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Clinical trials

Clinical trial registration at Tobacco

Control
L A Bero

Submissions to Tobacco Control—the “‘ins’’ and “‘outs’’

reviews, meta-analyses and clinical

trials. The complete and accurate
reporting of these trials is crucial to
establish the scientific evidence on
which sound clinical decisions can be
based. Systematic reviews and meta-
analyses of randomised controlled trials
are the most methodologically rigorous
types of evidence to evaluate the effec-
tiveness of therapeutic interventions,
particularly pharmacotherapy.' > They
often form the foundation for practice
guidelines, clinical decision support sys-
tems, drug formulary decisions and
drug payment schemes. However, sys-
tematic reviews proceed under the
assumption that a complete and repre-
sentative sample of relevant studies is
available for analysis.> As access to
relevant studies is often limited to
published studies, systematic reviews
and meta-analyses, and, ultimately,
practice guidelines and patient care,
are particularly vulnerable to biases that
may affect publication.

Tobacco Control publishes systematic

*SCIENTIFIC MISCONDUCT"’

One type of publication bias—the pub-
lication of study results based on the
direction and statistical significance of
study findings—poses a serious chal-
lenge to the integrity of the scientific
research record and has been called a
“form of scientific misconduct”.*
Consistent evidence has shown that
publication is associated with the direc-
tion and strength of the research find-
ings>” and that studies with statistically
significant results are also published
more quickly than are studies with
negative or null results.” 1 "
Publication bias poses a threat to the
reliability and validity of the research
record by reducing the range of evidence
on which systematic reviews and meta-
analyses are based, and skewing their
results in favour of new treatments
showing positive initial results.'”” Thus,
patients may receive unnecessary or
inappropriate treatment.

Publication bias is really the result of
submission bias rather than a bias on
the part of journal editors. Several
studies based on self-reports from

authors with unpublished studies con-
clude that authors are responsible for
most of the observed publication bias, as
they do not submit their statistically
non-significant studies for publication
in the first place.>” > A recent prospec-
tive cohort study of 1107 manuscripts
submitted to three major medical jour-
nals found that a statistically significant
primary outcome did not improve a
paper’s chance of publication, although
the type of study design, large sample
size and some author characteristics
were  predictive of  publication."
Selective reporting of results can also
distort the research record. Studies
comparing trial protocols or data sub-
mitted to regulatory authorities with
scientific publications have documented
the existence of selective reporting of
outcomes of clinical trials, with favour-
able outcomes being reported and nega-
tive outcomes being suppressed.” "’

FINANCIAL INFLUENCE

The financial sponsors of studies may
influence authors’” decisions about sub-
mitting a trial for publication. A bias
exists against publishing the adverse
effects of clinical trials,” and a bias in
favour of publishing industry-sponsored
studies with findings favourable to the
sponsor.' *' Analyses of internal docu-
ments from both the tobacco” and
pharmaceutical industries® have shown
that companies planned to publish only
studies that had outcomes favourable to
their industry and suppress those that
did not.

The complete, accurate and timely
reporting of clinical trials, regardless of
the wishes of authors or sponsors, is
necessary to ensure that the best infor-
mation is available for decision making.
This is why clinical trial registration is
important. The exposure of notable
cases of data suppression from clinical
trials prompted the International
Committee of Medical Journal Editors
and its 11-member journals to require,
as a condition of consideration for
publication, registration of clinical trials
in a public trials registry.” Although
debate continues about the exact con-
tent of trial registries, the International
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Committee of Medical Journal Editors
has agreed on a minimal registration
dataset.

Tobacco Control is committed to trial
registration. When you submit a rando-
mised controlled trial to Tobacco Control,
please include the registration number
of the trial and the name of the trial
registry in the last line of the papers’
structured abstract (see http:/bmj/
bmjjournals.com/advice/transparency -
policy.shtml). Trials that began enrol-
ment of patients after 1 July 2005 must
register in a public trials registry at or
before the onset of enrolment to be
considered for publication. Trials that
began patient enrolment on or before 1
July 2005 must register before 13
September 2005 to be considered for
publication. Tobacco Control supports
BMJ’s criteria for an acceptable public
trial registry: ““free access, searchable,
and identifies trials with a unique
number; registration is free or has
minimal cost; registered information is
validated; registered entry includes
details to identify the trial and investi-
gator and includes the status of the trial;
and the research question”. Please see
the statement from the International
Committee of Medical Journal Editors
for more details on trial registration. To
assess the possible reporting biases,
Tobacco Control also requires your trial
protocol, which we will not publish,
submitted as a supplementary file.
Please see trial protocols at the BMJ.
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