Incorrect conclusions about
unpublished pharmaceutical
research

In a CMAJ news article,' David Juurlink
states that “there is no obligation on a
manufacturer to publish the results of
a study,” and that he “only sees the
evidence that the companies let come
to light.”

Pharmaceutical companies should
not be blamed automatically for the
failure to publish an article once a
study is complete. Often, these papers
are submitted for publication and are
rejected by peer-reviewed journals.
There are a number of potential reasons
why a journal may reject a paper. Peer
reviewers may have a bias against a
particular drug, company or the entire
pharmaceutical industry. Reviewers
may think that the quality of the
research is inadequate or that there are
problems with how the paper is written.
In such situations, the paper is usually
revised and resubmitted, either to the
same journal or to a different one.

Many journals are motivated by
impact factor which, from a business
standpoint, is completely understand-
able. Impact factor is a measure of how
many times a journal’s published arti-
cles are cited.? This measure can dictate
how good a journal is perceived to be
and can lead to increased readership
and revenue. This concern over impact
factor may lead journal editors to reject
a study if they believe that study will
not increase their journal’s impact fac-
tor. I suggest that negative or failed
studies are most likely to fall into this
category. Thus, a negative study may
go unpublished because of a journal’s
business priorities and not because a
pharmaceutical company is withhold-
ing data. Unfortunately, this gives the
appearance that there is an overrepre-
sentation of positive studies and an
underrepresentation of negative studies
when the literature is subsequently
reviewed.

Any study done in the United States,
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including most clinical trials with
Canadian sites, must be registered with
www.clinicaltrials.gov. All pharmaceu-
tical companies must post study results
within a reasonable period of time fol-
lowing study completion. Also, some
companies require researchers to post
study results on public websites. Not
adhering to these rules can result in
huge financial penalties. Companies
risk a decline in stock price if they are
accused of not publishing results, and
therefore they have much to lose from
not publishing even negative studies.

Readers should not assume that non-
publication in a journal automatically
equates to the purposeful withholding
of data.
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Induction of labour

Mishanina and colleagues!' have
reported that the risk of cesarean deliv-
ery associated with induction of labour
was 12% lower than with expectant
management in a systematic review
and meta-analysis encompassing 157
randomized controlled trials (RCTs).
Although this study presents a wide-
reaching review of trials related to this
topic, we are concerned that it sends a
message that risks associated with all
inductions are equal.

The trials included in the review
were highly varied in terms of the indi-
cations for induction that were studied.
The methods of induction were also not
standardized with various methods of
pharmacological and mechanical
induction carried out. The majority of
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RCTs included in the review also con-
tained a mix of both nulliparous and
multiparous parturients in their study
cohort and individual examination of
these groups may have yielded differ-
ent results.

Furthermore, the range of institu-
tional cesarean delivery rates across the
trials included in the study was not
addressed, and rates of prelabour cesar-
ean delivery were also not examined.

Settling the argument of induction
versus expectant management will be
difficult. A large-scale RCT where par-
ticipants are matched according to par-
ity and indication for induction, and
have standardized management for
both spontaneous and induced labours
is lacking in the literature. The chal-
lenges in design and implementation of
such a trial are apparent; however, we
feel it is misleading to encourage clini-
cians to apply the findings of the pres-
ent study to all patients regardless of
maternal baseline characteristics and
the indication for induction.
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The most serious outcome of cesarean
delivery is maternal death. Landon and
colleagues' documented a 1 in 3000 risk
of maternal death associated with non-
emergency cesarean delivery. Mish-
anina and colleagues? state that induc-
tion had no impact on maternal death.
This unqualified statement implies that
maternal deaths were reported for all
157 studies and all 31 085 study partici-
pants. Only 20 of the 157 studies in-
cluded (12.7%) reported occurrences of
maternal death. The authors don’t show
the number of study participants upon
which their conclusion about maternal
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