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Clinical trials and the acceptance of uncertainty
Randomised controlled clinical trials continue to be the
most scientifically valid method of evaluating the risks and
benefits of medical innovations. Writing about randomised
clinical trials in the 1%0s, Frederickson called them the
"indispensable ordeal."' Few investigators would disagree
that they are an ordeal, but questions about their dispensa-
bility,2 and even whether they are ethical,' persist. The
recent Lugano consensus conference considered the current
state of controlled trials and asked whether they are "in
crisis."4 If there is a crisis it probably stems from doctors'
reluctance to accept their uncertainty about much of what
they practice. The randomised trial is still misunderstood
and underused and is certainly not accepted as an integral
part of a professional practice that should constantly strive to
improve the efficacy and safety ofits treatments. The Lugano
report is useful in highlighting several problems affecting our
attitude towards clinical trials. It also suggests why we choose
to ignore, or even slay, the bearer of bad news when
controlled trials tell us what we do not want to hear about
many ofour diagnostic and therapeutic manoeuvres.
Concern that randomised clinical trials violate the doctor-

patient relationship may be the greatest single obstacle to
doctors participating in trials. They perceive a dilemma in
balancing unnecessary risks to current patients against
possible benefits to future patients.' Obviously, when
treatment options are known with any certainty they should
be followed, but this is often not the case. It is not the case
for newly recognised conditions (such as the acquired
immunodeficiency syndrome (AIDS)) or for newly de-
veloped treatments. Nor is it the case for the dispiritingly
large number of current treatments for which uncertainty
about efficiency and safety remains.
Randomised trials have identified unnecessary surgical

procedures: total mastectomy for stage I and II breast
tumours6 and the extracranial-intracranial anastomosis for
internal carotid atherosclerosis' are but two recent examples.
Other "negative" trials may point investigators to more
productive research-for example, using alternatives to
thiopental in comatose patients with heart disease' and
steroids for acute spinal cord injury.9 When doctors are able
to admit to themselves and their patients uncertainty about
the best action then surely no conflict exists between the roles
of the doctor and the scientist. In these circumstances it
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cannot be less ethical to choose a treatment by random
allocation within a controlled trial than to choose by what
happens to be readily available, hunch, or what a drug
company recommends.

Using placebos in randomised trials troubles some
doctors,4 as evidenced by recent debate about the necessity
for trials of 3'-azido-3'-deoxythymidine (AZT) for AIDS.
Because of the fear that AZT might reduce life expectancy or
result in additional complications the initial use ofAZT in a
placebo controlled trial was essential. Moreover, because
future treatments will need to be compared with "standard
treatment" it is important that the standard treatments
themselves should be shown to be better than placebo and
safe when compared with complications resulting from the
disease itself.

Particularly troublesome is a belief that technical ad-
vances, especially those for diagnosis, are so rapid as to
preclude evaluation in randomised trials. This may be
why, for example, some 20 years after introducing obstetric
ultrasonography we still lack scientific evidence to under-
stand the costs and benefits ofroutinely using the procedure. '°
Magnetic resonance imaging appears to be following a similar
path, with few patients being randomised into trials. When
questions about the benefits versus the risks (health and
economic, and the costs of false positive and false negative
results) arise about magnetic resonance imaging, as they
inevitably will, then the data from randomised trials that
could best answer these questions will not be available.
Given the scarcity of resources (funds, staff, and patients)

for conducting randomised clinical trials we must be con-
cerned about many "me too" drugs that occupy these
resources solely for proprietary reasons. Once a drug has
been shown to be of benefit a case can be made for restricting
trials of other drugs to those that seem likely to have clear
advantages.
Randomised clinical trials continue to be unnecessarily

costly, and new ways of incorporating randomised treatment
into routine practice demand our attention. None the less,
trials that show a treatment's lack of value often bring about
economic savings far beyond the cost of the study itself."
Although some randomised trials immediately affect

medical practice (the extracranial intracranial bypass study7
and the Norwegian timolol trial' are recent examples), they
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more often have little immediate impact. This may be partly
because of the equivocal results of many small trials. When
investigators conduct small trials these should preferably
follow common multicentre protocols. Small independent
studies should also make their results available for the
combined meta-analyses that are increasingly being done-
for example, on using ,B blockers after myocardial infarction'3
and within the collection of over 3000 perinatal randomised
trials catalogued in the Oxford Database ofPerinatal Trials.'4
Publication of meta-analyses and reports of major national
and international trials will all enhance the impact of
randomised trials on medical practice. New initiatives are
also being taken by some professional societies, such as the
Royal College of Obstetricians and Gynaecologists, for
training their members in designing and conducting trials.

General practitioners need to participate in controlled
trials of new treatments as well as in postmarketing sur-
veillance. This would further educate them and the public in
the importance and necessity of clinical trials. It is in all our
interests that there is wider recognition of the need for
medical care and research to go hand in hand and that doctors
and patients become partners in this enterprise.'5 As the
Lugano conference concluded, the most effective argument
in favour of randomised clinical trials is that the alternative,
practising in complacent uncertainty, is worse.
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Kawasaki's disease
An unusual febrile exanthematous illness swept Japan in the
early 1960s and spread worldwide in the next decade.
Kawasaki described the salient features in 1967,' and further
descriptions of arterial, and particularly coronary arterial,
manifestations followed.2 The disease had been described
sporadically before and called juvenile polyarteritis nodosa
because of associated arterial -aneurysms. It has also been

called the mucocutaneous lymph node syndrome because of
lymphadenopathy, the exfoliative cutaneous eruption, and
the lesions in the mouth. The disease has no specific
predilection for people of Japanese descent and occurs in all
ethnic groups, though possibly the incidence of coronary
arterial lesions may be higher in Japan.

Kawasaki's disease affects young children; it has not been
described in neonates and is rarely seen for the first time in
those over 5. Although superficially the disease resembles
mercury intoxication, the aetiology is unknown; it does not
seem to be directly transmissible from an affected child. The
onset is abrupt with high fever, a non-specific rash, and
general malaise. Appreciable conjunctivitis, dry cracked
lips, and a "strawberry"-tongue appear early, and the child
has generalised, often tender, but predominantly cervical
lymphadenopathy. A striking feature is the plantar and
palmar erythema with oedema and subsequent desquama-
tion, particularly of the periungual area, after seven days.
The acute symptoms may last for a week or more before
improvement as the temperature subsides. The notable
features in laboratory tests are a high erythrocyte sedimenta-
tion rate (often 80-120 mm in the first hour) and thrombo-
cythaemia.

Coronary artery abnormalities are reported in up to a
quarter of those affected and are usually silent, although
severe episodic chest pain, angina, and myocardial infarction
together with sudden death have been reported. Nodular
enlargement of other arteries, particularly the brachial
arteries, because of fusiform dilatation may- be detected by
palpatation. Pericardial effusion may be present. Routine
serial electrocardiograms, even without chest pain, may
show persistent abnormalities of the ST segment and T
waves or even the pattern of frank infarction.

Cross sectional echocardiography may show the fusiform
dilatation on the right, left, or anterior descending coronary
artery (the circumflex branch of the left coronary artery is
rarely affected). The stenotic lesions, however, which tend to
be multiple and of varying severity (including complete
occlusion), can be shown only angiographically. Repeat
coronary arteriography has-shown a considerable capacity for
all types ofcoronary arterial lesions to evolve. The aneurysms
may regress, leaving a patent coronary artery or less favour-
ably segmental stetiosis. Most stenotic lesions also regress,
leaving normal patency, but a few progress or are effectively
bypassed by new vessel formation. New coronary lesions are
unlikely after two weeks, and, although most regress to some
extent within two months, a year or more may pass without
objective change.3-5
Bed rest is desirable in the initial stages but is not

mandatory. Aspirin and' other antiplatelet drugs have been
used to reduce the thrombotic complications associated with
thrombocythaemia, and low aspirin dosage is recommended
(3-5 mg/kg/day as a single dose). Natural prostacyclin
concentrations are, however, high, and high aspirin con-
centrations would be counterproductive. Purified human
gammaglobulin is held to reduce the incidence of coronary
arterial lesions given in high but not low doses.6

Relapse is rare, but the initial course is occasionally
protracted for several weeks. Recovery'of myocardial func-
tion even after frank infarction is usually complete. The
relation of the coronary arterial lesions to later coronary
atherosclerosis is conjectural.
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