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ULFILLING THE KEY OBJECTIVE OF JAMA, “TO PRO-

mote the science and art of medicine and the bet-

terment of the public health,” involves publishing

the most important biomedical investigations and
clinical research articles possible. Rigorously conducted ran-
domized clinical trials (RCTs) provide the highest level of
scientific evidence for interventions and treatment to en-
able physicians and other practitioners to provide better care
for patients and ultimately to improve the health of the pub-
lic. Therefore, publication of high-quality, major RCTs rep-
resents a top priority for JAMA.

JAMA has published a substantial number of major RCTs,
including landmark trials that were immediately practice
changing”?; major clinical trials with important practical ap-
plication and implications*’; and innovative, cutting-edge
trials that have advanced biomedical research.®” Although
observational studies and systematic reviews also are ex-
tremely important and valuable sources of scientific and clini-
cal information, RCTs will continue to receive the highest
consideration for publication.

For authors of RCTs, JAMA offers the advantages of large
circulation (print circulation of more than 350 000), exten-
sive reach (approximately 2 million Web site page views per
week), high impact factor (23.2), and short time to publi-
cation (median of 81 days from submission to acceptance,
and 37 days from acceptance to publication). The Instruc-
tions for Authors® published in this issue of JAMA includes
detailed information about manuscript preparation and sub-
mission. Many aspects of these instructions are specific for
clinical trials and should be helpful for authors preparing
manuscripts reporting results of RCTs. Several important
features related to RCTs deserve emphasis.

First, as a condition of consideration for publication, JAMA
requires that all RCTs must be registered in a public trials reg-
istry thatis acceptable to the International Committee of Medi-
cal Journal Editors (ICMJE)*!° and that requires the mini-
mum registration data set as described by the ICMJE. For JAMA,
the acceptable trial registries include the following: Austra-
lian New Zealand Clinical Trials Registry (http:/www.anzctr
.org.au); ClinicalTrials.gov (http://www.clinicaltrials.gov);
ISRCTN Register (http://isrctn.org); the Nederlands Trial Reg-
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ister (http://www.trialregister.nl/trialreg/index.asp); and UMIN
Clinical Trials Registry (http://www.umin.ac.jp/ctr). Clini-
cal trials for which patient enrollment began after July 2005
should have been registered before the onset of patient en-
rollment. All clinical trials, regardless of when they were com-
pleted, must have been registered and these trials, as well as
secondary analyses of the original trial data, must include the
trial registration number in the abstract of the manuscript at
the time of submission. JAMA’s requirement for trial regis-
tration differs somewhat from requirements for registration
in the recently enacted Food and Drug Amendments Act of
2007"; for instance, JAMA requires registration of all RCTs
(except for phase 1 trials) that randomize human research
participants to an intervention, not only those trials involv-
ing drugs or devices subject to provisions of the Federal Food,
Drug, and Cosmetic Act.

Second, authors of clinical trials should follow the CONSORT
guidelines'? for reporting RCT results, including submitting
a detailed patient flow diagram. For efficacy trials, the pri-
mary results should be presented based on intention-to-treat
analysis, including and accounting for all randomized patients
in the analysis, and if necessary, using appropriate methods
to account for missing data (such as imputation methods, base-
line values carried forward, etc). Other analyses, such as “com-
pleters” or “per-protocol” analyses, may be reported, but the
intention-to-treat analysis generally should be reported as the
primary analysis. In addition, authors are encouraged to sub-
mit protocols of RCTs along with their manuscripts.

Third, for all RCTs, data analysis must be conducted by
an academic statistician. For industry-sponsored RCTs in
which the data analysis is conducted only by statisticians
employed by a company sponsoring the research, JAMA re-
quires that a statistical analysis also be conducted by an in-
dependent statistician at an academic institution, such as a
medical school, academic medical center, or government re-
search institute, that has oversight over the person con-
ducting the analysis and that is independent of the com-
mercial sponsor.” The independent statistician should review
the study protocol and determine the appropriateness of the
prespecified data analysis plan, should receive the entire raw
data set, and should conduct an independent data analysis;
the results of the independent analysis should be the re-
sults reported in the manuscript.
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While this approach involves additional effort, time, and
cost, the independent verification of data and analysis pro-
vides an important additional level of institutional over-
sight. The independent analysis not only increases the cred-
ibility of these studies, but also should help to avoid the
perception of and potential for biased reporting that may
result from the inherent conflict of interest present when
the data management and statistical analysis are con-
ducted only by employees of the sponsor that stands to ben-
efit from the study results. To our knowledge, JAMA is the
only general medical journal with this policy. Since imple-
mentation of this policy for independent statistical analy-
sis in 2005," the number of RCTs submitted to JAMA has
continued to increase each year.

In addition, to provide a resource for authors and to
facilitate submission to JAMA, authors of RCTs are
strongly encouraged to contact JAMA editors for inquiries
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about the suitability of their trial (completed, nearing
completion, or ongoing) for potential publication in
JAMA; information about timelines for submission,
review, and editorial decisions; and other questions and
issues. A listing of the JAMA editors along with their spe-
cialty area or topic area of expertise and e-mail contact
information is included in the TABLE. In addition, for
major RCTs that have immediate clinical implications,
authors are encouraged to request consideration for
JAMA-EXPRESS' to determine whether the manuscript
qualifies for expedited review and publication, and per-
haps coordination of publication with presentation at a
major scientific meeting. For RCTs that qualify for JAMA-
EXPRESS, the median time from submission to publica-
tion is 42 days.

JAMA’s large circulation, high impact factor, prompt time
to publication, and frequent media coverage provide an ideal
mechanism for wide dissemination and communication of
results of RCTs to physicians, other health care profession-
als, the medical research community, policy makers, and
the public. We invite and encourage authors to consider
JAMA as their journal of first choice for publication of im-
portant RCTs.
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