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=»- National Library of Medicine

NATIONAL
LIBRARY OF - -
MEDICINE More than a (just) a Library
A Worl doés | argest medica
artifacts)
A Intramural research laboratories
T Lister Hill Nat 0l Cent e
i National Center for Biotechnology Information
A Extramural research and training
A Information services for various audiences

www.nlm.nih.qov

i Medline i citations to published literature
i PubMed Central i full text journal articles
i MedlinePlus i consumer-oriented information

i Special Populations - Arctic Health, Native
American, Asian American, Seniors

i Genbanki gene sequences

I Genetics Home Reference

i dbGaP i genome wide associations

I PubChem1 small molecules database
I Hazardous Substances Database

I ToxTown - for school children

i ClinicalTrials.gov


http://www.nlm.nih.gov/

> Increasing the transparency

NATIONAL
LIBRARY OF

woene Of Clinical trials information

Motivations

A Science i Communication of research objectives and
results; Enhance recruitment

A Medical care 7 trials inform medical decision-making

A Ethics i Human volunteers involved

A Safety i IRBs can better evaluate risks/benefits

Access to Summary Scientific Access to
full protocol of results publication full data set

CLINICALTRIALS REGISTRY

Zarin DA, Tse T. Science. 2008;319(5868):1340-2.



Concerns about transparency:
MEDICINE D Fu g S afety

Moz MSNBC.com

Report: Vioxx linked to thousands of deaths
Newspaper cites government study on recalled pain drug

MSMHBC staff and news service reports
Updated: 6:15 p.m. ET QOct. &, 2004

Merck & Co.’s arthritis drug Vioxx may have led to more than 27,000 heart attacks
and sudden cardiac deaths before it was pulled from the market last week, the
Wall Street Journal reported Wednesday, citing an unreleased study by
government regulators.
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June 2, 2004

New York Sues Maker of Antidepressant Drug Paxil
By KENNETH N. GILPIN

he Wew York State attorney general accused the British diug giant GlaxoSmithKline of

consumer fraud today, asserting that the company had withheld negative information and
misrepresented data about the etficacy and safety of prescribing the antidepressant drug Paxil to
children.




»— Concerns about transparenc
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EDITORIAL

Clinical Trials and Public Trust

JAMA, Apml 1

Impugning the Integrity of Medical Science
The Adverse Effects of Industry Influence

Catl . MD, MPH e 12




= Concerns about transparency:
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NEWS RELEASE

N e

' ;ilti1: 7 Committee on EI"IEF(]:]\,# and Commerce
_Rep. John D. Dingel

Chairman

N W W

For Immediate Release: January 22, 2008
Contact: Jodi Seth or Brin Frazier, 202-225-5735




M= EDA Amendments Act of 2007

o 8801--Expanded Clinical Trial Registry Data Bank

A Within 90-Days of Enactment (12/26/07)

I Expand existing clinical trials registry to accept broader scope of
trials, more required information

I Registration requirements for 0nAF
updated registrations for serious & life-threatening conditions)

Link from registry to specified FDA & NIH results information

A W|th|n 1 Year of Enactment (9/27/08)

I Deadline for registering ongoing trials that are not for serious or life-
threatening conditions

I Basic results database and results reporting

A Future Enhancements (9/27/2008 +)

I Adverse event reporting (18-24 months)

I Pilot Quality Control study to inform rulemaking

I Rulemaking for Expanded Registry and Results Database (3 yrs)
A Penalties for non-compliance

I Withhold Federal grant funding

I Monetary fines



v Clinical Trials.gov

Worl d s | argest trials regi

60,000+ trials as of September 2008
350-400 new trials registered WEEKLY
From all 50 US States + 150 countries

Established in 2000

Mandated by FDA Modernization Act of 1997

Required for trials of drugs for serious & life threatening
conditions

Continually expanded and modified to accommodate
other registration policies

ICMJE policy

WHO Registration Data Elements
Accepts registration of trials of wide range of medical
Interventions across the globe

Undergoing significant transformation in response to FDA
Amendments Act of 2007
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smowe Clinical Trials Registries

MEDICINE

Number of trials registered as of 15 Sept 2008

ClinicalTrials.gov 61,665
ISRCTN (UK) 7,110
Australian New Zealand Clinical Trial 2,402
Registry (ANZCTR)

Netherlands Trial Reqgistry 1,343
Chinese Clinical Trial Register (ChiCTR) 95
Clinical Trials Registry T India (CTRI) 93
Sri Lanka Clinical Trials Registry 31
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> New Trial Registrations at
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> Types of Trials Registered
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Type of Trial Number Percent

Interventional
-- Drug & biologic
-- Device

-- Surgical procedure

-- Behavior, gene therapy, other

Observational

Undefined

NApplicable clinical
Total

As of 15 September 2008
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= Wide Range of Registrants

LIBRARY OF
wene gt Clinical Trials.gov
Trials by Data Provider No. Records Percent

University, Other
Industry

NIH and other Federal
Total

Trials by Location No. Records Percent
US only

Non-US only

Both US & Non-US
Unknown

As of 15 September 2008
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>m FDAAA Registration
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A Must register Applicable Clinical Trials
I Drugs, Biologics and Devices

I Excludes Phase 1 studies, feasibility studies
A Voluntary registration accepted

A Registration required 21 days after
enroliment of 1t patient

A Required updates (at least annually, more for
some elements)

A Post information within 30 days of receipt

A EXCEPT delay posting of information for
trials of uncleared/unapproved devices
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—»~ FDAAA required registration
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Mo Information
Descriptive Recruitment
A Brief title & summary A Eligibility criteria

A Primary purpose

A Gender, age limits

A Study type A Healthy volunteers?
A Primary disease/ condition |A Recruitment status
A Start & completion dates A Expanded access?
A Target # of subjects

A Outcomes

Location and contact info Administrative information

A Name of sponsor
A Responsible party

A Unique protocol ID
A Other protocol ID

A Facility name and contact A IND/IDE protocol ID

16-17 October 2008

OECD Knowledge Markets

15



NATIONAL
LIBRARY OF
MEDICINE

BASIC RESULTS REPORTING
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)., Basic Results Reporting:

MEDICINE General ReqU|rementS

AApplies to results of
FDA-approved/cleared medical products

A Deadline for submission (in general) within 12

months of the earlier of estimated or actual trial
completion date

A Delayed submission with certification

I Initial approval/clearance: within 30 days of decision

I New use: within 30 days of FDA action or withdrawal
without resubmission for 210 days. 2-year maximum.
| Extensions for good cause

17
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—» Basic Results Reporting:
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A Demographic & baseline characteristics
I Table of values, overall and for each arm

I # of patients dropped out & excluded from analysis
A Primary and secondary outcomes

I Table of values for each primary & secondary outcome
measure, by arm

I Scientifically appropriate tests of statistical significance
A Point of contact (for scientific information)

A Certain agreements (restrictions on Pl to discuss or
publish results after trial completion date)
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6
vmont - Adyerse Events - Default

MEDICINE

A Take effect if the Secretary fails to issue regulations

\évcl)tglgr]l 24 months after the date of enactment [September

A Serious Adverse Events

I Table of anticipated and unanticipated serious adverse
events

I Grouped by organ system
I Number and frequency of event in each arm of clinical trial

A Frequent Adverse Events

I Table of anticipated and unanticipated adverse events

I tE_ch:eed a frequency of 5 percent within any arm of clinical
ria

I Grouped by organ system
I Number and frequency of event in each arm of clinical trial
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=~ Underlying Philosophy for
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"Make everything as simple as
possible...
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C’inica’Triﬂls. ov Home Search Study Topics Glossary

B service ofthS. National Institutes of Health Search |

Study 1 of 2 for search of: Studies With Results
Return to Search Results Next Study wjp

Full Text View Tabular View

Bimatoprost 0.03% Versus Travoprost 0.004°% in Patients Currently on Latanoprost 0.005%

This study has been completed.

Sponsered by: | Allergan

Infermation provided by: | Allergan

ClinicalTrials.gov ldentifier: | NCT00440011

P Purpose

Patients with glaucoma or ocular hypertension currently being treated with latanopraost 0.005%, and in need of additional IOP lowering, will be randomized to receive either bimatoprost
0.03% or travoprost 0.004% in place of latanoprost 0.005%

Condition Intervention Phase

Glaucoma Drug: bimatoprost 0.03% eye drops Phase It/
Ocular Hypertension Drug: travoprost 0.004% eye drops

Genetics Home Reference related topics: garly-onset glaucoma

hWiedlinePlus related topics: Glaucoma  High Blood Pressure

ChemlDplus related topics: Latanoprost  Tetrahydrozoline  Tetrahydrozaoline hydrochloride  Travoprost  Bimatoprost

LS. FDA Resources




%% Basic Results Record

MEDICINE
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