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Mr. Chairman, Mrs. Hoet Distinguished Participants, Ladies and Gentlemen,

First of all I would like to thank the organizing committee for inviting me to

speak for this honorable lecture today.

I would like to admit that although I am a physician and I have diabetes, the
disease which Dr.Hoet is a prominent expert. I have never known about Dr. Hoet before.
Thus, preparing this lecture gives me a chance to know Dr. Hoet, and for me Dr. Hoet is
one of a great man of our time especially in the field of medicine and the human subjects
protections in clinical research. Life of Dr. Hoet remind me of a poem written by Henry

Wadsworth Longfellow, an American poet, as follow:

Lives ofgreatmen all remind us,
We can make our lives sublinia
And, departing leave behind us,

Footprints on the sand of time.

This poem is quite well known for Thai people of my age, because it was
translated into a beautiful Thai poem almost one hundred years ago by King Rama V1, who
was praised in my country as a "Scholar King”. I am impressed by this poem, therefore it
is my great pleasure and honour to be a speaker in memorable of a great man as DrJoseph
J. Hoet.

Our world today is in the age of globalization. The importance of clinical
research is more and more prominent, to develop better understanding of diseases and to
improve diagnostic and therapeutic methods, both for the existing diseases and the new

emerging diseases alike.

Only in the past two years, the world, in particularly Asia has been threatened by
two new deadly emerging diseases: SARS and Avian Influenza. In fact, Avian 111flUenza
was first transmitted to man seven years ago in 1997, in Hong Kong. We admired the
health authorities and scientists in Hong Kong who made a brave, proper and timely

decision to control the epidemic very effectively. ‘'the contTol measure was immediate
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eradicated culling of poultry on the island. Although they can not eradicate the disease but
has delayed the re-emergence of the disease lor several years. This year 1-15N I was
re-emerged very extensively almost throughout Asia with a news train of virus with more

virulent than the strains which caused epidemic in Hong Kong seven years ago.

In 1998, the Prince Mahidol Awards were given to two important persons who
made a great contribution in Avian Influenza control in Hong Kong. One award recipient
was a scientist, Professor Dr. Kennedy F. Shortridge who is a leading virologist, another
recipient was Dr. Margaret Shan, Director of Hong Kong Department of Health. Both

played significant roles in the government decision on the proper and timely control measures.

Prince Mahidol Award is an award founded more than a decade ago following the
concept of Nobel Prize. There are two awardees every year. One for outstanding medical
scientist and one for public health expert in the same field each year. The name of the
Award is in honour of Prince Mahidol, who was, himself a physician and a graduate in
public health from Harvard University and was praised as the Founder of Modem Medicine

in Thailand. He was also the father of our present King,

The case of Avian Influenza in Hong Kong seven years ago was an excellent
example of a national authority who made great contribution for the health of mankind.
Severe Acute Respiratory Syndrome or SARS, on the other hand, was a good case that
demonstrated best international and national collaboration to identify causative agents in
less than 2 months and was able to control the epidemic in a short period of time. It also
demonstrated that with good joint global efforts, a disease can be controlled even without
vaccine or effective drug to treat. With the brave decision to recommend for travel restriction
to the SARS affected areas made by the World Health Organization, combined with
improving communication by utilizing information technology; the epidemic was under
control within few months. Without this strong collaboration, the disease might have been

much more widely spread, which will lead to many more death.

The case of SARS is a good example of international and national collaboration
to protect human health. In Thailand ‘', from my experience in working with National

Elthics Committee, I think a good example of international and national oversight to
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hw-nan subjects protections is the Phase III trial of AIDSVAX which is a candidate HIV
preventive vaccine tested for its efficacy in Bangkok, Thailand during March 1999 and

completed i n November 200-3 ) and may serve as a good case study.

Since the pandemic of AIDS, and the Human Immunodeficiency Virus or HIV
was found to be the etiologic agent, vaccine is considered to be a magic bullet to overcome
this deadly disease. This belief stems from the history of Smallpox, the only one disease

eradicated by human, the most important and effective weapon used is vaccine.

AIDSVAX is the first candidate HrV vaccine that has been tested for its efficacy
in human being. There were two projects of Phase III trial of AIDSVAX in humans in three

continents.

The first project was conducted in the US and Western Europe. The vaccine was

made from the strain B and B which were prevalent in the areas where vaccine was tested.

The second project was conducted in Thailand which is a developing country.

The vaccine was made from the strain B and E virus which were prevalent in Thailand.

The ethical concerns for the first project in the US and Western Europe was not
as problematic since it was conducted in the developed countries where the system for
human subjects protections has been well developed. But the second project conducted in
Thailand h as f aced a I ot o f ethical debates, as AD:)S was a new emerging deadly
disease. Although scientists around the world have put tremendous efforts to study and a lot
of knowledge has been discovered and established, there are still many unknowns. One of
a big ethical concern was the belief that people in developing countries will be used as
guinea pig for drug or vaccine testing. There are many ethical questions, among others are
as the following :

® Can vaccine cause HIV infection in the volunteers?

@ Will subject who contract HIV later develop more severe clinical manifestations

than non vaccine recipients?

® Vaccine may cause seroconversion and result in positive blood test. Will this

lead to serious social problems, such as, stigmatization, discrimination, loss
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ofjob, etc.? How can we prevent or solve those problems?

@ How to prevent the misunderstanding that the candidate vaccine can prevent
the disease? The misunderstanding may lead the subjects to expose to more
risk behaviors.

® Will subjects who contracted HIV during the study receive antiretroviral drugs?
What is the standard of care for these subjects? What is the meaning of "the
best proven therapeutic treatmenf’ stated in the Declaration of Helsinki to be
applied for subjects in the developing world?

@ And there may be many more similar questions resulted from being a volunteer

in this study.

In addition to the debate on ethics of HIV vaccine trial, there was another hot
issue regarding studies of short course AZT regimen to prevent mother-to-child transmission
(PMTCT). The study was sponsored by leading research institutes, e.g., the US CDC and
the US NIH. The studies were conducted in some developing countries in Asia and Affica.
One of a study was conducted in Bangkok, Thailand. All the studies were randomized
controlled studies, compared short course AZT with the placebo arm. It was strongly
criticized that it is unethical to use the placebo arm since ACTG 076 study has proven that
AZT can reduce the transmission rate by 66.7%. Some critics even compared these studies
to an infamous Tuskegee study in the US many decades ago. The editor of New England
Journal of Medicine, who was once recognized as one of 50 influential people in the US by
the TIME magazine, also criticized these studies very strongly. The US department of

Health and Human Services decided to open up the hearing of this issue.

The US Department of Health and Human Services finally argued that these
studies are ethical because the developing countries can not afford the cost of ACTG 076
regimen to reduce mother-to-child transmission. There was a need to study to find a much
less expensive and safe regimen. There was no other standard regimen provided as a
national program in the countries at the time when the studies were conducted. All these
studies can be continued. The study in Bangkok finished first and revealed that the short
course regimen, which cost only one-tenth of 076 regimen, could reduce MTCT by 50%.
All others studies were stopped because it was considered that the placebo arm could not be

perrilitted after that. The regimen from tile Bangkok Study had been named "Bangkok
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Regimen”. That study received Charles C. Sheperd Award, in May 2000. The Sheperd
Award is a prestigious scientific award given by the US CDC to her staff for the best
research work annually since 1986. This was the first time that tearn of joint Thai and US

scientists received this award.

Now let's get back to the vaccine trial again, UNAIODS as an international
organization responsible for AIDS control and prevention has tried to gather consensus for
the ethical problems regarding vaccine testing in human. UNAIDS has organized meetings
in many regions including Asia, Africa, America and Europe. The consensus has not been
finalized for many issues. Finally it became a guidance for "Ethical considerations in HIV

preventive vaccine research” which is accepted worldwide.

The AIDSVAX Phase III Trial in Thailand has completed with a very
disappointing result. The candidate vaccine which has been proved that it is safe and can
stimulate some immune response in human, but it has no efficacy to prevent the infection,
or even to alleviate the disease progression. However, there are some satisfactory outcome
that I would like to make observations as follows:

@ Although this study was conducted in the developing country like Thailand,
we can demonstrate that we can follow the standard ICH GCP Guideline, both
on quality of data and the protection of human subjects.

With the state of the art for subject counseling, the incidence rate of
infection among subjects in this study reduced by 50%, instead of increasing

as has been a concern before the study.

@ The project has contributed to capacity building for researchers, specimens

repository system, and the data management experience in the country.

The keys for both successes resulted from a continuing preparation,

collaboration mid coordination and can be summarized as follow:

1) The international organization, especially UNAIDS has done a good job both

in scientific as well as ethical areas.
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® The UNAIDS has organized forum to discuss ethical issues until a
guidance has been published, and it is a very good document for all
persons concerned in the vaccine trials to refer to and to guide the decision
making. The UNAIDS has served very well as clearing house to gather
scientific knowledge from every comer of the world to provide support for
proper decision especially for scientists and all persons concerned in
developing country like Thailand.

2) At national or country level, Thailand has strengthened the system for human
subjects protections. A scientific committee has been set up specifically for
this study to work collaboratively with the existing Ethics Committee, both
before and during the study.

@ The research protocol has been reviewed rigorously and care-fully, both
on scientific and ethical issues.

@ A readiness workshop was organized as a pre-requisite by scientific
committee before commencement of the study,

@ It was the first time that the investigators were asked to prepare the
standard operating procedure or SOP for counseling of the volunteers. An
oversight committee was established to monitor the counseling process.

3) The sponsor of this project understood and agreed to invest more funding
support especially to follow ethical guidance for human research and human
subjects protections.
® A candidate vaccine made from virus subtype E which was,prevalent in

Thailand has been developed and added to the original B/B strain to be
suited for testing in Thailand. Support Uly for project staff to follow SOP
for counseling although an effective counsefling can affect directly to the
study, the reduction in infection rate might lead to the necessity of increasing
sample size which will in turn increase investment. Furthermore, if the
reduction rate is high enough in both vaccine and placebo groups, the
study may have to be terminated with no result; the sponsor was agreed to
accept all the consequence. The infi-astucture for research especially the
development of serum repository and the data management had been

invested.
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4) The investigator, which the Ethics Committee of Ministry of Public Health,

Thailand made requirement that the principal investigator must be a Thai

citizen,and his team had done their duty well both for scientific aspect and

human subjects protections. Those activities were:

®

To work collaboratively with a leading national research institute,the School
of Tropical Medicine, and the HIV/AIDS Collaboration Centerwhich is
ajoint research activity between US CDC and Ministry of Public Health,
Thailand to prepare the research proposal specifically for study in Thailand
not the same protocol that conducted in the US and Western Europe.
The investigator team and all the units participating in the study which
included almost 20 centers and almost 400 medical and paramedical
personnel in Bangkok and periphey, were trained and prepared to run the
study project.

The Protocol has been strictly followed after review and amendment by

both scientific and Ethics Committee.

Overall, the AIDSVAX Phase III Trial in Thailand is a good example for human

subjects protections. But the case may not be the majority of the clinical research both in

developing and in developed countries. In fact, the history of an attempt to protect human

subjects is quite long, started after WW H. There are many good international wid national

ethical guidelines for research involving human subjects, e.g., the Nuremberg Code, the
Declaration of H elsinki, t he B elmont R eport, a nd t he C IOMS’ Guidelines as some

examples.

But guidelines are guidelines. They are not rules or laws which have legal

binding mechanism for one to follow.

The ICH GCP Guidelines which is accepted widely is a very good operational

guideline for clinical research, has stated very clearly in its introduction that:

"Compliance with this standard provides public assurance that the rights,

safety and well-being of trial subjects are protected, consistent with the

principles that have their origin in the Declaration of Helsinki, and that the
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clinical data are credible.”

According to this statement the human subjects protections should be the first
priority to be implemented. But the situation now is in the opposite direction. The GCP
training mostly for investigators was widely done with strong support from the pharmaceutical
industry. The aim of training is more focus on the credibility of clinical data, which will be
used for submitting for drug registration. The concerns of human subjects protections

became second priority.

At national level it is a big surprise for me when I have learned that even in the
most developed country like the United States which has a long history of development on

human subjects protection, the system had been unsatisfactory.

According to an article written by Greg Koski, the first Director of Office for

Human Research Protection, I quote:

"While few deny that human subjects in research are better protected today
than they were forty years ago, most agree with the conclusions first published
in 1998 in the report from the Department of Health and Human Service
Office of the Inspector General that the system was in serious need of reforrn

a system that is long on procedure but short on effective protections.”

In a book entitled, "Responsible Research: A Systems Approach to Protecting
Research Participants”, prepared by the Committee on Assessing the System for Protecting
Human Research Participants, appointed by the Institute of Medicine of The National

Academies in the US; it was noted that:

" In may 1999, the federal office charged with overseeing federally funded
research, the office for Protection from Research Risks (OPRR), halted
human research studies at Duke University Medical Center. This was
shocking to the research community and the public, for if a highly respected
institution such as Duke could be noncompliant, then problems were likely to

be more wide spread than previously imagined. From October 1998 through
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December 2001, OPRR and its successor, the DHHS Office for Human
Research Protections (OHRP) restricted or suspended a number of multiple
project assurances and cited 113 research organizations for non-compliance;
the Food and Drug Administration (FDA) has also suspended clinical

research at other organizations.”

In 1999, an 18 year old Jesse Gelsinger died in a Phase I gene transfer study at
the University of Pennsylvania. The FDA found that the consent form had been altered
from the original approved document and that data relevant to safety had not been reported.
It was concluded that : "The failure to protect this young man in many ways was paradigmatic
of failures in the system of protections itself - lack of accountability, conflicts of interest of
the investigators and the institutions, insufficient monitoring upon trial commencement, a
questionable scientific review procudure, and inadequate resource for comprehensive and

stringent review and oversight.”

A similar case was happened in another famous research institute, Johns Hopkins,
where a healthy volunteer who is an employee of a research unit died in a Phase I study.
And the OHRP suspended all the clinical studies at Johns Hopkins.

The developed country like the US who invested tremendously in clinical
research, and highly concern. in the human subjects protections, still had tragic
experiences. In developing countries, the problems are worse. The trial subjects are prone
to be exploited and less protected. A decade ago or even nowadays, a number of developing
countries are still unfamiliar with the Declaration of Helsinki or the CIOMS’ Guidelines.
There are no Ethics Committee or national guidelines for research involving human
subjects in many countries. Most of Ethics Committees in developing countries work under
the constraints of insufficient support. Deficiencies are found in every aspect: man, money,
material and training. The works done by Ethics Committee are usually recognized as an
extra job. It was not evaluated as a part of performance. Most of members of Ethics
Committee do not work as full time or even a part time basis, but "once upon a time basis.”
For most of Ethics Committee, the works are usually finished at the end of the protocol
review only. Very few committees continue their work to oversee the conducting of

research until complete.
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It should be noted that most of Ethics Committees are designed to preview the

protocol only; not for the continuing review until the study was finished..

In the last decade, there were a lot of efforts to improve human subjects
protections especially by improving ethical review. The formation of EFGCP is one.
In other regions, with the leadership of WHO TDR, Forum for Ethical Review Committees
in Asian and Pacific Region (FERCAP) was first officially formed in January 2000.
Subsequently Latin American Forum of Ethics Committee in Health (FLACEIS), PanAfrican
Bioethics Initiative (PABIN), Forum for Ethics Committees in the Confederation of
Independent States (FECCIS), and Forum for Institutional Review Boards/Ethical Review
Boards in Canada and the United States (FOCUS) were fon-ned and a 11 fora were o
rganized t o b e a global n etwork c alled t he S trategic Initiative for Developing Capacity
in Ethical Review (SIDCER). Although a lot of achievements have been made in improvement
of ethical review in many countries, a lot more works need to be done. To accomplish our

goal in human subjects protections, we might have to expand our stategics.

I would like to propose a case study from my experience for comparison. In
Thailand, in 1997 there was a big political reform. Our Constitution has been extensively
amended successfully without violence. The ne-vv Constitution is designed for four main
objectives:

First, to improve efficiency of the government.

Second, to set up many novel mechanisms for checking and balancing of power.
There are many new independent bodies, i.e.,
The Constitutional Court
The Administrative Courts
The National Human Rights Council
The Ombudsman
The National Counter Corruption Commission

The State Audit Commission

®©® ®© ®©®© ®©® ® ® @®

The Election Commission
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Third, to promote decentralization. Subsequently, the Decentralization Act has
clearly stated that the government budget must be car-marked for local government,
increasing from less than 5 percent in 1997 to be at least 35 percent in 2006.

Fourth, to empower people. Fifty thousand citizens can be organized for submitting
a bill or a proposal to remove Prime Minister, Minister, member of the House of
Representatives, senator, President of Supreme Court of Justice, President of Constitutional
Court, President of the Supreme Administrative Court or Prosecutor General and some

other high authorities from the office.

These changes might not be so interesting for the developed countries. But for the
developing countries like Thailand, to push the Members of Parliament to markedly

decrease their power is extremely difficult.

It is interesting that a man who is the key person for this success is a physician,
Professor Doctor Prawase Wasi. Dr. Wasi is my teacher, he is about seventy years old now
but still very active and energetic. He came from a very poor fhl~ily. When lie was young
he suffered from malnutrition, but he can struggle until finM the medical school with gold
medal. He had received the King's Scholarship to continue education in the US and M and
became a leading hematologist in Siriraj Medical School which is the first medical school
in Thailand. His performance is exemplary in all the three areas of a faculty staff, ie.,
a good physician, a good teacher and a good researcher. He published a lot of papers and
text books. In the last four decades he involved in social movement a nd became
an important social leader. He got the Magsaysay Award i n 1981. After a political crisis in
1993, he accepted to chair the Committee for Democracy Development appointed by the
Speaker o f the House of Representatives. The proposal from this Committee in connection

with systematic social movement, led to successful Constitutional Reform in 1997.

With his rich of experience, Dr. Wasi had proposed a theory of social movement
called, "A triangle that moves mountain”.

The basic concepts of this theory is that to solve any difficult social problems is

similar to moving a mountain. There are three main strategies need to be done.
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First, to create body of knowledge and to organize a critical mass.
Second, to create social movement for people participation and people support.

Third, to push for political will.

If we examine our efforts for human subjects protections since the announcement
of the Nuremberg Code in 1947, there are many works of people and organizations both at
national and international levels, contributing to human subjects protections. However,
most activities still confine in the first area proposed by Doctor Wasi. We need to expand

our efforts to create people participation and support as well as to push for political will.

In case of SARS, the WHO was successfully accomplished in the three areas.
All governments in the affected areas took very active roles to stop the epidemic. Scientists
in many research institutes work very diligently to study and report their discovery.
Millions of people participate both passively and actively to protect themselves and to

control tile disease.

Among the people concerning in clinical research, e.g., the investigator, the sponsor,
the member of ethics committee, the research institute, and the regulatory body; not only
the clinical research oversight, we have to consider the human subjects protection as a
shared ethical engagement. All parties especially investigators can not deferred their

responsibilities for protecting their subjects to the ethics committee.

And last but not least all parties have to work not only with the concept of
responsibility but with mercy from within. With mercy, all works will not only contribute

to success, but also to happiness of mankind.

I would like to end this lecture with a verse from Shakespeare’s Merchant of

Venice:

The quality of mercy is not strain d,

It droppeth as the gentle rain from heaven
Upon theplace beneath: it is twice blest,

It blesseth him that gives, and him tizat takes:

[c{o)



