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Participant-Level Data and the New Frontier

in Trial Transparency
Deborah A. Zarin, M.D.

Medical progress is possible only because altru-
istic volunteers put themselves at risk in clinical
trials. The results of those trials are then used to
inform medical decisions. The traditional system
of relying on investigators, sponsors, and journal
editors to decide whether, when, and how to re-
port trial results was based on trust. There was
no way to know what trials had been conducted,
what data were collected, how they were ana-
lyzed, and whether the reported data were com-
plete and accurate. Policies mandating the reg-
istration of trials and the reporting of summary
results were instituted to provide greater transpar-
ency. In turn, this greater transparency brought
greater awareness that the aggregated, or sum-
mary, data used to report results were not always a
valid or sufficient reflection of the underlying data.
As a result, the trial-transparency movement was
broadened to include a focus on the participant-
level data.

Summary data are an efficient way to com-
municate trial results and conduct common sta-
tistical analyses. However, the transformation
from participant-level data to summary data in-
volves the loss of information.® For example, a
magnetic resonance imaging scan may need to
be interpreted and then coded; emergency de-
partment notes may need to be used to deter-
mine whether a trial participant met the criteria
for a heart attack. Inconsistent data for a given
participant need to be resolved, the analysis
population established, and a descriptive statis-
tic calculated (e.g., mean or median change in
response). It is not surprising that different ways
of summarizing the same data may lead to sub-
stantially different conclusions. Commonly used
statistical analyses are based on the presumption
that these decisions were prespecified before
the data were examined,? though in practice
the degree of specificity varies and subjective
judgments are inevitable. The trial-transparency
movement argues that by opening up participant-
level data, along with the protocol and other
documents, the underlying decisions become part
of the public record, providing accountability
and allowing scientific debate. Proponents also

argue that the availability of such data will allow
interested parties to use participant-level data for
additional analyses as a preliminary test of a
new idea or to combine data from multiple stud-
ies to seek previously unidentified associations.

Two articles in this issue of the Journal reflect
this new frontier.3* GlaxoSmithKline (GSK) of-
fers detailed information about its policy of pro-
viding controlled access to deidentified participant-
level data from certain trials of approved drugs
to “qualified” researchers for research proposals
that meet certain criteria.* In contrast, the arti-
cle by investigators from the Immune Tolerance
Network (ITN) of the National Institute of Allergy
and Infectious Diseases on treatments for vascu-
litis (the Rituximab in ANCA-Associated Vasculi-
tis [RAVE] trial)? is accompanied by open public
access to participant-level data without the need
for a specific research plan or approval of the
qualifications of the investigators.> These poli-
cies reflect different methods of balancing the
benefits, risks, and costs of disclosure. GSK has
appointed an independent review committee to
consider research proposals® but retains con-
trol over who uses the company’s data and for
what purpose, as well as how the results are
disseminated; GSK is looking for a third party
to host the data and manage the proposal re-
view function. The ITN allows any user to con-
duct and download analyses. Both approaches
are limited to published studies, thereby mini-
mizing academic and commercial risk, and in-
clude access to key documents. As discussed in
the GSK article, careful consideration has been
given to issues of informed consent, partici-
pant privacy, and uses of the data. It is clear
that both groups had to go to considerable
length to ensure that the data format and doc-
umentation are sufficient for use by external
researchers.

These two very distinct approaches are just
pieces of the “open data” picture. In recent
months, the Institute of Medicine” and others
have fostered discussion about the pros, cons, and
practicalities of providing access to participant-
level data, and the European Medicines Agency®
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has proposed a proactive policy of making the
participant-level data in its possession publicly
accessible in either an open or a controlled
manner, depending on the need for privacy
protections.

Historically, each proposed increase in trial
transparency has elicited concerns, including the
possible loss of competitive or commercial advan-
tage; the potentially negative implications of in-
creased public access, including the possibility
of invalid secondary analyses; and the associat-
ed costs. Release of participant-level data elicits
these and additional concerns related to the po-
tential identification of participants.

As we consider the path ahead, key questions
to ask of each new data-disclosure policy in-
clude the following. First, for which trials will
participant-level data be available? In particular,
will the policy perpetuate a dissemination bias
by increasing the amount of information avail-
able for some trials while keeping other trial re-
sults inaccessible? Second, exactly what data
and supporting documents will be available?
Third, what will the process be, and how trans-
parent will it be? For example, who will get ac-
cess, who will decide, and what criteria will be
used? What types of analyses of the participant-
level data will be allowed, and what ongoing
role would the trial sponsor have?

The GSK and ITN data policies are bold at-
tempts to modify and improve the process by
which research is reported. We have to learn as

much as we can from these experiments about
the benefits, risks, costs, and appropriate role of
disclosing participant-level data, in service to the
ultimate goal of honoring each trial volunteer’s
altruism.

Disclosure forms provided by the author are available with the
full text of this article at NEJM.org.

From the National Institutes of Health (NIH)-Lister Hill National
Center for Biomedical Communications, National Library of Med-
icine, NIH, Bethesda, MD.

1. Zarin DA. Figure 4-1: information loss as clinical trials data
progress from raw uncoded data to summary data (p. 29).
Source: 2012 Presentation at IOM Workshop on Sharing Clinical
Research Data. In: Institutes of Medicine. Sharing clinical re-
search data: workshop summary. Washington, DC: National Acad-
emies Press; 2013:134.

2. Chan AW, Tetzlaff JM, Altman DG, et al. SPIRIT 2013 state-
ment: defining standard protocol items for clinical trials. Ann
Intern Med 2013;158:200-7.

3. Specks U, Merkel PA, Seo P, et al. Efficacy of remission-
induction regimens for ANCA-associated vasculitis. N Engl ] Med
2013;369:417-27.

4. Nisen P, Rockhold F. Access to patient-level data from
GlaxoSmithKline clinical trials. N Engl J Med 2013;369:475-8.
5. Immune Tolerance Network (ITN) TrialShare home page
(https://[www.itntrialshare.org).

6. GlaxoSmithKline. Clinical study requests — initial mem-
bers of the Independent Review Panel (https://clinicalstudydata
.gsk.com/Members-of-the-Independent-Review-Panel.aspx).

7. Institute of Medicine. Sharing clinical research data —
workshop summary (http://www.iom.edu/Reports/2013/Sharing
-Clinical-Research-Data.aspx).

8. European Medicines Agency. Release of data from clinical trials
(http://www.ema.europa.eu/ema/index.jsp?curl=pages/
special_topics/general/general_content_000555.jsp&mid
=WC0b01ac0580607bfa).

DOI: 10.1056/NEJMe1307268
Copyright © 2013 Massachusetts Medical Society.

APPLY FOR JOBS AT THE NEJM CAREERCENTER
Physicians registered at the NEJM CareerCenter can apply for jobs electronically.
A personal account created when you register allows you to apply for positions,
using your own cover letter and CV, and keep track of your job-application history.
Visit NEJMjobs.org for more information.

N ENGLJ MED 369;5 NEJM.ORG AUGUST 1, 2013

The New England Journal of Medicine is produced by NEJM Group, a division of the Massachusetts Medical Society.

Downloaded from nejm.org on October 13, 2026.

469





