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Internationalization of clinical trials

Report of a symposium held to mark 30 years of the European League
against Rheumatism*

I cannot report that the delegates at the EULAR
anniversary symposium (held in Zurich on April 28
and 29, 1977, with representatives from many
countries participating) were unanimously in favour
of internationalization of clinical trials. Arguments
both for and against were raised. International
multicentre trials can provide a larger number of
patients than any single centre and assessment of a
new compound can take place simultaneously in a
number of countries instead of proceeding stepwise
as often happens. Such a study should find acceptance
in all the countries which participated and perhaps
even in those which did not. When centres collaborate
in this way it should be possible to avoid numerous
studies requiring the use of placebo, which might be
restricted to one or two agreed clinics. There is
exchange of ideas and information between centres,
not necessarily restricted to the study in progress.
Only a minimum of essential data needs to be
standardized and pooled-apart from this, each
centre can bring its own particular expertise to
special measurements studying the effects of the drug
and its mode of action. It is unnecessary to develop
special expertise in numerous centres and there is
much duplication of effort at present. Finally,
standards should rise to a uniformly high level. The
need for this is suggested by the recent report of
editors of European journals who found that many
papers on drug trials did not satisfy their criteria for
acceptance.
But is it possible to standardize? Even if we have

the same drug and the same disease, physicians and
patients in different countries are different. The
Japanese, for example, cannot tolerate aspirin but
can tolerate ibufenac which causes jaundice in
Europeans. Is it even desirable to standardize ?
Advances are often made by an unusual or uncon-
ventional approach to a problem.
Even if trials are neither standardized nor inter-

nationalized there is a strong case for standardizing
measurements. It is surely desirable that we should
all get the same results when measuring rheumatoid
factor and perhaps also subjective symptoms like

* Report prepared by E. C. Huskisson, St. Bartholomew's
Hospital, London ECIA 7BE.

pain. There appears to be considerable agreement as
to which measurement should be made and how.
Firstly, we have made too many measurements in
drug trials and they all measure the same thing.
Secondly, the most useful measurements are entirely
subjective. The two measures of the effects of drugs
in rheumatoid arthritis which have the greatest value
are pain and the duration ofmorning stiffness. Visual
analogue scales are now widely accepted as the first
choice of the many methods of measuring pain.
These two measures are sensitive, easy to perform,
and reproducible. They would be ideal for the
standard measurements in a multinational trial,
compulsory for all centres. Functional indices,
global evaluations, and preference attracted some
support. The conventional clinical tests like grip
strength appear to be much less useful. Some test
based on the number of affected joints is perhaps the
most appropriate. Measurement of erythrocyte
sedimentation rate and rheumatoid factor is required
in trials of penicillamine-like drugs. Sophisticated
tests like isotope scanning are not sufficiently useful
as measures of drug effects or sufficiently relevant to
the clinical action of the drug to justify inclusion.
With only two simple subjective measurements,
standardization should not be difficult.
Serum can be exchanged and so can x-rays, which

are important in assessing drugs which alter the
outcome of rheumatoid arthritis. An assessment
technique based on a set of standard radiographs
was proposed, and evidence put forwrad to suggest
assessing feet as well as hands, and soft tissue
swelling, osteoporosis, and joint-space narrowing as
well as erosions.
No serious disagreements seem to exist in the

choice of measurements or in the design of trials
though there is recognition of the many problems
which must be overcome in multicentre multi-
national trials. There are solutions. There are
statistical techniques to deal with a study in which
some centres find statistically significant differences
which others do not. One can use a computer operated
telecommunication system to speed up transmission
of data to a central processing station. Measurement
technicians bring a professional touch to the
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measurement business, and video cassettes can be
circulated to ensure standardization of techniques.
A special problem is the collection of data on

adverse reactions to drugs, in which the inclusion of
data from large populations has obvious value.
National bodies such as the Committee on Safety of
Medicines as well as the World Health Organization
are already active in collecting such reports. Systems
which rely on reporting by physicians have obvious
limitations and one hopes that the proposed forma-
tion of a EULAR register of adverse effects of drugs
will lead to the reliable surveillance of large groups
of patients.

Ethics were discussed, as were costs-the view was
put forward that many trials cost less than they
should.
But is it all worthwhile? The answer will lie in the

outcome of international multicentre trials. One
such trial is already taking place under EULAR
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sponsorship and a preliminary report was presented.
A number of centres are comparing levamisole in
two dosage regimens and placebo. Though some
important lessons have already been learned from
this study, it appears to have been a useful exercise.
We must ask whether this was better than what
would have been achieved by the same centres, each
pursuing their own ideas. There must be no attempt
to control the methodology of clinical trials or to
inhibit initiative and the unusual approach. We need
a few standardized measurements and a measure of
agreement on the definition of diseases and other
criteria-not standardized trials. This will be worth-
while only if it improves the safe delivery of new and
better treatments to the rehumatic patient. I think
it will.

These papers will shortly be published in full as a EULAR
monograph.

Notes
World Rheumatism Year

Two-day conference, October 25 and 26, 1977 on 'Rehabilitation-the Need for Co-operation', The Assembly
Rooms, Bath.

Topics include Housing, Transport, the Need for Research, Sport and Leisure. Further details from Dr. A. K.
Clarke, Royal National Hospital for Rheumatic Diseases, Upper Borough Walls, Bath BAl 1RL.

Diseases of Connective Tissue
A symposium to be held on February 9 and 10, 1978 at the Royal College ofPhysicians, London.

For information please contact the Assistant Secretary (Meetings), The Royal College of Pathologists,
2 Carlton House Terrace, London SW1Y 5AF.
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