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Aprerequisite for evidence-based medi-
cine is the availability of complete and 
unbiased clinical trial information. His-

torically, journal publications have been the 
major route for disseminating the methods and 
results of clinical trials, and efforts to improve 
reporting have focused on improving journal 
publications, for example, through reporting 
guidelines. More recently, other routes of dis-
semination, such as Web-based trial registries 
and documents prepared for regulatory agencies, 
are being considered. A linked study by Maund 
and colleagues1 shows the value of a specific type 
of regulatory document, the clinical study report.

Clinical study reports are comprehensive 
docu ments prepared routinely for submission to 
regulatory authorities, which include detailed 
information on the design and results of clinical 
trials. Until recently, these reports were consid-
ered commercially confidential information and 
were kept concealed by pharmaceutical com-
panies and regulatory authorities; these docu-
ments were thus not available to inform doctors 
and patients. However, in 2010 the European 
Medicines Agency (EMA) decided to make regu-
latory documents, including clinical study reports 
containing individual patient data, available upon 
request.2,3 Going even further, on Jan. 1, 2015, a 
policy on proactive publication of regulatory doc-
uments at the agency’s website came into effect, 
which has resulted in these documents becoming 
publicly available for all drugs submitted for 
approval from that date onward.4 The first two 
clinical study reports were published by the 
EMA in October 2016. However, they do not 
include individual patient data because these data 
are to be published only in the second phase of 
the policy’s implementation. 

The authors of the linked study1 analyzed the 
benefits and harms of duloxetine for the treatment 
of stress urinary incontinence on the basis of four 
clinical trials, using clinical study reports (includ-
ing individual patient data) requested from the 
EMA. In addition to end points related to the 
drug’s benefits and general harms, they conducted 
an in-depth analysis of rare psychiatric adverse 
events that they considered particularly important, 

namely, suicidality and violence-related harms 
and their potential precursors (e.g., activation, 
emotional disturbance, psychotic events). These 
adverse events are not easily analyzed, because 
they might comprise multiple symptoms repre-
sented by various terms in adverse event coding 
systems. To estimate the rate of these harms, the 
adverse events reported had to be screened and 
terms combined. After considering these adverse 
events in their assessment of duloxetine, the 
authors concluded that the drug’s harms outweigh 
its benefits in stress urinary incontinence.

In contrast, none of the journal publications or 
registry reports of the four trials under study pro-
vided specific information on psychiatric adverse 
events. This situation again shows the potential 
value of data held by regulatory agencies and 
confirms the findings of previous research: clin-
ical study reports contain an abundance of infor-
mation, including substantially more information 
relevant for trial evaluation than is available in 
journal publications and registry reports.5,6

Interestingly, the conclusion of the authors of 
the linked study1 contrasts with that of the EMA, 
even though the two assessments were based on 
the same evidence. The EMA concluded that 
duloxetine has a positive benefit–risk ratio for 
stress urinary incontinence,7 and the drug was 
approved in Europe in 2004. This discrepancy in 
conclusions seems to support the argument put 
forward by some data transparency opponents, 
who have stated that public access to clinical 
trial data would result in contradictions in data 
interpretation. But is this a problem? We don’t 
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•  Clinical study reports provide far more information relevant for trial 
evaluation than journal publications or trial registry reports but were 
previously kept concealed by pharmaceutical companies and regulatory 
authorities.

•  In 2010, the European Medicines Agency made clinical study reports 
available upon request and, starting in October 2016, began routinely 
publishing clinical study reports of drugs submitted for approval. 

•  In terms of data transparency, Europe is ahead of the United States 
and Canada. The US Food and Drug Administration and Health Canada 
should join the European initiative to maximize the publicly available 
pool of clinical trial data.
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think so — with all of the data being publicly 
available, different opinions can now be dis-
cussed openly.

Concerning the transparency of clinical trial 
information from regulatory authorities, Europe 
is ahead of the United States and Canada. In par-
allel with the EMA initiative, the update of the 
European Clinical Trial Regulation in 2014 was 
used to strengthen the legal basis for data trans-
parency. The law clarifies that clinical study 
reports in general should not be considered com-
mercially confidential information and must be 
made publicly available after a drug’s approval.8

Although the US Food and Drug Administra-
tion and Health Canada may release clinical trial 
information in individual cases, so far they do not 
consider making these data publicly available on 
a routine basis.9 However, the US Institute of 
Medicine’s proposals for the responsible sharing 
of clinical trial data refer in particular to clinical 
study reports and individual patient data, and this 
agency has called upon regulatory authorities to 
actively support this initiative.10

The treasure of data available from the EMA 
should be used to improve patient care. However, 
according to information provided by the EMA 
about requests for data under its new policy, the 
pharmaceutical industry has so far submitted the 
largest number of requests for data,11 which indi-
cates that clinical study reports are currently used 
predominantly for commercial purposes. More-
over, although industry researchers are familiar 
with this type of data, many nonindustry research-
ers have little experience in analyzing them and 
may not be fully aware of the potential they offer.

The authors of the linked study were able to 
analyze harms consisting of multiple symptoms 
only because they had access to individual patient 
data; this again shows that full clinical study 
reports including individual patient data are indis-
pensable to answer relevant research questions. 
Timely implementation of the second phase of 
the EMA initiative (public access to individual 
patient data) is thus desirable.

What should the next steps be? First, data that 
are made available must be used. For instance, 
analyzing clinical data published on the EMA’s 
website should become a standard approach for 
systematic reviewers. At the same time, feasible 
models for the use of individual patient data are 
needed, models that protect patient privacy while 
preserving the information density of the data to 
make full use of clinical trial results. Moreover, 
the US Food and Drug Administration, Health 

Canada and other regulatory agencies should join 
the Institute of Medicine and EMA initiatives to 
maximize the publicly available pool of clinical 
trial data. Last but not least, the pharmaceutical 
industry should refrain from obstructing transpar-
ency gains, for example, through the new Euro-
pean Union trade secrets directive.12

The recent steps toward increased transpar-
ency of clinical trial information can be consid-
ered a true innovation in health care. Used appro-
priately, drug development and drug assessment 
based on publicly available, comprehensive clin-
ical trial data have the most potential to improve 
patient care. 
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