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Commentary: Good, but not perfect

Mike Clarke

In commenting on the systematic review by Eric
Manheimer and colleagues of the effects of acupunc-
ture for women undergoing in vitro fertilisation (IVF),’
I'have focused on the methods used in the review. My
commentary stems from issues raised when the manu-
script was refereed and, perhaps, a wish to have an
independent opinion on the reliability of the findings.
Having accepted this challenge, I set out to assess
whether the review provides knowledge of a sufficient
standard to influence decisions.

The eligible interventions were specific types of
acupuncture, used close to the time of embryo transfer,
compared with sham acupuncture or no adjuvant
treatment. Other aspects of care were the same for
women within each trial. The trials were randomised
and the population studied was women trying to get
pregnant through IVF. Whether it is appropriate to
combine trials using sham acupuncture and no
adjuvant treatment is dealt with by presenting results
for the two types of trial separately and together. This
showed little difference in the point estimates for the
effects of acupuncture or the finding of significance,
whichever way the analyses were done.

No reviewers can search absolutely everywhere for
potentially eligible studies. This would be a never
ending task, accompanied by diminishing returns of
eligible studies. The compromise is a balance between
the pragmatic and the perfect by searching various
sources likely to provide a reasonable yield of eligible
studies while minimising the impact of publication
bias. Manheimer et al did this, as they have in other
systematic reviews.” And, although they might still be
missing some studies, this is a problem for all reviews
and will remain so until trial registration and the
availability of trial findings become the norm.?

Each trial was assessed in a standard way. Most were
judged to be satisfactory for methodological features
related to the risk of bias. These features included
concealment of allocation, which was “adequate” in six
of the seven included trials, although the reviewers do
express some concerns about the preference for sealed
envelopes, rather than more secure off-site processes.

The authors sought to supplement published infor-
mation with data from the original researchers. They
were successful to some extent—for example, they
obtained unpublished data on live births from three
trials. They conducted their analyses in a standard way
(odds ratios and a random effects model), and their
findings would have been similar had they used other
approaches, such asrisk ratios or the fixed effect model.
One potential problem is with their subgroup analysis

based on the proportion of women in the control group
who became pregnant. Although this analysis was
prespecified and used a predefined threshold of 28%,
splitting a meta-analysis on the basis of outcome data
from one intervention group to investigate the
comparative effect against the other group can lead to
bias. Focusing on trials that found good prognosis for
the control group tends to produce a lower effect
estimate than using the prognosis for both groups
combined. Hence, it might be preferable to apply the
pregnancy threshold to each trial as a whole. If this is
done, I calculate that five trials would be in the
subgroup analysis for “higher pregnancy” and the odds
ratio for clinical pregnancy would be 1.52 (95%
confidence interval 1.13 to 2.05, P=0.006).

The review supplements the calculated odds ratios,
which are difficult to interpret, with a number needed
to treat to estimate how many women would need to
receive acupuncture during one cycle of IVF to
become pregnant. The authors veer on the side of
caution by basing some of the discussion on the upper
end of the confidence interval and note that 17 women
would need to be treated for one more to become
pregnant. Whether or not 17 is “too many” for
acupuncture to be judged to be a clinically useful
intervention is debatable.

Sois this review by Manheimer and colleagues a well
conducted review, worthy of consideration when
making decisions about IVF? Yes. Is it perfect? No.
However, several thousand systematic reviews are
published each year in health care,* and none of them is
likely to be perfect. This one seems as good as many.
Unless, of course, you know differently?
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