clinical
study
I‘G_port

y r’_,._.a‘?




P

~ TANALYSIS.

Restoring invisible and abandoned trials:

acall for people to publish the findings

Unpubllshed and misreported studies make it difficult to determine the true value of a treatment.
Peter Doshi and colleagues call for sponsors and investigators of abandoned studies to publlsh
(or republish) and propose a system for independent publishing if sponsors fail to respond -

ell designed and well performed

randomised controlled trials are

considered to provide the most

reliable evidence on the effects

of health related interven-

tions. However, the credibility of findings from

individual trials and from summaries of trials

examining a similar research question (that is,

systematic reviews and meta-analyses) has been

undermined by numerous reporting biases in the

published medical literature.'** Reporting biases

are often difficult to detect, but have the poten-

tial to discredit earnest efforts towards evidence
based decision making.

Two basic problems of representation are driv-

ing growing concerns about relying on published

i research to reflect the truth.*® ** The first is no
. Tepresentation (invisibility), which occurs when
! a trial remains unpublished years after com-

pletion. The second is distorted representation
(distortion}, which occurs when publications in
medical journals present a biased or misleading
description of the design, conduct, or results of a
trial.! ¢ ' *Both goagainst the fundamental sci-
entific and ethical responsibility that all research
on humans be used to advance knowledge and
are symptomatic of a general culture of data
secrecy. The end result is that the healthcare,
biomedical research, and policy communities
may, despite best intentions and best practices,
end up drawing scientifically invalid conclusions
based on only those parts of the evidence base
they can see.

A call to publish—or be published
Despite near universal agreement that reporting
biases are harmful, efforts to correct the problem
have largely focused on forward looking initia-

tives. Prospective registration of trials has made

major strides in ensuring that the biomedical

community is aware of trials at their inception,
but at best only around half of registered trials
on ClinicalTrials.gov were registered before they
began enrolling patients.'® Recent studies have
also shown that even when disclosure of study
findings is mandated by law, results often remain
invisible.””* In addition, trial registration does
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CLINICAL STUDY REPORTS IN OUR POSSESSION

Amgen Epoetin Alfa study 930107
AstraZeneca quetiapine study 015, 041, 049,
135,125,127,126

Bristol-Myers Squibb clopidogrel study CAPRIE,
CURE, CLARITY, COMMIT, PiCOLO

Bristol-Myers Squibb aripiprazole study
CN138135
GSKH5N1 pandemic influenza vaccine studies
H5N1-008, H5N1-011 EXT 008

GSK paroxetine study 329, 377,453, 511, 701,
704,715,676,716 .
G5Kzanamivir study 167-101, 167T3-11, JNAl-
01, NAI-04, JNAI-07, NAI30008, NAI30009,
NAI30010, NAI30011, NAI30012, NAI30015,
NAI30020, NAI30028, NAI30031, NAI30034,
NAIA2005, NAIA2006, NAIA2010, NAIA3002,
NAIA3003, NAIA3004, NAIA3005, NAIAB2008,
NAIAB2009, NAIB2005, NAIB2006, NAIB2007,
NAIB3001, NAIB3002, PE-01

Merck rofecoxib study 078

Novartis Fluad studies V87P1,V87P6

Pfizer atorvastatin study 981080

Pfizer gabapentin study 879-201, 945-210,
945-209, 945-220, 945-217,1032-001, 945-
224,945-306,1035-001, 1032-004, 1032-002,
1035-002, 1032-003, 945-271, 945-411, 945-
276,A945-1008, 945-291

not address the problems of invisibility and
distortion for trials that took place before regis-
ters were widely used. Most importantly, those

demanding correcting action lacked the data

_required to actually correct the scientific record.
: H@y_vevg, withincreasing amounts of data enter-

ing the public domain, it is now becoming pos-
sible to move from words to action and publish
(or republish) abandoned trials.

We have access to around 178 000 pages of
previously confidential company research docu-
ments (table ' and box 1 on bmj.com). For drugs
such as paroxetine, quetiapine, and gabapen-
tin, litigation over illegal off-label marketing put

thousands of pages of trial reports in the public

domain. Other trial reports, such as for oseltami-
vir and clopidogrel, were obtained through new
freedom of information policies at the European

Medicines Agency (EMA) that have revolution-

ised the public’s ability to access trial data.®?
The documents are a substantial resource of .
information about trials. We expect that other |
independent groups will also have access to
many additional trial reports.

The documents we have obtained include trial
reports for studies that remain unpublished years
after completion (such as Roche’s study M76001,
the largest treatment trial of oseltamivir, and
Pfizer’s study A945-1008, the largest trial of
gabapentin for painful diabetic neuropathy). .
Wealso have thousands of pages of clinical study
reportsassociated with trials that have heen pub-
lished in scientific journals but shown to con-
tain inaccuracies, such as Roche’s oseltamivir
study WV15671, GlaxoSmithKline’s paroxetine '
study 329, and Pfizer’s gabapentin study 945-
291.% ** % We consider these to be examples |,
of abandoned trials: either unpublished trials for
which sponsors are no longer actively working to |
publish or published trials that are documented
as misreported but for which authors donot cor-
rect the record using established means such :
as a correction or retraction (which is an aban- ; -
donment of responsibility) (hox 1, bmj.com).”
Because abandonment can lead to false conclu-
sions about effectiveness and safety, we believe
that it should be tackled through independent
publication and republication of trials.

A call to action

We call on institutions that funded and inves-
tigators who conducted abandoned trials to
publish (in the case of unpablished rials) or
formally correct or republish (in the case 6f mis-
reported trials) their studies within the next year,
This should allow sufficient time for manuscript
preparation, peer review, and publication. We |
will email a copy of this article to manufacturers
of trials listed in table 1 (on bmj.com), @isking
them to signal their intent to publish by sending
an electronic response to the article within 30
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' days. We propose that if anyone who declares

-1 an intention to publish or correct does not do so

: within one year, all available data for such trials
; should be considered “public access data” that
" others are allowed to publish,

We are committed to seeing the findings from

! abandoned trials published and describe here a

; minimum set of ctiteria for responsible publica-

| tion and republication of abandoned studies (box
2) We call this concept restoring invisible and
abandoned trials (RIAT). As the concept devel-

] ops, interested individuals and organisations will

; ideally work together to develop detailed policies

 aimed atimproving trial publication practices. We

! see RIAT asa collaborative, global effort, and over

! the next year we hope to discuss and debate our

i proposal at appropriate venues.

f The concept of publishing trials that we nei-
. ther participated in, nor paid for, is an extension
of what, in certain cases, we currently have in
place public use of epidemiological and clinical
 trial datasets from government sources® > and
. public access to summary trial results on Clini-
. calTrials.gov.* Thus the scientific community has
already accepted that investigators not associated
¢ with the original trial will produce and publish

. additional or confirmatory analyses. Further-

| more, there are precedents for both publishing
unpublished studies and republishing distorted
¢ studies. Examples include the description of
" designand findings from unpublished studies

: on the effects of nicotine on hypothalamic func-

' tions by using previously confidential (but now
publicly available) company documents,® ¥ and
reports of case studies derived from the clinical
observations of neurosurgeon Harvey Cushing.®
More recently, an investigator unconnected to
Amgen’s epoetin alfa study 930107 republished
this trial, documenting serious distortions in the

. original publication.® ¥

: . Publishing trials, credibly
¢ The major factor that makes publication of invis-
" ible and abandoned trials possible is the exist-
; ence of clinical study reports (CSRs), documents
. produced by the pharmaceutical industry that
 include an unabridged and detailed summary of
£ the planning, conduct, and results of a clinical
I trial.® The reports are rigidly structured accord-
i_ing to guidelines that industry and regulators
. agreed to in 1995 (box 3, bmj.com) and are

Box 2| Proposal for restoring invisible and
abandoned trials (RIAT)

1. Obtain clinical study reports and any other
study data
2, Collect documentation oftrialabandonment

Forunpublished trials—No primary publication
detected by systematic search of the literature
and/or confirmation from original trial sponsor
orcurrent responsible party that no publication
exists
For misreported trials—Evidence of misreporting
(ideally, published letters or otherarticles in
the scientific literature or documentation of
communication with the original trial publication
author(s) detailing the misreporting) and a
failure to correct the scientific record,
3.1ssue a “call to action” by publicly registering
your possession of data sufficient for publication
At least initially, this should be by an electronic
response to this article and should include,
asaminimum, trial identifiers, number of
participants, date completed, publication status,
pages inyour holding, and level of access to trial
data. This declaration offers original sponsors
and trialists an opportunity to publish or formally
correct their studies within the next 365 days.
Send a copy of the rapid response by email to
trial sponsors (and authors, for published trials),
requesting confirmation of receipt.
4, Collect documentation of the need for
restoration
Save time stamped copies ofall rapid responses
tothis article (or other relevant websites) to
documentthe time elapsed and consequent
need forthird party restoration.
5. Presubmission inquiry to RIAT friendly journal
Present editors with documentation from steps 1
1o 4 and seek confirmation of editors’ interest,
6. Prepare and submit manuscript according to
RIAT procedures
* Include explanation (with references) inthe
Introduction of why this trial is being restored
* Provide auditable record of decisions (use
RIATAR temptate), documenting which parts
ofthe clinical study report (page numberand
paragraph) were used
* Reportanalyses specified in protocot
* Denote any analyses that were not prespecified
* Make all underlying data available
electronically

may be unfamiliar to the academic world, and

N ] a]most always hundreds, if not thousands, of __injour experience aretypically not produced for

! pageslong. Manufacturers submit clinical study
‘; reports to the US Food and Drug Administration
* as part of applications for new drugs. In addition,
* the FDA typically also requires submission of the
: protocol and individual participant data. The
' European Medicines Agency does not routinely
request individual participant data or clinical
study reports.” Although clinical study reports

trials sponsored by non-commercial funders,
when those in industry or the FDA want to know
what occurred in an industry sponsored trial,
they may refer to a clinical study report. When
industry statisticians wish to carry out further
analyses of the data, théy can tumn to their data-
base of individual participant data. The rest of
us, however—doctors,medical and public health

researchers, patients, and non-regulatory govern-
ment agencies including many health technology
assessment groups—are left with only what is in
the public domain (usually at best, synopses of
the trials in the form of journal articles) (figure).

Although by definition no journal publication
exists for “unpublished trials,” clinical study
reports for industry funded trials often do exist
for these unpublished trials, but they have been
traditionally treated as secret.”® *° However, liti-
gation and new freedom of information rules in
Europe have helped many clinical study reports
to emerge in the public domain, thereby making
the restorative authorship possible. In addition,
some drug companies have recently pledged
to release their reports.® *! Not all of the clini-
cal study reports and other materials we have
obtained are complete. However, many contain
sufficient detail to form a comprehensive under-
standing of the trials and would enable someone
to produce a journal length manuscript for pub-
lication.

We believe it is important to publish unpub-
lished and other abandoned studies, even though
they will at best represent a brief synopsis of all
the publicly available data. This is because we
live in aresearch and practice environment based
on publications, and unpublished trials remain
largely invisible. There is still no PubMed-like
indexing system for unpublished clinical study
reports. Moreover, most researchers will not have
the time to sift through hundreds or thousands
of pages to understand what occurred ina single
clinical trial. We therefore need a shorthand rep-
resentation, and the best we know of is journal
publication.

To avoid a continuation of journal papers with
selective reporting, we propose that trial publica-
tions adhere to reporting standards that ensure
accountability. With a compression factorin some
cases well above 1000:1 (table 2 on bmj.com),
summarising a clinical study report into a jotitnal
length manuscript inevitably requires value judg-
ments about which information to include. These
decisions should be transparent so that any bias
can be identified and discussed. Responsible
restorative authorship requires those publishing
articles to also make the underlying trial data
available simultaneously as an electronic appen-
dix. In addition, there should be public access to
an auditable record that documents which parts -

of the clinical study report- (page nua;abers andessa

paragraphs) were incorporated into the new pub-
lication, to help make restorative authors’ value
judgments about what to include in the summary
explicit and transparent. We have designed the
RIAT audit record (RIATAR), a tool to enstire this
is done systematically, based on the CONSORT
checklist for reportlng randomised trials (see web
appendix),* "—
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Although by definition no journal publication exists for “unpublished trials,” clinical study reports for industry funded
trials often do exist for thiese unpublished trials, but they have been traditionally treated as secret i

Providing public access to both source docu-
ments and an audit record gives readers a quick
way to find (and cross check) the relevant and
more detailed information within the original
clinical study report. We think that it should
apply to all trials published, irrespective of
authorship, and follows on from previous calls
by journal editors for improved research report-
ing standards.”**” It would enable independent
verification ofthe accuracy of journal publica-
tions and permit better evidence synthesis and
other forms of research,” **

RIAT reports should also provide the context
- or the study to help the readers understand why

~—+==the triati5Téing restored. This means including

references to any previous publications of the trial
and to details and evidence of the trial’s abandon-
ment. RIAT analyses should follow the analyses
specified in the protocol (including any specified
in amendments). Any other analyses are discour-
aged, but if done mustbe clearly noted as explora-
tory and not prespecified. At the same time, RIAT
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authors may wish to critically appraise the trials
they report. This can be useful, but the critique
should be clearly identifiable and placed in the
discussion section,

Important details are still to be worked out
(box 4 (bmj.com) lists some of them), and we
welcome discussion on how to get it right.

Potentially controversial aspects of our
proposal

The idea of restorative writing may be seen as
taking on responsibility and credit for other
people’s actions, regardless of the trial’s spon-
sor, but it takes on a slightly different cast when
trials are futided by cominerciglEponsors
rather than public money. Some people may
think that publications based on clinical study
reports with which the authors have no connec-
tion is equivalent to intellectual properiy theft,
but you cannot steal what is already in the
public domain (and only in the public domain
because a drug regulator or judge had the docu-

_publication policy, those who decided which

ments unconditionally released or the spon- |
sor waived their confidentiality claims over
the documents). The considerable discussion
about the need for public access to trial data :
and data ownership has not yet resolved how :
to handle the thorny but important question of
proper scientific credit.’*** RIAT authorship |
will not usurp pioper credit for a trial. Rather,
it will show how problematic the concepts of :
authorship and results reporting are in the |
modern clinical trial. RIAT authors would be |
able to claim credit for bringing to light what
was previously invisible or distorted but not for
carrying out the trial.

In the case of the Roche spofisoted oseltami- T

vir trials, we have so far identified nine different |
layers of responsibility, perhaps partially over-
lapping: those who designed the trial, those who
sponsored it, those who conducted it, those who ;
analysed the data, those who wrote or assembled
the clinical study report, those who decided the
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parts to publish (and in some cases not to pub-
lish), those who presented results at meetings
" or conferences, and, lastly, those who put their
: names to the published manuscript. None
* of these roles has a clear thread of account-
| ability and authors of the published trials have
| confirmed that they did not have access to the
| underlying studydata.” * In sum, in the context
of the modern clinical trial research enterprise,
; the traditional journal article publication model
. obscures responsibility more than itilluminates.
| Isrestorative writing fundamentally different
. from professional medical writing and “ghost
' writing”? One important difference is that hired
medical writers are paid for their services by those
who stand to gain from the publication and restor-
ative authors are not. Restorative authors are also
likely to have access to more detailed trial records
. than medical writers. Another difference is that
| medical writers are often instructed to insert “key
! messages” in publication ready manuscripts.” ©
 Finally, medical writers are often unacknowl-
' edged in the publication and soare notaccorded
any responsibility for the work they produce. By
. contrast, RIAT authors will take full responsibility
 for publishing abandoned studies, although we
. willreferto RIAT to make it clear that the article
i isaworkof restoration, not primary authorship.
{ Wearealso contemplating how best todocument
 RIAT authorshipin our CVs: ata minimum, such
: publications need tobe listed under a separate
* heading, identifying them as such.
. Recently, a group of drug manufacturers and
' medical journal editors published “ten recom-
. mendations for closing the credibility gap in
 teporting industry-sponsored clinical research,”
. aimed at eliminating reporting biases.*" Their rec-
ommendations do not go far enough to address
the problems. They do not mention publishing
abandoned trials and ignore

clinical trial data sharing that has led to major
public health harm. IFRIAT evokes the spectre of
data mining, it is important to remember that we
currently have no way to judge the fidelity of the
process of synthesising thousands of pages of a
clinical study reportinto a journal publication.
RIAT publicationis important even for poorly con-
ducted or unethical studies that many editors may
not feel merit publication. Without public docu-
mentation that a trial was pootly done, research-
ers will be left guessing about the value of the
study. A very brief trial report (without results if
they would be misleading) may suffice.

Finally, some people may argue that RIAT
republication ofa misreported study is muddying
the published record for dubious gain, especially
with older trials. We believe that correcting the
scientific record is preferable to ignoring inac-
curacies. Ifthe accompanying data support what
is reported in the RIAT republication, doubts
about which publication is correct should not be
a problem.

Call for restorative authors and

participating journals

The data we have obtained (table 1 on hmj.com)
relate to only a small fraction of the masses of
abandoned clinical trials. We call on others to
join us, to contribute trial documents they have
~Sbtained from public Sources that need publish-
ing or republishing, and to help us with the writ-
ing. We need volunteers to act in place of those
who should have but did not make trial reports
visible and accessible.

Litigation and freedom of information prom-
ise to usher increasing amounts of clinical trial
documents into the public domain. This reality
necessitates an urgent discussion about what
constitutes this new public commons and how

it should function. Should

responsibility for correcting Wecha!lerge readers  there be a central repository
i reporting biases persisting to provide an examme for once secret trial documents
| in existing trial publications. of open dlinical trial and, if so, who should or can’
¢ Furthermore, their recommen-  data sharing thathas responsibly house, index, and
' dation to “make publicall data”  {ed to major public maintain a public database of

refers to publication of journal  heglth harm documents that span regulatory
i article length manuscriptstather and legal boundaries? The tens

| than the full clinical study reports, individual
| participant data, investigators’ brochures, case
report forms, and many other of the sexni-secret
¢ documents thatwould help people to understand
"3 trial and its place i the research or regulatory
| approval programme—meaning the published
results would have to be taken on trust without
the possibility of verification.
_ Wil the publication of detailed clinical study
reports enable subsequent ill intentioned or
" otherwise misleading analyses by others (such
as spurious findings from data dredging)? We

! challenge readers to provide an example of open
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of millions of pages of internal tobacco industry
documents released in 1998 illustrate the enor-
mity and importance of rising to the ¢hallenge.®

Endorsement of the concept of restorative

authorship b¥m3dicaligumalﬁg.£t2}='§twm:h=elp%=using funds from KD's effort as an expert witness in the 2008

the effort to complete and correct the scientific
record. Journals can signal their willingness to
accept RIAT publications by including details
in their “instructions for authors.” We suggest
that journals ask restorative authors to provide
documentation of a trial’s status as abandoned;-
the provenance of data on which the RIAT pub-
lication is written (to ensure it is in the public

domain), and to agree tosubmit the clinical study
report and all other data used to write the manu-
script as well as an audit record documenting
what data were used. We suggest that toreduce
wasted time on behalf of both authors and edi-
tors, authors submit a presubmission inquiry to
discuss their case.

Our declaration to publish will be the first step
towards public and open debate on anissue that
affects everyone and has for too long been the

preserve of people acting behind closed doors.
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