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Thailand has a solid academic medical 
community and a good health care infrastructure. 
This makes it attractive for the pharmaceutical in­
dustry to use as a product testing ground. Consi­
derable support for medical research has resulted 
from this and has generally benefited the academic 
community and industry. However, not all of the 
projects were well designed or ethica1Cl,2). Fortu­
nately, international standards for clinical trials have 
now been formulated and are known as the "WHO 
Good Clinical Practices Guidelines" (GCP)(3). These, 
however, seem to be more concerned with raining in 
poor study design and lax scientific practices rather 
than poor ethics. We have had many past examples 
of studies having been conducted in this country 
that were of questionable ethics as well as poor 
design and could never be published in a respected 
international peer review journal. Such studies often 
served as a tool to promote the product and had no 
other merit other than that the local team was later 
invited to present the data at conferences, usually 
.held at luxury resorts. 
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The original way to get new drugs approved 
by regulatory agencies was to collect testimonials 
and anecdotal case reports followed by a non rando­
mized prospective study demonstrating the safety of 
the new drug. Hundreds of drugs were approved. 
particularly in Europe, on the basis of such studies 
and many remain on the "approved" lists even though 
efficacy had never been proven. This is no longer 
acceptable. We must know the natural history of a 
disease or symptom and compare it to new treat­
ments before we can properly evaluate a therapeutic 
modality. This, however, is not always possible. 
Hence, good study design almost always requires 
properly selected controls. If a "gold standard" of 
care is not yet known, a placebo control group may 
have to be used. However, if the "gold standard" of 
care is already established, the study control must 
be the standard of care and not a placebo. How else 
would you determine without potential risk or dis­
advantages to the study subjects whether a new pro­
duct really does what it is being promoted for? 
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We would like to cite one controversial 
study, which originated abroad and led to an edito­
rial in the prestigious New England Journal of Medi­
cine(2). It had to do with selecting two groups of 
pregnant Thai HIV infected women. It was then 
already well known that most of the HIV transmis­
sion to the infant takes place at or near the time of 
delivery. The objective of the study was to deter­
mine whether a short course of AZT, around the 
time of delivery, would be as effective in reducing 
the transmission rate of HIV infection to the new­
born as the proven long-term one(4). The Thai study 
was designed abroad and gave the control group no 
AZT at all. This design was later condemned by 
many experts on ethical grounds (see letters in same 
issue of the New England Journal(2)). Most of us, 
as well as the editorialist and many commentators, 
felt that using the already "gold standard" proven 
method of AZT therapy as a control would have 
yielded an acceptable answer to the question of 
whether the abbreviated method was effective. This 
issue, dealing with a fatal disease (AIDS), could be 
compared to the many studies of new rabies vaccines 
in Thailand where final efficacy in humans was 
determined safely and scientifically by using an 
established and proven effective rabies vaccine with 
the new product or immunization schedule and not 
with a placebo or no treatment at all. 

The use of placebo in studying therapeutic 
modalities, or even in the determination of the natu­
ral history of a non-fatal illness or symptom com­
plex, remains an important and useful scientific tool 
when properly applied(6). Using placebo is least 
controversial when the old treatment is known not 
to be fully effective. Here are some guidelines 
adapted from publications by the American Medical 
Association and an Asian Medical Journal dealing 
with controls and placebo use(7,8): 

I) Investigators should first consider 
whether a placebo is really required. Can existing 
proven therapy be used for the control group or do 
we already have acceptable data on the natural his­
tory of the disease which can be used as historical 
controls. 

2) Evaluate the cost-risk-benefit ratio to 
the study subjects in the placebo group with great 

care. If they can be expected to suffer significant 
pain, risk of permanent damage or financial loss, the 
use of placebo may not be ethical and alternatives 
should be searched for. 

3) Consent must clearly be informed. It is 
not an easy task to obtain truly informed consent in 
Thai culture. Patients fortunately, but not always 
justifiably, still trust their doctors and nurses in 
Thailand without asking many questions. They will 
often agree without deliberation when a procedure 
or therapy is suggested. The objectives and logistics 
of the proposed study must therefore be explained 
clearly and without bias when informed consent is 
solicited. Informed consent must therefore concen­
trate first on the word "informed" and then "con­
sent". 

4) The period during which placebo is used 
must be as short as possible. Once it is clear that a 
drug or procedure is indeed effective, the study 
should be terminated. 

5) Indigent or economically marginal study 
subjects should be compensated for their discom­
forts and efforts. However, not to such an extent 
that they will accept an unpleasant or even dange­
rous study just for the money. 

6) The use of a control group given placebo 
will never validate a poorly designed, unscientific 
study or one performed solely for commercial rea­
sons. 

7) The WHO document "Good Clinical 
Practices Guidelines (GCP)"(3) now requires the use 
of monitors for clinical studies. These must be qua­
lified individuals who are not involved in the study, 
who are impartial and who will identify deviations 
from the approved study protocol, including those 
dealing with ethical issues. 

8) The use of prisoners in clinical trials is 
prohibited under the Helsinki convention which has 
also been endorsed by Thailand. Offering them in­
ducements such as better food, quarters or reduced 
sentences does not negate this absolute prohibition. 

9) Particular attention must also be paid to 
the informed and freely given consent issue when 
soldiers are used for a clinical study. They are fre­
quently not in a position to truly volunteer. 
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