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INTRODUCTION

The essential attributes of a good clinical trial
are that it should address itself to an important
question, get the correct answer, and be convincing
to other workers when published. In my opinion,
once an important question such as this is being
considered, the best way to achieve these ends in
answering it is usually to undertake a comparative
study which is :

i. Large, for in most current trials random
differences between groups could well swamp medically
important effects or could masquerade as important
effects. Moreover, although the selection of large
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trials presented in the world literature is a moderately
biased sample of all large trials (< accentuate the
positive, eliminate the negative, latch on to the affir-
mative >, etc.), these biases are slight in comparison
with the selective biases that determine which small
trials are published or, still more, that determine
which small trials are presented at meetings. Expe-
rience of these biases has led many people to distrust
the results of small trials, and thus large size is necessary
not only to be correct but also to be convincing.
Appendix 1 discusses reasons and methods for getting
large trials.

ii. Randomised, for this should ensure that only
random differences can aflect the treatment compa-
rison. By contrast, when comparing one series of
patients with a previous or other series of supposedly
similar patients, some systematic non-random biases
could well exist, and in many cases these biases are
large enough to be medically misleading.

(Stratified allocation is unnecessary but harmless,
except that it is a slight nuisance. Factorial randomised


