Commentary

Why randomized controlled trials fail but needn’t:

a new series is launched

David L. Sackett, John Hoey

% See related article page 1311

S Ithough introduced decades earlier, randomized

controlled trials (RCT's) came to medical notice

only 50 years ago. The rapid recognition of their
usefulness in promoting health and limiting harm has led to
their adoption by every health discipline (some more en-
thusiastically than others), and they now play a dominant
role in medical discourse, both in the halls of science and at
the bedside. By 1988 more than 5000 reports of clinical tri-
als were being published each year, and that figure rose to
more than 12 000 a decade later. Currently, more than 200
clinical trials are being published every week.

This growth has major implications for patients, their
clinicians and the agencies responsible for funding RCTs.
Ever larger numbers of clinicians are being asked to invite
ever larger numbers of patients to enter RCTs, and both
groups want to be certain that patient care will not be
compromised and that participation will lead to valid,
credible, important advances in the treatment or preven-
tion of disease. Moreover, the time lag between the publi-
cation of individual trials and their systematic review by
groups such as the Cochrane Collaboration means that pa-
tients and clinicians will often have to make sense out of
growing numbers of individual reports. Finally, as govern-
ment after government fails to provide their nonprofit in-
dependent granting agencies with sufficient resources to
meet society’s growing demand for high-quality evidence,’
the drug industry, with its inescapable competition be-
tween health and profit, pays and calls the tune for more
and more RCTs.?

Some RCTs are flawed. Often these flaws are detectable
only after the trial is complete, but sometimes they are ap-
parent at the outset. How can the alert clinician and patient
avoid being misled by faulty RCT results and, more impor-
tant, avoid participating in faulty RCTs at their inception?
Beginning in this issue (page 1311) CMA7 will publish an
occasional series of essays on why RCTs fail but needn’t.
Their intentions are 3. First, they intend to help clinicians
advise the patient who is eligible for, or has been invited to
join, an RCT by showing both of them how to determine
whether the proposed trial is likely to generate results that
are valid, clinically useful and of sufficient value to the pa-
tient that they ought to consider joining it. Second, these
essays intend to help clinicians and patients decide whether
the report of an RCT is true enough and clinically sensible
enough for its results to be offered by clinicians and re-

quested by patients. The series’ third objective, narrower
but deeper, is to help clinicians at any stage of their training
and experience who are contemplating becoming co- or
principal investigators in an RCT and want to evade the
avoidable errors.

There are plenty of excellent textbooks on how to con-
duct RCTs the right way.”” The CMA7 series is based on
the premise that it is at least as instructive, and certainly
more stimulating and fun, to use RCT's that were done the
wrong way as the starting point for learning. The series’
author (D.L.S.), involved to varying degrees in over 200
RCTs over the last 40 years, claims pre-eminence in know-
ing ways to fail in the design, conduct, analysis and inter-
pretation of RCTs.

Each essay begins with a vignette, taken from the au-
thor’s career at the interface between clinical medicine and
clinical research methods, and shows how an RCT (almost)
failed. After reporting the effect of this failure on the
RCT’s conclusions, the essay tracks the failure back to its
root cause. Next, some specific principles are described
that, had they been acted upon, would have prevented the
failure. Wherever possible these principles will be based on
empirical methodological research, such as that being gath-
ered and systematically reviewed by the Cochrane Empiri-
cal Methodological Studies Working Group. Finally, these
principles are converted into precise preventive strategies
to avoid similar failures in future RCTs. Throughout, the
emphasis will be on clarity for front-line clinicians; arith-
metic will be minimized and statistical formulas avoided
like the plague.

The preventive strategies that appear in this series make
no claim of exclusivity; sometimes there will be other ways
to rescue (at least in theory) the RCTs in question. The
strategies presented, however, have actually been applied
by the author and thus have worked at least once. Occa-
sionally these proposals will disagree with established views
on how RCTs should be designed and executed, and often
they will challenge both the assumptions and the behav-
iours of contemporary trialists, ethics committees and trial
monitors. Readers who disagree, have better ideas or sim-
ply feel peevish are encouraged to take it out on the author
in the Letters column.
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