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Rationale for 
Registry and Results Database



What’s All The Fuss About?

• Suppression of research results impedes 
the scientific process in all areas of science

• Suppression of clinical trial data is 
particularly problematic
– Trials depend on human volunteers
– Trial results inform our medical decisions
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Three Key Problems

• Not all trials are published
• Publications do not always include all  

prespecified outcome measures
• Unacknowledged changes are made to the 

trial protocol that would affect the 
interpretation of the findings
– e.g., changes to the prespecified outcome 

measures
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Reasons to Register Clinical 
Trials and Report Results
• Human Subject Protections

– Allows potential participants to find studies
– Assists ethical review boards and others in determining 

appropriateness of studies being reviewed (e.g., harms, benefits, 
redundancy)

– Promote fulfillment of ethical responsibility to human volunteers – 
research contributes to medical knowledge 

• Research Integrity
– Facilitates tracking of protocol changes
– Increases transparency of research enterprise

• Evidence Based Medicine
– Facilitates tracking of studies and outcome measures
– Allows for more complete identification of relevant studies

• Allocation of Resources
– Promotes more efficient allocation of resources
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ClinicalTrials.gov Background
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History of ClinicalTrials.gov

• FDAMA* 113 (1997) mandates registry
– Investigational New Drug application (IND) trials for 

serious and life-threatening diseases or conditions
• ClinicalTrials.gov launched in February 2000
• Calls for increased transparency of clinical trials

– Maine State Law; State Attorneys General
– International Committee of Medical Journal Editors 

(ICMJE) statement (2004)
• ClinicalTrials.gov accommodates other policies
• FDAAA†

 
Section 801 (2007): Expands registry & 

adds results reporting requirements
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* Food and Drug Administration Modernization Act of 1997
† Food and Drug Administration Amendments Act of 2007



ClinicalTrials.gov Features

• One record per trial
• Registration information

– Submitted at trial initiation
– Summarizes information from trial protocol
– Includes recruitment information (e.g., eligibility, locations)

• Results information
– Submitted after trial completion
– Summarizes trial results

• Sophisticated search capabilities
– Allows for efficient identification of trials meeting the user’s criteria
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ClinicalTrials.gov Statistics 
(as of 2/28/2011)

Registration Results

Total                  103,643  3,086
Type of Trial

Observational 18,086 (17%)   188 (  6%)
Interventional* 85,227 (82%)   2,898 (94%)
– Drug & Biologic 60,437   2,542
– Behavioral, Other      16,001  223
– Surgical Procedure 10,111 86
– Device** 9,015 229

International Sites (>170 countries)
US only 46,234 (45%)    1,180 (38%)
Non-US only 40,336 (39%) 885 (29%) 
US & Non-US mixed 6,474 (  6%)   410 (13%)
Missing 10,599 (10%) 611 (20%)

*A study record may include more than one type of intervention
**330 applicable device clinical trials submitted, but qualify for “delayed posting” under FDAAA



Protocol Information

• Description of Study
– Study Type, Phase,  Design, Outcome Measures, 

• Recruitment Information
– Eligibility criteria, locations, recruitment status

• Administrative and other information
– Key dates, key contact information

• NLM inserted links to help readers
– Publications via Medline
– Consumer health information (drugs, condition, etc)
– FDA information (from public site)
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Results Information

• Participant Flow
• Baseline and Demographic Characteristics
• Primary and Secondary Outcomes
• Adverse Event Information
• Other Information

– “Certain Agreements” related to Restrictions on 
Results Disclosure

– Overall Limitations and Caveats
– Results Point of Contact
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Clarifications about Results 
Reporting Requirements
• Summary results at the end of the trial

– No interim or “real time” reporting
– No participant level reporting

• Information currently targeted at those who can 
understand the medical literature
– “just the facts”
– No conclusions or discussion

• Results reporting to ClinicalTrials.gov is 
independent of journal publication
– Designed to complement, not replace, journal articles
– Journals link to ClinicalTrials.gov via NCT #
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Public Archive for Records

• Changes can and should be made to 
records
– Estimated dates become “actual” dates
– Estimated enrollment becomes “actual”
– Other protocol changes
– Overall recruitment status changes
– Results may be added or changed

• All changes are publicly “tracked”
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Key Policies and FDAAA



Policies and Users
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FDAAA 
Sec. 801. Expanded Clinical Trial Registry Data Bank

• Enacted on September 27, 2007
• Requires Trial Registration
• Requires Results Reporting
• Added enforcement provisions

– Notices of non-compliance
– Civil monetary penalties (up to $10,000/day)
– Withholding of NIH grant funds
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Scope of Registration Policies

• ICMJE*
– Interventional trials

• All intervention types
– All phases

• FDAAA**
– Interventional trials

• Drugs, biologics, devices
– Not phase 1 drug or not small feasibility device
– US FDA jurisdiction (e.g., IND/IDE or US site)
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* Laine C, Horton R, DeAngelis C, et al. Ann Intern Med. 2007; http://www.icmje.org/faq_clinical.html
** http://prsinfo.clinicaltrials.gov/fdaaa.html
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Results Reporting Policies— 
FDAAA
• Which Trials?

– Interventional Trials
• Drugs, biologics, devices
• Once approved by FDA

– Not phase 1 drug or not small feasibility device
– US FDA jurisdiction (e.g., IND/IDE or US site)

• When?
– Generally within 12 months of (primary) completion 

date
– Delays possible

18http://prsinfo.clinicaltrials.gov/fdaaa.html



FDAAA Key Terms

• Applicable Clinical Trials (ACTs)
– Interventional trials (with 1 or more arms)
– Not phase 1; includes drug, biologic, or device
– At least one site in U.S. (or IND/IDE)

• ACTs initiated on or after 9/27/07 or 
ongoing as of 12/26/07

• Responsible Party
– Sponsor, grantee; OR
– Principal Investigator (PI), if designated

• (Primary) Completion Date
19
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Sample Posted Record*

*Adapted from NCT00312208
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Reasons Not Completed



“Default” Required Measures
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User-Specified Baseline Measures



Primary Outcome Measure
Local, Regional or Metastatic Relapse, or Second Primary 

Cancer, or Death From Any Cause 
[ Time Frame: Median follow-up 65 months ]
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Secondary Outcome Measure

Death From Any Cause 
[ Time Frame: Median follow-up of 65 months ]
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Certain Agreements

“Whether there exists an agreement (other than an 
agreement solely to comply with applicable 
provisions of law protecting the privacy of 
participants) between the sponsor or its agent and 
the principal investigator (unless the sponsor is an 
employer of the principal investigator) that restricts 
in any manner the ability of the principal 
investigator, after the completion date of the trial, to 
discuss the results of the trial at a scientific meeting 
or any other public or private forum, or to publish in 
a scientific or academic journal information 
concerning the results of the trial.”

36

[Sec. 282(j)(3)(C)(iv)]
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Protocol/Results Review Criteria

• Protocol and results must be clear and 
informative

• Review focuses on:
– Logic and internal consistency
– Apparent validity
– Meaningful entries
– Formatting
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Basic Uses of ClinicalTrials.gov

• Identify trials of potential interest for specific 
individual

• Track progress of a specific trial, including access 
to summary results

• Identify all trials that are completed or ongoing for 
a given set of conditions/interventions

• Identify investigators and/or research centers of 
relevance to given set of conditions/interventions

39



Uses of ClinicalTrials.gov 
Aggregate Data
• Examination of the “Clinical Research Enterprise”

– Clinical Trials Transformation Initiative (CTTI)
– Creating and maintaining a research data set to 

facilitate use of data 
• Providing information to specific user 

communities, e.g., 
– breastcancertrials.org

• Examination of quality and completeness of 
reporting, e.g.,
– Fidelity of reports to research protocol
– Publication bias
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Enhancements and Adaptability 
for Various Uses



Current and Planned  
ClinicalTrials.gov Features
• Accommodates Different Policies

– ICMJE/WHO
– State of Maine
– Harmonization with EMA EudraCT results database

• Allows for Disclosure Broader than FDAAA
– All intervention types (e.g., behavioral interventions)
– Various study types (e.g., phase I, outside the US, 

observational studies)
– Optional data elements

• Allows for linkages to improve utility for different 
audiences
– E.g., systematic reviews with critical appraisals 42
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Drug Class Review on HMG-CoA Reductase Inhibitors (Statins) 
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Drug Class Review on HMG-CoA Reductase Inhibitors (Statins) 
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Link back to 
NCT00159835 
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Link back to 
NCT00159835 



Expanding FDAAA requirements  Through 
Rulemaking: 
Some Key Issues for Consideration

• UNAPPROVED PRODUCTS – Whether to require 
reporting of results of trials of drugs and devices that have 
not been approved by FDA 

• NARRATIVE SUMMARIES – Whether  technical or lay 
summaries can be included without being misleading or 
promotional

• PROTOCOLS – Whether to require submission of the full 
protocol or such information on the protocol for the trial as 
may be necessary to help to evaluate the results of the 
trial
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“Gaps” in FDAAA-mandated  Disclosure 
Requirements

• Trials that do not include a drug or device
• Trials of unapproved drugs/devices
• Phase 1 trials
• Trials that do not have a site in the U.S. and/or 

that are not conducted under an IND/IDE
• Trials that completed prior to 9/27/07
• Observational studies
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Other Issues with FDAAA Results 
Reporting Requirements

• Results are technical and require expertise to 
interpret

• Timeline for results reporting may extend up to 
three years after trial completion in some cases

• Compliance is not universal
• IRBs may not be aware and/or may choose to not 

use the information
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Non-FDAAA based rules regarding 
use of ClinicalTrials.gov

• ICMJE
• State of Maine
• Israel, Canada
• State Attorney General Settlements

– May require compliance with FDAAA
– May extend FDAAA requirements

• HHS OIG Agreements
– Impose specific sanctions for non-compliance with 

FDAAA
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States Attorneys General Settlements

51http://www.doj.state.or.us/releases/2008/rel102208.shtml



Disclosure Obligations

• 2(e) “…Pfizer shall submit, as soon as 
practicable, clinical trial results to the clinical trial 
registry and results data bank created by the FDA 
Amendments Act for all ‘applicable clinical trials’ 
(as defined by the Act) of FDA-approved Pfizer 
Products that were initiated after July 1, 2005.”

• 3 “Pfizer shall register clinical trials and submit 
results to the registry and results data bank as 
required by the FDA Amendments Act and any 
accompanying regulations that may be 
promulgated pursuant to that Act”

52http://www.doj.state.or.us/releases/pdf/pfizer_stip_judg_complaint.pdf



HHS Office of the Inspector General 
Corporate Integrity Agreement

• Part of the settlement of federal civil false claims 
investigations

• Ensures the integrity of the Federal health care 
program claims submitted by the provider

• Negotiated by HHS OIG with health care 
providers and entities involved in the settlement

• Typical term of agreements: 5 years

53http://oig.hhs.gov/fraud/cias.asp
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Sample Case"Allergan has also executed a Corporate Integrity 
Agreement (CIA) with the Department of Health and 
Human Services, Office of Inspector General (HHS- 
OIG).  ... Allergan is subject to exclusion from federal 
health care programs, including Medicare and 
Medicaid, for a material breach of the CIA and subject 
to monetary penalties for less significant breaches."

http://www.justice.gov/opa/pr/2010/September/10-civ-988.html



Transparency/Disclosure Obligation

“Allergan represents that for all applicable clinical 
trials (as defined by 42 U.S.C. §282(j)) where 
Allergan is a sponsor, it [or another responsible 
party] registers and reports the results on the registers and reports the results on the 
National Institutes of Health (NIH) sponsored National Institutes of Health (NIH) sponsored 
website (website (www.clinicaltrials.govwww.clinicaltrials.gov)... )... Allergan shall 
continue to comply with … applicable requirements 
relating to the reporting of clinical study information 
throughout the term of this CIA. In addition, if there 
is a change…, Allergan shall fully comply with such 
requirements.”

55http://oig.hhs.gov/fraud/cia/agreements/Allerga_Executed_CIA_with_Appendices.pdf



Select Publications
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Additional Information

General ClinicalTrials.gov information:
http://prsinfo.clinicaltrials.gov

FDAAA related information:
http://prsinfo.clinicaltrials.gov/fdaaa.html

Office of Extramural Research (OER)
http://grants.nih.gov/Clinicaltrials_fdaaa/

Questions?
register@clinicaltrials.gov
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