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EDITORIAL

The Rush to Publication
An Editorial and Scientific Mistake

Howard Bauchner, MD

The world moves at a far faster pace than even a decade ago. In-
stantaneous access to electronic communication via email and
social mediais available 24 hours a day, virtually anywhere in the
world, on the ground and in the air, with video and audio on de-
mand. Thus, no one ever needs to be—or ever is—disconnected
from the world.

The speed of communication has clearly affected clinical and
laboratory research. There appears tobean increasing rush to pub-
lish, or at least to make the results of studies immediately pub-
licly available. Itis unclear if flawed science is more common than
in the past, but the number of accounts of serious problems with
scientific reports appears to be increasing, with more high-profile

Opinion

tation, and their own internal motivations, often request rapid
review and publication by journals. Many journals acquiesce
to these requests, in turn, placing more pressure on peer re-
viewers, most of whom are investigators, to complete review
in a matter of days, and more pressure on journal staff and re-
sources to expedite article preparation and distribution.
New interest in preprint servers in clinical medicine in-
creases the likelihood of premature dissemination and public
consumption of clinical research findings prior to rigorous
evaluation and peer review. At JAMA and throughout the JAMA
Network journals, the conclusions and interpretations of many
research articles change substantially between the initially sub-
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Progress in human health is measured in years, not days,
weeks, or months. Major breakthroughs in clinical medicine
are rare, with very few research findings likely to be imple-
mented immediately. No drug or device, regardless of how ef-
fective, is likely to improve health outcomes more than many
common and important clinical practices such as measuring
blood pressure and treating hypertension with well-known
drugs that have been proven to be safe and effective.

It usually takes years for interventions that improve pa-
tient outcomes to become part of routine practice and few novel
interventions are likely to be more important than those al-
ready known to be effective. Improving the health of the world’s
population has little to do with the speed of publication (ex-
cept in the case of major public health emergencies),'* but rather
with effective interventions that have been properly tested, ap-
propriate implementation of known or new interventions, and
sustainable improvements in health systems.

JAMA Vol 318,
1109-10




For most articles, public con-
sumption of research findings prior to peer review will have

little influence on health, but for some articles, the effect could
be devastating for some patientsif the results made public prior
to peer review are wrong or incorrectly interpreted.

JAMA September 26, 2017 Volume 318, 1109-10



Sacrificing adequate and thoughtful
peer review and editorial assessment is a mistake for re-

search in medicine. Timely assessment and dissemination of

medical research findings is certainly important, but for most

articles, rushing to publication in days or weeks will not im-
prove health outcomes.

JAMA September 26, 2017 Volume 318, 1109-10
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OComplementary to, and
not a replacement for,
peer review journals.







ODOIl Is unigue alphanumeric
string assigned by registration
agency (International DOI
Foundation) to idenftity content
and provide a persistent link to
Its location on the Internet.




OMajor journals already allow
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OMedical meetings

OClinicaltrials.gov
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Olnformation often incomplete
OMay not be citable
OMay not be searchable
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comments/dialogue
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OMany trials are never reported —
or are delayed by years.



We will work towards a
timeframe of 12 months
from primary study
completion (the last visit of
the last subject for

collection of data on the
primary outcome) as the
global norm for summary
results disclosure.

Registration of clinical trials

Before any clinical trial is initiated (at any Phase) its details must be registered in a
publicly available, free to access, searchable clinical trial registry complying with
WHQO’s international agreed standards (www.who.int/ictrp). The clinical trial registry
entry must be made before the first subject receives the first medical intervention in
the trial (or as soon as possible afterwards). Clinical trial registry records should be
updated as necessary to include final enrolment numbers achieved, and the date of
primary study completion (defined as the last data collection timepoint for the last
subject for the primary outcome measure). If clinical trials are terminated, their status
should be updated to note the date of termination, and to report the numbers enrolled
up to the date of termination.

Completeness and accuracy of the clinical trial registry records can be a limiting
factor for use of information from the registries, and it is encouraged that care is
taken to ensure good quality registry entries.

Reporting timeframes for clinical trials

We jointly agree that summary results of clinical trials should be made publicly
available in a timely manner following primary study completion. There are two main
madalities for this to occur. By posting to the results section of the clinical trial registry
and by journal publication. We will work towards a timeframe of 12 months from
primary study completion (the last visit of the last subject for collection of data on the
primary outcome) as the global norm for summary results disclosure . As timelines for
publication in a journal are not fully within the control of the sponsor or investigator,
this joint statement focuses on use of registries — such as clinicaltrials.gov and EU-
CTR - to meet this results disclosure expectation. Publication in a journal is also an
expectation, with an indicative timeframe of 24 months from study completion to allow
for peer review etc. Access to a sufficiently detailed clinical trial protocol is necessary
in order to be able to interpret summary results. Therefore we also encourage
development of requirements that the protocols are made publicly available no later
than the time of the summary results disclosure as part of the clinical trial registry
summary results information (including amendments approved by ethics
committees/institutional review boards, and either as uploaded electronic document
formats such as pdfs or links to the pdf).

At the time of the initial grant submission, the plan for public disclosure of results
should be included, including specific time bound commitments. Reasonable funds to
enable compliance with these considerations is a cost eligible item in clinical trial
budgets.

Trial ID in clinical trial publication

The Trial ID or registry identifier code/number should be included in all publications of
clinical trials, and should be provided as part of the abstract to PubMed and other
bibliographic search databases for easy linking of trial related publications with
clinical trial registry site records. This is essential for linking journal publications with
registry records.

Registration and reporting of past trials

Reporting of previous trials realises the value of funding; therefore the contribution
made from reporting previous trials, whatever their results, will be considered in the
assessment of a funding proposal. When a Pl applies for new funding, they may be
asked to provide a list of all previous trials on which they were Pl within a specified
timeframe and their reporting status, with an explanation where trials have remained
unreported.

http://www.who.int/
ictrp/results/jointstat
ement/en/



O “Not only will this help
ensure that these research
findings are more
discoverable, but it will also
reduce reporfing biases,
which currently favor
publication of trials which
have a positive outcome.”




O"lt's a 21st-century best practice —
and an essential part of the social
contract that underlies medical
research — that clinical frial data
should be made publicly
available less than one year after
a clinical trial's completion.”




National Institutes of Health
Turning Discovery Into Health

In general, results
information must be

submitted no later
than one year after
the completion date
of the applicable
drug clinical trial.

This is 1o be publi in the
Federal Register on 09/21/2016 and available online at
https:/ffederalregister.gov/d/2016-22129, and on FDsys.gov

42 CFR Part 11
[Docket Number NTH-2011-0003]
RIN: 0925-AAS5

Clinical Trials Registration and Results Information Submission

AGENCY: National Institutes of Health, Department of Health and Human Services.

ACTION:  Final Rule.

SUMMARY: This final rule details the requirements for submitting registration and summary
results information, including adverse event information, for specified clinical trials of drug
products (including biological products) and device products and for pediatric postmarket
surveillances of a device product to ClinicalTrials.gov, the clinical trial registry and results data
bank operated by the National Library of Medicine (NLM) of the National Institutes of Health
(NIH). This rule provides for the expanded registry and results data bank specified in Title VIIT
of the Food and Drug Administration Amendments Act of 2007 (FDAAA) to help patients find
trials for which they might be eligible, enhance the design of clinical trials and prevent
duplication of unsuccessful or unsafe trials, improve the evidence base that informs clinical care,
increase the efficiency of drug and device development processes, improve clinical research

practice, and build public trust in clinical research. The requirements apply to the responsible

party (meaning the sponsor or designated principal investigator) for certain clinical trials of drug
products (including biological products) and device products that are regulated by the Food and
Drug Administration (FDA) and for pediatric postmarket surveillances of a device product that

are ordered by FDA.

https://s3.amazona
ws.com/public-
inspection.federalre
gister.gov/2016-
effective date and the compliance date can be found in Section IV.F. 22129.pdf

DATES: These regulations are effective on January 18, 2017. Additional information on the




Only 29% of completed
clinical trials conducted
by the faculty at major

academic centers were
published within two years
of completion and only
13% reported results on
ClinicalTrials.gov
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CFENACCESS - pyhblication and reporting of clinical trial results: cross sectional
analysis across academic medical centers

Ruijun Chen,’ Nihar R Desai,™* Joseph S Ross,**>% Weiwei Zhang,’ Katherine H Chau,' Brian
Wayda,” Karthik Murugiah,® Daniel Y Lu,” Amit Mittal,# Harlan M Krumholz?3##
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WHAT THIS STUDY ADDS

ABSTRACT

OBJECTIVE

To determine rates of publication and reporting of
Tesults within two years for all completed clinical trials
registered in ClinicalTrials gov across leading
academic medical centers in the United States.
DESIGN

Cross sectional analysis.

enters in the United States
PARTICIPANTS

Academic medical centers with 40 or more completed
interventional trials registered on ClinicalTrials.gov.
METHODS

Using the Aggregate Analysis of ClinicalTrials.gov
database and manual review, we identified all

interventional clinical trials registered on Clini Is.

‘gov with a primary completion date between October
2007 and September 2010 and with a lead investigator
affiliated with an academic medical center,

MAIN OUTCOME MEASURES

The proportion of trials that disseminated results,
defined as publication or reporting of results on
ClinicalTrials.gov, overall and within 24 months of
study completion.

RESULTS

We identified 4347 interventional clinical trials across
51 academic medical centers. Among the trials, 1005
(23%) enrolled mare than 100 patients, 1216 (28%)
were double blind, and 2169 (50%) were phase |
through IV, Overall, academic medical centers

WHAT IS ALREADY KNOWN ON THIS TOPIC
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centers showed noticeable variation and poor performance in

sion making

101136

disseminated results for 2892 (66%) trials, with 1560
(35.9%) achieving this within 24 months of study
completion. The proportion of clinical trials with
results disseminated within 24 months of study
completion ranged from 16.2% (6/37) to 55.3%
(57/103) across academic medical centers, The
proportion of clinical trials published within 24 months
of study completion ranged fram 10.8% (4/37) to
40.3% (31/77) across academic medical centers,
whereas results reporting on ClinicalTrials gov ranged
from 1.6% (2/122) to £0.7% (72/177).

CONCLUSIONS

Despite the ethical mandate and expressed values and
mission of academic institutions, there is poor
performance and noticeable variation in the
dissemination of clinical trial results across leading
academic medical centers

Introduction

‘Randomized clinical trials are the ideal means for evalu-
ating the efficacy and safety of medical drugs and
devices. Timely dissemination of the findings from clin-
ical trials s a prerequisite for ensuring that clinical dect
sions made by patients and physicians reflect the best
sclentific evidence, and that future scientific investiga-
tion benefits from previous inquiry. Dissemination is
principally achieved through publication in peer
Teviewed hiomedical journals as well as through public
reporting of results on clinical trial Tegistries. " How-
ever, a large body of research found that between 25%
and 50% of clinical trials remain unpublished, some
times years after study completion.? Similarly, studies
have shown that the results of many clinical trials are
not reported promptly on ClinicalTrials. gov.

Academic medical centers play a critical role in the
clinical trials research enterprise. However, studies
suggest that academically based investigators perform
suboptimally in publishing®* and reporting trial
results.” "

We carried out a comprehensive examination of the
rates of publication and reporting of results within two
years for all completed clinical trials registered in Clin-
icalTrials gov across more than 50 academic medical
centers in the United States with active clinical research
programs.

Methads

Data source and study sample

We used data from Clinical Trials.gov through the Aggre
gate Analysis of ClinicalTrials gov (AACT) database,
reflecting data downloaded as of 27 September 2013,
under the Clinical Trials Transformation Initiative, We
identified all interventional clinical trials registered on

http://www.bmj.com
/content/lbmj/352/b

mj.i637 .full.pdf
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About
volume... It's not information

overload. It's filter
failure.

CLAY SHIRKEY
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Concern:
Public may act
prematurely.
Harm may
accrue.
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ChinicalTrials.oov

A service of the U.S. National Institutes of Health
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Journal Policies
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O Many journals allow =
preprints, including BMJ,
Science, Nature and others.



Journal Publisher # Policy type Policy text

The BMJ BMJ
(formerly British = Publishing Compatible Preprint ("Original manuscript submitted to BMJ.") can be posted.
Medical Journal) Group Ltd




Journal Polic

The policy states "Neither conference presentations nor posting on recognized preprint servers

constitute prior publication," and an editorial explains: "Nature never wishes to stand in the way of

communication between researchers.[...] Communication between researchers includes not only
Nature Publishing Compatible conferences but also preprint servers. The ArXiv preprint server is the medium of choice for (mainly)
Group physicists and astronomers who wish to share drafts of their papers with their colleagues, and with

anyone else with sufficient time and knowledge to navigate it. [...] If scientists wish to display drafts of

their research papers on an established preprint server before or during submission to Nature or any
Nature journal, that's fine by us."
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We accept preprints in grant applications: new guidance for researchers
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OUR MISSION

The Yale University Open Data Access (YODA) Project’s
mission is to advocate for the responsible sharing of
clinical research data, open science, and research
transparency. The Project is committed to supporting
research focused on improving the health of patients and
informing science and public health. The YODA Praject can
only improve with your feedback. Please share your
comments and ideas.

CONTACT US

OUR MODEL

The YODA Project seeks mutually beneficial partnerships
with Data Holders, p ing ind dence, ibl
conduct of research, good stewardship of data, and the
generation of knowledge in the best interest of society. To
participate, each Data Holder must transfer full jurisdiction
over data access to the YODA Project.

LEARN MORE

LOG IN

REQUEST DATA

Are you ready to request data? To date, 191 trials have
been identified as available. The YODA Project and
partnered Data Holders continue to identify and add more.

GET STARTED

SHARE FINDINGS

The YODA Project maintains MedArXiv, a free preprint
service for the medicine and health sciences, to accelerate
the scientific enterprise by facilitating results reporting,
documenting the provenance of ideas, and fostering
scientific communication.

LEARN MORE



When is the right time?

Yoda.yale.edu
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OCommunity resource

OStewards not owners
Olterative learning



ONot to establish a server

OBut to Improve and accelerate
science, promote collaboration,
enhance fransparency, reduce waste

Olmprove over time



OJournals should allow co-existence of
pore-print servers and not penalize
sclentists who use them.

Ols there really a difference from
presenting at a meetinge



Omedarxiv@yale.edu




