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W

ith larger numbers of clinical trials taking place globally than ever before,1,2 multiple
randomized trials are increasingly likely to address similar clinical conditions at the
same time, and the interim results of one trial could help protect participants in other
studies.3–5 However, research sponsors traditionally have ethical obligations to participants
in their own trials, not participants in other trials. The question of whether the research
team from one study is obligated to protect participants from another recently arose in
a study of HIV prevention during breastfeeding.
In many developing countries, infant formula and clean water are not available,
acceptable, feasible, affordable, sustainable, and safe. Infants receiving formula feeding in
these countries face high risks from diarrhea and other infectious diseases. Because these
risks outweigh the risk from exposure to HIV through breastfeeding, international
guidelines recommend that HIV-infected mothers exclusively breastfeed for 6 months.6
Preventing HIV transmission during breastfeeding is therefore a critically important global
health issue.
The National Institutes of Health sponsors research on preventing mother-to-child
transmission of HIV through breastfeeding. One National Institutes of Health (NIH) study
compared 6 weeks of infant nevirapine (NVP) versus 6 months of NVP. The sponsor
appointed a data and safety monitoring board (DSMB) to oversee this study and evaluate
interim results.
The DSMB overseeing the NIH study was also overseeing another study by
a different sponsor. This other study had 3 arms: (1) a control of single-dose infant NVP
and 1 week of zidovidine, (2) single-dose infant NVP and 6 months of antiretroviral
therapy to mothers, and (3) 6 months of infant NVP. After reviewing interim data from this
study, the DSMB determined the control arm was inferior to one of the other arms and
recommended it be stopped.
This DSMB had duties to protect participants in both studies but also had promised
each sponsor to maintain conﬁdentiality of interim results. Along with information from
other trials, the data showed that without prophylaxis, HIV transmission during
breastfeeding continues after 6 weeks of age. The DSMB thought that these data strongly
suggested that the 6-week arm in the NIH study should be stopped. The virtually
unprecedented question was whether the DSMB members should breach conﬁdentiality
and disclose interim results from another study to the NIH.
This DSMB, in the unique position of overseeing 2 trials at once, was navigating
uncharted ethical territory. Here we consider a more generalizable version of this case:
what obligations do sponsors and DSMBs have when results are relevant to participants in
another trial?
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BACKGROUND
Sponsors have moral duties to protect participants and
maintain scientiﬁc integrity in research.7 Sponsors discharge
these duties in part by appointing DSMBs (or Independent
Data Monitoring Committees or Safety Monitoring Committees).8 In practice, DSMBs oversee “large, randomized, multisite trials that evaluate interventions intended to prolong life
or reduce risk of a major adverse health outcome.”6,9 DSMBs
review interim data and can recommend stopping trials
(or components of trials) early for harm, futility, or beneﬁt.3
DSMBs generally must maintain conﬁdentiality because they insulate researchers and sponsors from information
that might prematurely inﬂuence the willingness to continue
important trials.10,11 Nevertheless, DSMBs monitoring concurrent trials have communicated with each other to seek
independent conﬁrmation before issuing a recommendation
for a major change to a trial.12 Some DSMB members published letters to the editor when they felt that results of a trial
they had overseen were reported inaccurately.13,14

ETHICAL OBLIGATIONS
DSMBs clearly have ethical obligations for protecting
participants in their trials without unduly compromising study
integrity. This means that DSMBs should sometimes allow
trials to continue even after observing adverse events or poor
outcomes, either because the beneﬁts outweigh the risks to
participants or because they might be seeing a false signal.15,16
Nevertheless, DSMBs may determine that interim results are
signiﬁcant enough to merit stopping all or part of a trial and
that the results have implications for protecting the participants of another trial. To determine if sponsors and DSMBs
have obligations that override the duty to maintain conﬁdentiality, we must consider the broader obligations of sponsors
and DSMBs.
We all have general duties to others in society. One
such duty is the duty to aid others when we can help them
substantially at minimal cost to us. For instance, if someone
knew a lake had thin ice, but did not warn children skating on
it, we would think this person failed to fulﬁll a moral
obligation. Similarly, sponsors and DSMBs have duties to
others whom they can help greatly at limited personal cost.
Additionally, sponsors and DSMBs are a vital part of
the clinical trials enterprise, which has the goal of developing
knowledge for the beneﬁt of society, and they therefore have
duties to help maintain the public's trust in research.7,9 Sponsors are stewards of resources designated to produce generalizable knowledge through research. DSMBs ensure the
public's conﬁdence in the research enterprise by safeguarding
research subjects.13 Without public trust, researchers and
sponsors will have a harder time producing socially valuable
knowledge to advance the health of future patients. A sponsor
who abuses the public's trust is therefore free-riding on the
hard work of others conducting responsible research.
For these reasons, DSMBs and sponsors have ethical
obligations to disclose information to protect the safety of
participants in other trials, depending on the magnitude of the
potential harm to those subjects, the consequences of
disclosure and whether there are alternatives for protecting
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subjects. Another relevant factor is whether the results of one
trial are relevant to another, given differences in clinical
settings, populations being tested, side effects, and/or rates of
subject accrual. Preventing signiﬁcant harm to subjects, even
those in other trials, is generally a higher priority than the
consequences of breaching conﬁdentiality.
For instance, imagine a large trial testing whether
estrogen and progesterone therapy reduce the risks of heart
attack and osteoporosis in postmenopausal women. If,
contrary to conventional wisdom, interim data demonstrate
the therapy caused increased risks of coronary heart disease
and stroke, the sponsor and DSMB may have obligations to
disclose information to others conducting similar trials. But if
a phase III trial of an allergy medication demonstrates
increased risks of headache and increased appetite, sponsors
and DSMBs may not have this duty.
There may be costs to consider in sharing interim data,
but disclosure is not likely to make results less publishable,
because even some elite journals are willing to publish
information that was previously shared publicly.17,18 A more
signiﬁcant cost could be the risk of unblinding subjects and
investigators in the trial overseen by the DSMB if some portion of the trial will continue. Additionally, if interim results
are disclosed prematurely, subjects and clinicians could lose
conﬁdence in their trial before it has answered the research
question. Although these costs should be taken into account,
in many cases, these risks can be minimized by careful
disclosure.
Sponsors and DSMBs should therefore communicate
interim results when disclosure is not costly, will protect
subjects from signiﬁcant harm, does not have good alternatives, and will help maintain the public’s trust. This implies
that disclosure should be limited in terms of what is disclosed
and to whom.
In practice, some DSMBs have agreed to share information about important adverse events in advance; sponsors
sometimes send data to independent groups to analyze
adverse events occurring in 2 relatively small trials (Friedman, Personal communication, April 6, 2011). Agencies or
networks sponsoring many studies at once can communicate
relatively rapidly about interim results across trials. Yet,
agreements between sponsors and DSMBs typically require
that DSMBs maintain conﬁdentiality and have not recognized
that a need may arise for disclosure of information to protect
the subjects of another trial.
We propose that sponsors and DSMBs routinely work
together in advance to develop a plan for disclosing relevant
information in cases where it is necessary to protect the
welfare of subjects in other trials. This may include identifying trials for which this information might be relevant and
interfacing with those sponsors and DSMBs; developing “disclosing rules”, akin to stopping rules, that would indicate
when information should be shared; and designating a neutral
third party arbiter who could resolve disputes quickly if they
arise.
Some commentators have gone further and proposed
sharing all interim data publicly to inform treatment decisions.19,20 However, others have convincingly argued this
would make it extraordinarily difﬁcult to conduct clinical
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trials and that it is appropriate not to share interim data routinely provided that subjects understand the terms of
participation.21,22

CONCLUSIONS
With many more multinational clinical trials studying
related questions, research sponsors and DSMBs play more
complicated roles than in the past. Sponsors and DSMBs
must balance their obligations to maintain the integrity of
their trials and to protect subjects in their trials, future
patients, and subjects in other trials. When interim results
from clinical trials can have signiﬁcant effects on the conduct
of other trials and the welfare of and risks to the subjects
participating in them, sponsors and DSMBs have obligations
to disclose results to the relevant parties.
In the long term, the research community should
develop prospective mechanisms for sharing information.
More channels of communication across agencies and
institutions will better enable sponsors, DSMBs, and Institutional Review Boards to work together to appropriately
protect research subjects.
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