Method 1: Develop and support
Laboratory to have a Good laboratory 96 2.75 2.21 6.08
Practice (GLP).

Method 2: Support the conduct of 92 2.44 2.20 5.37
clinical trial in Clinical trial Center.

Method 3: Develop the clinical trial 94 2.50 2.08 5.2

management network in order to have
the same standard and reduce

management cost.
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Strategy and Method Agree | Important | Feasibility | Priority
(percent) | (Likert (Likert | (Important
scale) scale) X
Feasibility)

Strategy 3: Develop database and 98 2.73 2.04 5.57
network information related to clinical
trial

Method 1: Set up the website 100 2.48 2.50 6.20
containing information related to
clinical trial

Method 2: Promote the utmost use 92 2.47 2.37 5.85
of information in TCTR

Method 3: Promulgate and publish 96 241 2.27 5.47
the list of Non-clinical laboratory in
Thailand

Method 4: Be member of 94 2.37 2.24 531
International Clinical Trials Registry
Platform (ICTRP)

Method 5: Set the requirement of 84 2.20 2.12 4.66
registration number of TCTR before
published any information in Journal in
Thailand
Strategy 4: Increase knowledge on 98 2.73 2.04 5.57
research and development of drug or
herbal drug

Method 1: Training on research 98 2.62 2.45 6.42

and development process, data

requirement for registration
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4.2.4 Opinion on the indicator

The list of proposed indicators for assessment the function of clinical trial control
system were asked without specifying for any specific strategies or methods using the
likert scale of 5 to 1 as extremely agree, highly agree, agree, less agree and un agree,
orderly. As show in the table 21, the respondents had the same opinions to have these
indicators for monitoring the progress or development of clinical trial control system.

The lowest likert scale at 3.67 was the indicator for the number and percent of
clinical trial protocol with registration number of Thai Clinical Trial Registry (TCTR).
This was in accordance with the opinion on the strategy and method that methods related
to Thai Clinical Trial Registry (TCTR) were unfavorable. This presented that the clinical
trial registry concept was not well aware and understood. The purpose of clinical trial
registry is to ensure the transparency, validity, value of scientific evidence of clinical trial
including accessibility of information by all concerned parties such as patient, researcher,
regulator and policy maker. Therefore, it is considered as an ethical and good practice to
register at clinical trial registry. Most of registries are online based and electronically
searchable. Some of registries are operated by government whereas others by non-profit
organization. World health organization also provides International clinical trial registry
platform (ICTRP) and network. Regulatory agency in some countries requires that
clinical trial must be registered such as the United State of America

(www.clinicaltrial.govs), India (www.ctri.nic.in), etc. In the other hand, the clinical trial

registry is voluntary in some countries and there is even no requirement or system in
some other countries. There was a study showing that trial registration was becoming an
international standard for clinical research. In addition, the knowledge should be
provided to support the researcher for deciding to comply with this standard. (Reveiz et al,
2007) Clinical trial registry in Thailand (www.clinicaltrials.in.th) was established by
Medical Research Foundation, which is a non-profit organization, in 2009. The registry is
voluntary. Up to now, there has been only 58 of clinical trial registered (Thai Clinical
trial registry, 2013) which is comparable lower than 191 of the clinical trial conducted in

Thailand and registered at www.clinicaltrial.govs.in 2013. There were some arguments

that clinical trial could be registered at anywhere if it was openly access. There is no

necessary to register in any individual countries because it was a redundant work. On the
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contrary, if country has her own clinical registry, the data of all clinical trial conducted in
the country will provide the overview situation and be useful for all concern partied such
as researcher, patient, funder and policy maker. In order to strengthen the transparency,
validity, value of scientific evidence, accessibility of information, the regulation on
clinical registry in Thailand should be introduced and implemented. Currently there is no
any legal frameworks directly related to the clinical trial registry. Food and Drug
administration, which has a responsibility to control the manufacture or importation of
investigational drug for clinical trial used in Thailand, should take a role by requiring the
Thai clinical registry number in the process of approval. At the beginning, it could be
voluntary until the researchers have enough knowledge and awareness of the important
and useful of clinical registry, and then become a mandatory. This mechanism has been
successfully implemented in India. (Pandey et al, 2013)  The legislation process
normally takes time to be issues and implement In addition, In the absence of legislation,
medical journal editors have an important role in clinical trial registry.

Table 21: The summary opinion on proposed indicator

Indicator | Mean (Std.deviation)

Indicator group | : Standard of Ethical committee

1.Human research acts availability 4.25 (0.99)
2.Regulation and criteria for ethical committee recognition 4.31 (0.86)
3.Number of recognized ethical committee 4.18 (0.79)
4.Number of renewal or extension of recognized ethical 4.14 (0.80)
committee

Indicator group 11 : Efficiency and effectiveness of clinical trial control
by Food and Drug administration

5. SOP for all activities and criteria for evaluation 4.63 (0.63)

6.Number and percent of import or manufacture investigational 4.31(0.65)
drug application received approval from Food and Drug
Administration within specific timeline

7. Time for evaluation and approval 4.41 (0.72)
8. Number and percent of import or manufacture investigational 4.00 (0.89)
drug application submitted online

9. Number and percent of clinical trial protocol with registration 3.67(1.13)
number of Thailand Clinical Trial Registry (TCTR)

10.Number and percent of import or manufacture investigational 3.82(0.83)

drug application, and clinical trial protocol classified by phase of
trial
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Indicator

Mean (Std.deviation)

11 Number and percent of import or manufacture investigational

drug application, and clinical trial protocol classified by types of
investigational drug used clinical trial which are ;

-drug never registered in any countries

-drug already registered with new indication, new
posology or new user group.

-drug already registered (Phase 1V)

4.00 (0.85)

12.Performance evaluation of Food and Drug Administration
officer such as

- percent of import or manufacture investigational drug
application

-percent of inspection and safety monitoring

-Number of suspension or cancellation of approval

3.92 (0.85)

13.Number of clinical trial protocol having pre-submission
consultation with Food and Drug Administration

3.76 (1.06)

14. Number of clinical trial protocol which submit the progress
report with in specific timeline

3.78 (1.02)

15. Number of clinical trial protocol which submit the finished or
ending report within specific timeline

3.88(0.92)

16. Number of clinical trial protocol which update the progress in
Thailand Clinical Trial Registry (TCTR)

3.72 (1.11)

17.Summary of Suspected unexpected serious adverse reaction
(SUSAR) cases in Thailand

4.00 (0.96)

18.Percent of Adverse drug reaction occurred in the trial
submitted online

3.96 (0.88)

19.Number and percent of clinical trial protocol/site which are

inspected comparing with eligible protocol/site (criteria for
inspection)

3.96 (0.93)

20.Number and percent of inspection whose finding complied
with ICH-GCP standard and approval’s condition

4.12 (0.90)

Indicator group 111 : Capacity building to promote a good quality clinical trial in Thailand

21. Include GCP in the curriculum of health professional 3.72 (1.20)
education
22.Increasing number of Principle Investigator and Co- 3.90 (0.92)

Investigator every year
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Indicator Mean (Std.deviation)

23.Increasing number of the good quality clinical trial center 4.08 (0.85)
24.Number of Laboratory certified with GLP standard 4.22 (0.82)
25.Training on research and development of new drug and herbal 3.80 (0.98)
drug

26. TCTR be a Member of International Clinical Trials Registry 3.80 (1.06)
Platform (ICTRP) within 1014

28.L.ist of the list of Non-clinical laboratory in Thailand 3.92 (0.98)
28.Specific website containing information related to clinical trial 4.20 (1.02)

All indicators were categorized into groups by the objective as:
Group | for the objective I: Standard of Ethical committee

Group Il for the objective 11 Efficiency and effectiveness of clinical trial control
by Food and Drug administration

Group Il for the objective Ill: Capacity building to promote a good quality
clinical trial in Thailand

As shown in Table 21 all stakeholders considered that Group | indicators were
comparable highly appropriate, following by group 111 and group Il consecutively. Those
group indicators with higher score were for new activities. This showed that all
stakeholders had a high expectation on the progress of these objectives. Whereas opinion
on group Il indicator which representing the performance of Food and Drug
Administration in clinical trial was lower than other. This could be interpreted into two
aspects. First, the respondents did not know or understand the work of Food and Drug
Administration. They may not aware of the objective, process and measures of Food and
Drug Administration to ensure the quality of product, the safety of patient. Hence, they
did not aware how useful of these indicators. Secondly, the activities of Food and Drug
Administration had long been performed but there were no data on these indicators
available. The respondents may be suspicious whether these indicators could be used.
The opinion by Food and drug Administration personal was not included due to a very
small sample size (only 2 persons).

The study showed that opinion from Contract Research Organization (CRO) was
lower than from other stakeholders’ opinion. However, it had a same trend as higher in

group | indicators than group Il indicators except group Il indicators. This could be
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interpreted that they had less understand or unaware of ethical committee and Food and

Drug Administration work, or well understand or aware of ethical committee and food

and Food and Drug Administration work. This could be a further study.

Table 22: The summary opinion on proposed group of indicators by stakeholders

Opinion on appropriate of indicators (scale)

Stakeholder Group | Group 11 Group 111
indicators indicators indicators
Overall 4.22 3.93 3.99
Sponsor 4.28 4.01 4.10
Contract Research Organization (CRO) 3.48 3.41 3.74
Investigator 4.46 4.20 4.35
Ethical committee 4.68 4.22 4.06
Other 431 3.96 3.85




Chapter V Conclusion and Recommendation

1.Conclusion

Clinical trial control system in Thailand could be considered as formally
established in B.E. 2532 by Ministry of Public health notification on importation of drug
for clinical trial. At the beginning, most of clinical trials are the clinical trial phase 1V
which involves drug that has been registered in other countries already. Therefore, there
are less concerns about safety and efficacy. Consequently the requirement for application
for importation is at as minimum as necessary such as certificate of free sale, label and
package insert. Later the type of clinical trial study has been changed to other phases such
as phase I11, 1l and I which drugs used in the trial are not registered anywhere in the
world. The safety and efficacy of these drugs are still limited therefore, the approval for
importation or manufacture of these drug as well as the approval to conduct the trial is
very important. The ethical committee then becomes crucial in ensuring the safety of the
subject participating in clinical trial. In order to minimize the risk that may happen to the
subject participating in the trial and to improve the quality of the clinical trial study, Food
and Drug Administration made the amendments in the regulation to require more
documents and information such as an ethical approval certificate, investigator brochure,
protocol, a quality control documents of drug, etc.

The difference between the current clinical trial control and the designed clinical

control were summarized as Table 23.

Table 23 The difference between current clinical trial control and the designed

clinical trial control

Current clinical trial control Designed clinical trial control
1.No law or acts governing ethical 1.Human research acts which governs
committee ethical committee

2.No law or acts specify role and 2.Human research acts and Drug acts
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Current clinical trial control

Designed clinical trial control

responsibility of stakeholders involved in

clinical trial.

specify role and responsibility of
stakeholders related to human research and

drug ,respectively.

3.Scope of application for manufacture/
importation for clinical trial

-unregistered drug in Thailand

3.Scope of application for manufacture/
importation for clinical trial
-unregistered drug in Thailand
-registered drug for new indication, new

regimen, new group of patient

4.Recognized ethical committee
-ten ethical committees recognized by
FDA

4.Recognized ethical committee
-designated unit/organization to accredit

ethical committee

5.Progress report of clinical trial to FDA
-only the end of clinical trial or the final

report

5.Progress report of clinical trial to FDA

-annual progress report by applicant

6.Voluntary submit clinical trial in clinical
trial registry including Thailand clinical

trial registry

6.Mandatory to submit clinical trial in
clinical trial registry including Thailand

clinical trial registry

The study showed that regulatory framework for clinical trial system was

considerable satisfied by all stakeholders. Some issues which received comparable lower

score of agreeable and appropriate were considered as the gap for improvement. There

were numbers of issues identified which could be categorized into three main aspects;

Food and Drug Administration, Ethical committee and capacity building. These should

be done parallel in order to support the whole system and each other. The designed

strategies, method and indicator were verified by the questionnaire distributed to

representatives from all stakeholders. The priority was considered based on agreeable,

important and feasibility. The summary of these strategies and method classified based

on responsible agency or body was presented as Table 24.
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Table 24: Strategies and methods for the clinical trial control system in Thailand.

Food and Drug Administration

Strategy 1: Develop and strengthen quality system including standard, procedure and

criteria for evaluation

Method 1: Set up quality system including quality manual, SOP and criteria for
evaluation.

Method 2: Issue the regulation that clearly identify types of investigational drug used
clinical trial

Method 3: Issue the regulation that clearly specifies role and responsibility of
involved parties, approval, monitor and revoke process.

Method 4: Improve the timeline for approval

Method 5: Report the finished or ending of clinical trial study within specific timeline

Method 6: Online submission for application

Method 7: Report the progress of clinical trial study within specific timeline

Method 8: Provide the registered number of TCTR in the application for
manufacture or importation of drug for clinical trial.

Method 9: Set up the consultation process for developing the clinical trial protocol

Method 10: Update the progress of clinical trial in Thailand clinical Trial Registry
(TCTR)

Strategy 2: Develop safety monitoring process

Method 1: Report of ADR within specific timeline as specified by Food and Drug
Administration

Method 2: Online submission of ADR in clinical trial

Method 3: GCP inspection

Ethical committee

Strategy 1: An accreditation or recognition system

Method 1: Define or set up a specific agency responsible for accreditation or
recognition

Method 2: Monitor periodically every two years
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Strategy 2: National standard for Ethical committee

Method 1: Each institution formally establishes an ethical committee or recognizes
other institution’s ethical committee complied with ICH-GCP standard.

Method 2: Food and Drug administration issues the regulation on ethical committee
recognition.

Method 3: Thailand has Human Research Acts.

Interagency(Cooperation among all related stakeholders)

Strategy 1: Increase the number of qualified investigator

Method 1: GCP Training
Method 2: Promote and support new investigator working with qualified investigator.

Method 3: Include GCP in the curriculum of health professional education.

Strategy 2: Increase the number of clinical site with good quality.

Method 1: Develop and support Laboratory to have a Good laboratory Practice
(GLP).

Method 2: Support the conduct of clinical trial in Clinical trial Center.

Method 3: Develop the clinical trial management network in order to have the same

standard and reduce management cost.

Strategy 3: Develop database and network information related to clinical trial

Method 1: Set up the website containing information related to clinical trial

Method 2: Promote the utmost use of information in TCTR

Method 3: Promulgate and publish the list of Non-clinical laboratory in Thailand
Method 4: Be member of International Clinical Trials Registry Platform (ICTRP)
Method 5: Set the requirement of registration number of TCTR before published any

information in Journal in Thailand

Strategy 4: Increase knowledge on research and development of drug or herbal drug

Method 1: Training on research and development process, data requirement for

registration

There were many agencies involved in ethical committee aspects such as ministry

of public health, national research council of Thailand, forum for ethical committees
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review in Thailand and FDA. They should work and support each other in order to
strengthen the ethical control system. National research council of Thailand could be the
main responsible body for Human research acts whereas other agencies are the
supporting agency in the areas that specifically related to them. For example, while
human research act is under drafting and public hearing process, FDA could issue the
regulation on the criteria for recognized ethical committee. This will assure that ethical
committee which reviews clinical trial protocol has a good quality review and the
subjects are protected.

As mentioned in table 23, there were strategies and methods that were cooperated
among stakeholders. Some methods could be the responsible by particular agency
whereas other method could be the responsible of more than one agency. For example,
any stakeholders such as FDA, sponsor, investigator, contract research organization,
ethical committee or academia, could organize GCP training. FDA organized many GCP
trainings during 2000-2005. In order to establish the concept and principle of good
clinical practice in all health professional, GCP should incorporate into curriculum of
healthcare professional. The responsible agencies for each method were presented in
Table 25.

Table 25 Responsible agency for strategies and methods requiring cooperation among

related stakeholders

Strategy/Method Responsible agency
Strategy 1: Increase the number of qualified investigator
Method 1: GCP Training All stakeholders
Method 2: Promote and support new Sponsors, Contract research organization

investigator working with qualified

investigator.

Method 3: Include GCP in the curriculum | Academia
of health professional education.
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Strategy/Method

Responsible agency

Strategy 2: Increase the number of clinical site with good quality.

Method 1: Develop and support Laboratory
to have a Good laboratory Practice (GLP)

Ministry of Public health, Food and Drug
Administration and Department of Medical

sciences.

Method 2: Support the conduct of clinical

trial in Clinical trial Center

Sponsors, Contract research organization,

Investigator

Method 3: Develop the clinical trial
management network in order to have the
same standard and reduce management

cost.

Contract research organization, Academia

Strategy 3: Develop database and network information related to clinical trial

Method 1: Set up the website containing

information related to clinical trial

Food and Drug Administration

Method 2: Promote the utmost use of
information in TCTR

Sponsors, Contract research organization,
Investigator

Method 3: Promulgate and publish the list

of Non-clinical laboratory in Thailand

Food and Drug Administration

Method 4: Be member of International
Clinical Trials Registry Platform (ICTRP)

Medical research foundation

Method 5: Set the requirement of
registration number of TCTR before
published any information in Journal in
Thailand

Academia

Strategy 4: Increase knowledge on research and development of drug or herbal drug

Method 1: Training on  research and
development process, data requirement for

registration

Academia, Food and Drug administration,
Sponsor and Contract research organization
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In order to improve and strengthen the clinical trial system in Thailand,

cooperation among concerned parties is the key factor for the successful.

Protocol Development

atFDA

Screening » Mon-clinical — - Manufacturing 1 Clinical Trial » Contact with Pl | | N Site Preparation
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5 .
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Figure 8: The diagram of identified priority process related to clinical trial

As clinical trial involved many stakeholders, the improvement of system need

tremendous efforts from all stakeholders. However, sponsor, investigator and contract

research organization may have their interested and priority. Therefore this study focused

mainly on the process involving Food and Drug Administration and ethical committee.
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The priorities of realization were the standard of ethical committee approval, Food and

Drug Administration approval and report of ADR, progress and final.

2.Recommendation

The improvement of clinical trial control system is very crucial in order to ensure

the right and well being of subject, the value, validity and merit of scientific data. The

priority of main strategies were as follow;

1. To establish a standard for Ethical Committee including accreditation system

2. To strengthen the clinical trial approval of Thai Food and Drug
Administration

3. To promote knowledge management on Research and development

The policy on issuing acts concerning the ethical committee and subject

protection

should be politically commitment. The amendment of Drug acts or issuing new drug acts

also need politically commitment and support from all stakeholders.

To realize the effectiveness of clinical trial control, Food and Drug

Administration should:

Improve the process of clinical trial authorization for approval manufacture or
import investigational drug.

Strengthen safety monitoring during clinical trial by facilitating the method and
timeline for reporting adverse drug reaction.

Sharing information and knowledge on the regulation, process and work of Food
and Drug administration on clinical trial control.

Taking a leading role in establish a criteria standard of ethical committee that review
clinical trial protocol using investigational drug.

To realize the standard of Ethical committee, Food and Drug Administration, taking
a leading role, should :

To realize the knowledge management on Research and development, Medical

Research Network of the Consortium of Thai medical school (MedResNet) should:

Be an interagency to cooperate among stakeholders
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- Disseminate and distribute all information related to research and development,

conducting clinical trial in Thailand

3.Limitation

There were some limitations in this study. Firstly, the sample size of each
stakeholder is quite difference. For example, there were only 5 and 2 person from Food
and Drug Administration in the first and second questionnaire survey. On the other hand,
the investigator and ethical committee were the majority of the respondents. In addition,
this study did not include the patient as one of stakeholders. A few groups of patient
advocacy could be identified but may not be the same group as advocacy group
participating in clinical trial.

4.Future works

The further study is to follow up the implementation of each selected strategies
and methods by related organizations involving in clinical trial. The study on perceptions
of subjects in clinical trial should also be conducted.
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APPENDIX A

Questionnaire: The opinion on current situation and designed system for clinical

trial control system in Thailand
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APPENDIX B

Questionnaire: The opinion on development clinical trial control in Thailand
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