
Systematic reviews
should assess
quality of RCT
interventions
Systematic reviews of
randomised controlled trials
that assess complex
interventions should also
assess the quality of
interventions tested in the
trials, argue Herbert and Bø
on page 507. They present a
systematic review that assessed

effect of training pelvic floor
muscle exercises on urinary
incontinence in pregnancy to
show how the pooled estimate
of all trials changes after
exclusion of a trial where
exercise wasn’t supervised.
Analyses of quality of
intervention should be
specified in the review
protocol, and they should
focus on the effects that this
quality could have on the
effects of the intervention, say
the authors.

Editor’s choice
Uncomfortable findings
What makes it worthwhile and possible to do a
randomised controlled trial (RCT)? Here are some
things: an important question without a definitive
answer, scientific equipoise, feasibility, and funding.
Not listed here, for obvious reasons, is whether the trial
will come up with an acceptable answer. This week’s
BMJ presents several RCTs—including a well performed
trial of flocculant-disinfectant for purifying water in
rural Kenya (p 478). The trial is funded by the producer
of the disinfectant but with the necessary safeguards
against non-publication should the trial have failed to
show that the product works. But should fears about the
outcome of a trial ever prevent a trial from being done?

Here, for example, is a question ripe for testing in
an RCT: is elective caesarean section as safe as vaginal
birth? Or to put it another way, should a woman be
free to choose to have a caesarean section when she
has no clinical need for one? It’s a question being
asked by increasing numbers of pregnant women, and
one that in an age of patient choice should perhaps
have only one answer. But we also live in an age of
evidence based health care and limited resources, and
at the moment midwives, GPs, obstetricians, and
policy makers have no RCT evidence to turn to. What
they do have, as Tina Lavender and colleagues have
found (p 490), are strongly held and divided opinions
that would make a trial hard if not impossible to do.

The lack of consensus is clear from a look at
national and international guidelines. The American
College of Obstetricians and Gynaecologists says
elective caesarean is ethical, and in Italy this is
enshrined in law. But the International Federation of
Gynaecology and Obstetrics says it’s unethical, while
the UK’s National Institute for Health and Clinical
Excellence—ever cautious—recommends seeking a
second opinion.

Lavender and colleagues are in no doubt that a
trial comparing vaginal delivery and elective
caesarean section would provide important evidence
that could help to solve this controversy. And most of
the nearly 900 midwives and obstetricians in England
who responded to their questionnaire said that they
wished they had the results of an RCT. But despite
this only a minority of respondents were in favour of
a trial taking place: about two thirds took the view that
a trial would not be feasible, ethical, or desirable.

Those who supported a trial, especially the
midwives, did so largely because they believed it
would show that vaginal delivery was better, while
opposition to a trial was largely motivated by unease
about elective caesarean section—because it interfered
with nature, increased maternal morbidity, or had
implications for resources or professional roles. The
authors are right to identify the lack of individual
professional equipoise as a major obstacle to such a
trial. But should concerns about the cost of providing
elective caesarean sections more widely be a reason
for not seeking an answer to this important clinical
question? I don’t think so.

Fiona Godlee editor (fgodlee@bmj.com)

POEM*
Vitamin E, donepezil don’t slow
progression of mild cognitive impairment
Question Does vitamin E or donepezil (Aricept) prevent
progression from mild cognitive impairment to Alzheimer’s
disease?

Synopsis Mild cognitive impairment (MCI) is an intermediate
stage between normal cognition and Alzheimer’s disease, often
characterised by deficits of memory. In this study, researchers
identified 769 patients with mild cognitive impairment, defined
as impaired memory on standardised tests, a mini mental state
test score between 24 and 30, and age 55-90 years. These
patients were randomly assigned to receive either 2000 IU
vitamin E, 10 mg donepezil (Aricept), or placebo daily; all
patients received a multivitamin containing 15 IU vitamin E.
Test scores, age, and apolipoprotein E4 (APOE) gene status
were considered when patients were allocated to treatment
groups, but seem to have been concealed from the investigators.
Analysis was by intention to treat and outcomes were blindly
assessed. At the end of the three year study, 212 of the 769
patients who began the study had progressed to Alzheimer’s
disease (a rate of 16% per year). Taking vitamin E or donepezil
did not have any effect on the likelihood of progression to
Alzheimer’s at three years. Risk of progression to Alzheimer’s
was lower in the donepezil than the placebo group at 12 months
(14.7% v 6.3%; P = 0.04; number needed to treat = 12), but this
did not persist at 36 months. There was also no significant
difference in test scores or other measures of cognition at three
years. Patients with the APOE gene were much more likely to
progress to Alzheimer’s disease; in this group, the benefit of
donepezil persisted for the full three years of the study.

Bottom line Vitamin E does not slow progression of mild
cognitive impairment to full-fledged Alzheimer’s disease.
Donepezil provides an early benefit that is gone by three years.
The finding that donepezil is more beneficial for patients with
the APOE gene requires prospective confirmation before we
begin to test all patients with mild cognitive impairment for
APOE status and use it to guide therapy.

Level of evidence 1b (see www.infopoems.com/levels.html).
Individual randomised controlled trials (with narrow
confidence interval).

Petersen RC, Thomas RG, Grundman M, et al. Vitamin E and
donepezil for the treatment of mild cognitive impairment.
N Engl J Med 2005;352:2379-88.
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* Patient-Oriented Evidence that Matters. See editorial (BMJ 2002;325:983) To receive Editor’s choice by email each week subscribe via our website:
bmj.com/cgi/customalert

BMJ VOLUME 331 3 SEPTEMBER 2005 bmj.com

 on 24 M
ay 2023 by guest. P

rotected by copyright.
http://w

w
w

.bm
j.com

/
B

M
J: first published as 10.1136/bm

j.331.7515.0-g on 1 S
eptem

ber 2005. D
ow

nloaded from
 

http://www.bmj.com/

