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All 1s Not Well ...

“Recent performance in our
clinical trials program is not
acceptable: recruitment is too
slow, registration in public
databases is not consistent,
and reporting takes too long
to meet the needs of the
public.”

Tom Insel, MD

http://www.nimh.nih.gov/about/director/2014/a-new-approach-to-clinical-trials.shtml
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A Quarter of a Century Ago ...

Underreporting Research Is
Scientific Misconduct

lain Chalmers, FRCOG

“*Substantial numbers of clinical trials are never reported ...
Failure to publish is a form of scientific misconduct that
can lead to inappropriate treatment decisions.
Investigators, ethics committees, funding bodies, and scientific
editors all have responsibilities to reduce underreporting of

clinical trials.”

JAMA 1990;263:1405-8
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A Dozen Years Ago ...

B ORIGINAL CONTRIBUTION

Factors Associated With Failure to Publish
Large Randomized Trials Presented
at an Oncology Meeting

Monika K. Krzyzanowska, MD, MPH Context Large clinical trials are the criterion standard for making treatment

Melania Pintilie, MSe sions, and nonpublication of the results of such trials can lead to bias in the liter
and contribute to inappropriate medical decisions.

lan F. Tannock, MD, PhD pprop
ML Liuene TA Aatrvinmiina Han vada Af Ll miihlicatianm Af lavan vandamaiaad Feial

26% of large cancer trials unpublished after 5 years!

JAMA 2003;290:495-501
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S Years Ago ...

M

A Threat to Medical Innovation

“The ... current situation ... is putting truly excellent
laboratories out of business. In the spirit of ‘never waste a
good crisis,” a serious evaluation of ... NIH ... policies and
programs is warranted. They include ... large collective
funding efforts [like] expensive clinical and
epidemiological research.”

( {@ [ tctionat st o ea Rosbash M. Science 2011: 333:136



A Few Months Later ...

BM]

BMJ2011;344:d7292 doi: 10.1136/bm|.d7292 (Published 3 January 2012) Page 1 of 10

e
RESEARCH

Publication of NIH funded trials registered in
ClinicalTrials.gov: cross sectional analysis

98] OPEN ACCESS

Joseph S Ross assistant professor of medicine'?, Tony Tse program analyst at Clinical Trials.gov’,
Deborah A Zarin director of ClinicalTrials.gov’, Hui Xu postgraduate house staff trainee®, Lei Zhou
postgraduate house staff trainee”, Harlan M Krumholz Harold H Hines Jr professor of medicine and
professor of investigative medicine and of public health
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Can’t Ignore This Any Longer ...

FRED UPTON, MICHIGAN HENRY A. WAXMAN, CALIFORNIA
CHAIRMAN RANKING MEMBER

ONE HUNDRED TWELFTH CONGRESS

Congress of the United States

PHouse of Repregentatives
COMMITTEE ON ENERGY AND COMMERCE

2125 Ravsurn House Orrice BuiLoing
WasHingTon, DC 20515-6115

Majority (202) 225-2927
Minority (202) 225-3641

February 14, 2012

The Honorable Francis S. Collins - -

Director “This study raises concerns whether
National Institutes of Health . . )

9000 Rockville Pike NIH is adequately implementing...

Bethesda, Maryland 20892

Dear Dr. Collins:

We are writing to express our ¢
underreporting of results of clinic

rn over a recent report documenting the

g trials. The most recent issue of the British Medical
Journal contains a study by regg#fchers from the University of Nottingham that finds that
researchers and pharmac al companies routinely fail to publish data from clinical drug trials
in a timely fashion. This study raises concerns whether NIH is adequately implementing the law




So We Looked ...

The NEW ENGLAND JOURNAL of MEDICINE

SPECIAL ARTICLE

Publication of Trials Funded by the National
Heart, Lung, and Blood Institute

David Gordon, M.D., Ph.D., Wendy Taddei-Peters, Ph.D., Alice Mascette, M.D.,
Melissa Antman, Ph.D., Peter G. Kaufmann, Ph.D., and Michael S. Lauer, M.D.

ABSTRACT

BACKGROUND

Rapid publication of clinical trials is essential in order for the findings to yield
maximal benefits for public health and scientific progress. Factors affecting the
speed of publication of the main results of government-funded trials have not been
well characterized.

METHODS
We analyzed 244 extramural randomized clinical trials of cardiovascular interven-
tions that were supported by the National Heart, Lung, and Blood Institute (NHLBI).
We selected trials for which data collection had been completed between January 1,
2000, and December 31, 2011. Our primary outcome measure was the time between
completion of the trial and publication of the main results in a peer-reviewed journal.

m National Institutes of Health Gordon D, Lauer M et al. N Engl J Med 2013;369:1926-34


https://intranet.nhlbi.nih.gov/sites/intranet.nhlbi.nih.gov/files/field/image/David%20Gordon.jpg

Confirmation ... With a Twist

Unadjusted rate ratio, 5.47 (95% Cl, 3.74-7.98); P=0.001
Adjusted rate ratio, 2.11 (95% Cl, 1.26—3.53); P=0.004

1.0+ 1
Clinical end points

0.9+
0.8
0.7
0.6
0.5

0.4 Surrogate end points

0.3

Cumulative Publication Rate

0.2

0.0 T T T T T 1
0 10 20 30 40 50 60

Months after Trial Completion

No. at Risk
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At Your Institution? ...

Publication and reporting of clinical trial results: cross sectional
analysis across academic medical centers
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Fig 2 | Rates of dissemination of clinical trial results (publication of results or reporting of results on ClinicalTrials.gov) within 24 months across academic
institutions. Of 4347 completed clinical trials, this figure excludes trials without dissemination of results (n=1455) as well as those with publication date
and results reporting date <0 (n=216)

Krumholz H et al. BMJ 2016:352:i1637
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POLICY-ISH

Academic Medical Centers Get An F In Sharing
Research Results

Updated February 24, 2016 - 9:43 AM ET
Published February 23, 2016 - .59 PM ET
Commentary

Meaning ...

HARLAN KRUMHOLZ

Not reporting results:

* Violates a basic principle
of the scientific method

* Harms patients, society
and science

* Dishonors the study
participants who gave
consent and bore the risk

SHARE

E v

Who will check the study results if they aren't made public?

http://www.npr.org/sections/health-shots/2016/02/23/467712481/academic-medical-centers-get-an-f-in-sharing-research-results
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http://www.npr.org/sections/health-shots/2016/02/23/467712481/academic-medical-centers-get-an-f-in-sharing-research-results

Original Rescarch An d It GoeS On . u

Publication status of contemporary oncology randomised
controlled trials worldwide

Yu-Pei Chen *', Xu Liu *', Jia-Wei Lv *', Wen-Fei Li ®, Yuan Zhang *,
Ying Guo > Ai-Hua Lin ¢, Ying Sun “, Yan-Ping Mao a4 Jun Ma ¥
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,{é m) National Institutes of Hoalth European Journal of Cancer 2016;66:17e25
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A Core Obligation for Us

Underreporting Research Is
Scientific Misconduct

lain Chalmers, FRCOG

“*Substantial numbers of clinical trials are never reported ...
Failure to publish is a form of scientific misconduct that can
lead to inappropriate treatment decisions. Investigators, ethics
committees, funding bodies, and scientific editors all have
responsibilities to reduce underreporting of clinical trials.”

JAMA 1990;263:1405-8
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A New Policy ...

Toward a New Era of Trust and Transparency

Kathy L. Hudson, PhD
National Institutes of
Health, Bethesda,
Maryland.

MichaelS. Lauer, MD
National Institutes of
Health, Bethesda,
Maryland.

Francis S. Collins, MD,
PhD

National Institutes of
Health, Bethesda,
Maryland.

o
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in Clinical Trials

“To realize the benefits of a clinical
trial, the data must be broadly
shared quickly. The DHHS has

released a reqgulation for
registration and summary results
reporting...”

JAMA 2016 (online September 16, 2016)

14



NIH Trials Reporting Policy

« Applies to all NIH-funded trials, except

— Trials where NIH funded infrastructure only
— Trials initiated before January 18, 2017

* Applications address trial reporting

— Mention in informed consent

— Register trial in ClinicalTrials.gov by 21 days after first
participant enroliment

— One record per trial

— Submit results in ClinicalTrials.gov within one year of
completion

.‘f".i‘-r‘/‘
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What Results Information to Report

o Participant flow

 Demographic and baseline characteristics
« All primary and secondary outcomes

* Adverse events

* Full protocol and statistical analysis plan

Open Mike
https://nexus.od.nih.gov/all/2016/09/16/vis
Ibility-of-clinical-trial-activities-and-results/
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https://nexus.od.nih.gov/all/2016/09/16/visibility-of-clinical-trial-activities-and-results/
https://nexus.od.nih.gov/all/2016/09/16/visibility-of-clinical-trial-activities-and-results/

Consequences ...

Toward a New Era of Trust and Transparency
in Clinical Trials

Kathy L. Hudson, PhD

ational nstitutes of “To realize the benefits of a clinical trial,

Maryland. the data must be broadly shared quickly.

ichaclS. Lauer MD The_ DHI_—IS has released a regulation for

National Institutes of registration and summary results

Health, Bethesda, . . .

Maryland. reporting. The NIH will withhold
clinical trial funding if the agency is

Francis S. Collins, MD, . . .

PhD unable to verify adequate registration

National Institutes of i ”

o Bt and results reporting...

Maryland.

m)m a stiuts of Hoalt JAMA 2016 (online September 16, 2016)
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Transparency is Not a New Idea!

The Year was 1543...

v

t"-s\_@ \ S > [ S
R " A y http://ads.harvard.edu/books/1543droc.book/
: Packer, M, BMJ, September 2016

on docet  inslabiles Copernicus athens orbes,
taora  mslabiles arguit ille wvices

&
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Thanks also to Sarah Carr and Jeremy Brown
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Standard Text and Graphics ...

NICOLAI COPER

NICI REVOLVTIONVM

LIBER PRIMVS,

Quod mundus fit fphaericus, Cap.1,

yerea

'r"“fp' RINCI P10 aduertendum nobiseft,olo
:r:l fr’ || bofum effe mundum, fiue quéd ipfa fors
g /4| ma perfectiflima (it omnium, nulla indi=
v | gens compagine, tota integra : fiue quéd
unxa 4l ipfa capacifsima fit figurarum,qua: com
¢ ano % B 3| prechenfurls omnia, & conferuaturii maxi
XXI. B | medecet: fiue etiam qudd abfolutifsimae
io par quaqp mundi partes,Solemdico,Lunam & ftellas, tali forma
:;:]; confpiciantur:fiuequod hacuniuerfaappetat terminari, quod

e in aquae guttis caeeeriscy liquidis corporibus apparet, dum per
o {e terminari cupiunt, Quo minus talem formam cceleftibus cor
poribus attributam quilquam dubitauerit,

http://ads.harvard.edu/books/1543droc.book/
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http://ads.harvard.edu/books/1543droc.book/

The Most Famous Picture ...

http://ads.harvard.edu/books/1543droc.book/

P
{ @ m) National Institutes of Health
M Office of Extramural Research 20



http://ads.harvard.edu/books/1543droc.book/

But Also ... Lots of ....
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Back to the Future...

FDA Phase
2&3
Review Protocol

Clinical
Trial
FOAS

ClinicalTrials Clinical

.gov Trials.gov

Registration Results
Reporting

Criteria Template

Grant
Application

@@M.h

Required
Elements

IRB

Ongoing Clinical Trials Monitoring and Oversight

Strategic use DSM Assessment
IC Trial of trial data in policy of
SOPs | Training | system/ | ClinicalTrials. updates stewardship

reforms

gov

{ @ m)l\latlonal Institutes of Health . C . .
= Office of Extramural Research https://nexus.od.nih.gov/all/2017/01/06/status-of-our-initiatives-to-strengthen-clinical-trials/



Presenter
Presentation Notes
FAQs  https://grants.nih.gov/clinicaltrials_fdaaa/faq.htm
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