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creates a culture of openness on
par with those of other scientif-
ic disciplines and
increases the vol-
ume of high-quality
medical science.

E:] 5] An audio interview
=" with Dr. Krumholz
is available at NEJM.org

Disclosure forms provided by the authors
are available with the full text of this article
at NEJM.org.
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Toward Fairness in Data Sharing

The International Consortium of Investigators for Fairness in Trial Data Sharing

he International Committee

of Medical Journal Editors
(ICMJE) has proposed a plan for
sharing data from randomized,
controlled trials (RCTs) that will
require, as a condition of accep-
tance of trial results for publica-
tion, that authors make publicly
available the deidentified indi-
vidual patient data underlying the
analyses reported in an article.!
Before any data-sharing policy is
enacted, we believe there is a
need for the ICMJE, trialists, and
other stakeholders to discuss the
potential benefits, risks, and op-
portunity costs, as well as whether
the same goals can be achieved
by simpler means. Although we
believe there are potential bene-
fits to sharing data (e.g., occa-
sional new discoveries), we be-
lieve there are also risks (e.g.,
misleading or inaccurate analy-
ses and analyses aimed at unfair-
ly discrediting or undermining
the original publication) and op-
portunity costs (e.g., the ICMJE
proposal would have enormous
direct costs and would probably
divert resources, both financial
and human, from the actual con-
duct of trials). In 2010 alone, re-
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sults of more than 27,000 RCTs
were published.? We believe con-
sideration needs to be given to
whether it is worthwhile to under-
take data sharing for all published
trials or just for those whose re-
sults are under question or those
that are likely to influence care.
At least for large trials, there
may be a case for sharing data in
an appropriate and timely man-
ner, but we do not support the
ICMJE proposal as it currently
stands. We believe that alterna-
tive approaches can achieve the
benefits of data sharing (in par-
ticular, confirmation of the orig-
inal findings and testing of new
hypotheses) without the unintend-
ed adverse consequences that may
result from the ICMJE proposal.
To complete an RCT, investi-
gators must develop a protocol,
obtain funding, overcome regu-
latory and bureaucratic challeng-
es, recruit and follow participants,
undertake analyses, and publish
the results. This process takes
several years, and for large clini-
cal trials it can sometimes take a
decade or longer. Adequate in-
centives for researchers to invest
the substantial time and effort
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required to conduct RCTs and to
publish the results in a timely
fashion are important. The current
ICMJE proposal requires that the
data underlying the published re-
sults be made available for shar-
ing within 6 months after the
publication date. We believe that
this interval is too short.

A key motivation for investi-
gators to conduct RCTs is the
ability to publish not only the
primary trial report, but also ma-
jor secondary articles based on
the trial data. The original inves-
tigators almost always intend to
undertake additional analyses of
the data and explore new hypoth-
eses. Moreover, large, multicenter
trials with large numbers of in-
vestigators often require several
articles to fully describe the re-
sults. These investigators are part-
ly motivated by opportunities to
lead these secondary publications.
We believe 6 months is insuffi-
cient for performing the extensive
analyses needed to adequately
comprehend the data and pub-
lish even a few articles. Once the
investigators who have conduct-
ed the trial no longer have exclu-
sive access to the data, they will
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effectively be competing with
people who have not contributed
to the substantial efforts and
often years of work required to
conduct the trial.

The current ICMJE proposal
therefore risks reducing the in-
centive for coinvestigators and
site investigators to participate in
trials. A reduction in the number
of investigators willing to recruit
patients into a trial or supervise
its conduct in a country will com-
promise the likelihood of suc-
cessful completion of large trials
that address important questions.

The ICMJE proposal may also
lead some investigators to delay
publishing their primary trial re-
sults to allow time to prepare
several secondary manuscripts.
Delay or failure to publish the
primary results of trials is already
a substantial problem.®> We believe
that the ICMJE’s plan is likely to
exacerbate this problem.

If a policy on data sharing is
to be implemented, then the tim-
ing of access to trial data should
take into account the time re-
quired to complete the trial. We
propose that study investigators
be allowed exclusive use of the
data for a minimum of 2 years
after publication of the primary
trial results and an additional
6 months for every year it took to
complete the trial, with a maxi-
mum of 5 years before trial data
are made available to those who
were not involved in the trial.
This approach would result in
data release within 2.5 years for
many small trials and within
5 years for many large ones. Such
an approach would provide trial
investigators a reasonable amount
of time — consistent with their
efforts — to explore the data
they generated and would create
an incentive to conduct RCTs and
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avoid delaying initial publication
of their results.

One way to ensure confidence
and trust in published trial data
is for independent confirmatory
analyses to be undertaken. How-
ever, making data freely available
provides no guarantee that such
analyses will be performed. More-
over, we believe that the best way
to ensure that readers have con-
firmation of the validity of trial
results is for journals to arrange
for independent analyses. The
ICMJE proposal does not include
such a requirement and there-
fore will not provide readers the
assurance they may want regard-
ing data confirmation when it is
most important — at the time
they are reading the original pub-
lication, should this be deemed
necessary (see the Supplementary
Appendix, available at NEJM.org.).

Many trialists conducting inves-
tigator-initiated trials spend sub-
stantial amounts of money they
have generated from other activi-
ties to cross-subsidize trials that
are not of interest to commercial
sponsors. Investigators should be
able to recoup some of their costs
from charges to people who seek
access to their data. Furthermore,
a mechanism will be needed to
fund the data-preparation activi-
ties necessary for data sharing in
such a way as to protect confi-
dentiality and ensure data integ-
rity (see the Supplementary Ap-
pendix).

The table in the Supplemen-
tary Appendix outlines our pro-
posed process for accessing and
publishing trial data. We believe
that once data are released for
public use after the appropriate
interval, the deidentified trial data
should be housed either in a reli-
able third-party data repository or
at the trialists’ center. Whoever
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hosts the data will need to im-
plement mechanisms to manage
data requests in a timely and fair
manner, avoid duplication of ef-
forts, and ensure that such analy-
ses are accurate and not conducted
with the aim of inappropriately
undermining the original find-
ings. A review committee should
evaluate all data requests and as-
sess conflicts of interest; this
committee should have represen-
tation both of investigators in-
volved in the trial and academic
trialists who did not participate
in it. Furthermore, mechanisms
are needed to ensure that the
analyses conducted are accurate.
To avoid misuse of the data, per-
sons requesting data should agree
that they will use them only for
the approved purposes outlined
in the statistical analysis plan; if
they wish to undertake further
analyses for publication, they
should be required to submit an-
other request to the review com-
mittee. To resolve any disputes re-
lated to data sharing, the ICMJE
could appoint an ombudsman.
In summary, we recommend
that the ICMJE come together
with trialists and other stake-
holders to discuss the potential
benefits, risks, burdens, and op-
portunity costs of its proposal
and explore alternatives that will
achieve the same goals efficiently.
Moreover, we recommend modi-
fying the proposal as follows.
First, the timeline for providing
deidentified individual patient
data should allow a minimum of
2 years after the first publication
of the results and an additional
6 months for every year required
to complete the study, up to a
maximum of 5 years. Second, to
enhance readers’ confidence in
published data, an independent
statistician should have the op-
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portunity to conduct confirma-
tory analyses before publication
of an article, thereby advancing
the ICMJE’s stated goal of in-
creasing “confidence and trust in
the conclusions drawn from clin-
ical trials.” Finally, persons who
were not involved in an investiga-
tor-initiated trial but want access
to the data should financially
compensate the original investi-
gators for their efforts and invest-

ments in the trial and the costs
of making the data available.

The writing committee of the Internation-
al Consortium of Investigators for Fairness
in Trial Data Sharing included P.J. Devereaux,
M.D., Ph.D., Gordon Guyatt, M.D., Hertzel
Gerstein, M.D., Stuart Connolly, M.D., and
Salim Yusuf, M.B., B.S., D.Phil. — all from
McMaster University, Hamilton, ON, Canada.
This article was reviewed and endorsed by
282 investigators in 33 countries, who are
listed in the Supplementary Appendix.

Disclosure forms provided by the authors
are available at NEJM.org.
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Sharing Data from Cardiovascular Clinical Trials — A Proposal

The Academic Research Organization Consortium for Continuing Evaluation of Scientific Studies
— Cardiovascular (ACCESS CV)

Participants in clinical research
volunteer in order to support
the development of scientific
knowledge and help future pa-
tients. Inherent in their commit-
ment is the belief that research
will lead to new insights that will
be disseminated. As clinical re-
searchers, we fully support the
concept of data sharing as fun-
damental to achieving this goal.

We formed the Academic Re-
search Organization Consortium
for Continuing Evaluation of Sci-
entific Studies — Cardiovascular
(ACCESS CV) to provide avenues
for sharing data from cardiovas-
cular clinical trials while mini-
mizing risks and unintended
consequences. The goal of the
consortium is to create a strategy
to thoughtfully operationalize the
recommendations of the Interna-
tional Committee of Medical Jour-
nal Editors (ICMJE) and the In-
stitute of Medicine (IOM) for
sharing clinical trial data."? The
ACCESS CV partners broadly sup-
port the concepts of data trans-
parency and open access. The
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benefits of sharing patient-level
data from clinical trials include
confirmation of results, opportu-
nities for new discoveries from
secondary analyses, and eventu-
ally the possibility of aggregation
of data sets from related studies
to facilitate high-quality system-
atic meta-analyses.

The potential benefits of shar-
ing patient-level data need to be
balanced against potentially un-
intended consequences (see the
Supplementary Appendix, avail-
able with the full text of this ar-
ticle at NEJM.org). We have iden-
tified the following challenges:
complexity of the data and meta-
data, publication bias or selection
bias in proposed new analyses,
increased risk of type I error
(from multiple unplanned second-
ary analyses), and patient privacy.

Clinical trial databases are
commonly large and complex, of-
ten containing millions of data
points from various sources (e.g.,
case-report forms, central labora-
tory review, safety reporting, and
end-point adjudication). Attempts
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to validate trial findings made by
persons who are either unfamil-
iar with the data set structure or
inexperienced in the analysis tech-
niques could create apparent dis-
crepancies where none exist, po-
tentially alarming the public and
hindering rather than advancing
science. The problem may be com-
pounded by publication bias, which
may lead to undue focus on find-
ings that seem to differ from
those of the original analysis.

In addition, data sharing could
lead to a large number of un-
restricted and non-hypothesis-
driven supplementary data analy-
ses, which would increase the
risk of finding false associations
(type I errors). Unplanned explor-
atory analyses from a publicly
shared database may be numer-
ous and redundant. The lack of
adjustment for multiple testing
and the absence of prespecified
hypotheses and transparent ana-
Iytic plans could result in spuri-
ous findings, which might ob-
scure the real evidence.

Another potential hazard of
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