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ClinicalTrials.gov Definitions
• Observational Study: “studies in human beings in which
biomedical and/or health outcomes are assessed in predefined groups of individuals. Subjects in the study may
receive diagnostic, therapeutic, or other interventions, but
the investigator does not assign specific interventions to
the subjects of the study.”
• Interventional Study: “studies in human beings in which
individuals are assigned by an investigator based on a
protocol to receive specific interventions. Subjects may
receive diagnostic, therapeutic or other types of
interventions. The assignment of the intervention may or
may not be random. The individuals are then followed and
biomedical and/or health outcomes are assessed.”
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http://prsinfo.clinicaltrials.gov/definitions.html

Key Policies for Interventional
Studies
• ICMJE (Registration only)
– Interventional trials
• All intervention types

– All phases

• FDAAA (Registration and Results)
– Interventional trials
• Drugs, biologics, devices

– Not phase 1
– US FDA jurisdiction (e.g., IND/IDE or US site)
– Specific enforcement mechanisms

• European Medicines Agency (EMA)
(Registration and Results)
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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 to determine
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
4
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Williams et al.
CMAJ. 2010. 182(15).
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Registration of Observational
Studies
• Clinical trial registries are established tools for improving
access to information on trials and for addressing
publication bias and reporting bias.
• Much of the ethical and scientific rationale for clinical trials
also applies to observational studies, especially collection
of primary, prospective data.
• The existing infrastructure for trial registration is being
used for observational studies, which make up 19% of the
studies registered in ClinicalTrials.gov.
• Further discussion is necessary to assess the scope and
specific implementation-related issues.
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(Pro and Con)
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Current Landscape
• Certain journals encourage or “require”
registration
– BMJ, Lancet

• EMA requires “registration” of protocols and
abstracts for certain “post-authorization safety
studies”—some of these are observational
• ClinicalTrials.gov has always accepted and
encouraged registration of full range of
observational studies
• Certain other registries accept observational
studies (e.g., UMIN in Japan)
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Issues to Consider
• What is a “study”? (unit of registration)
– Prespecified protocol vs. broad plan for data analysis
– Handling substudies & secondary studies
– How to define start and end dates

• What study designs?
– Prospective vs. retrospective studies
– Secondary data analyses

• What about “registries” with “progeny studies?”
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Observational Studies and
ClinicalTrials.gov
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ClinicalTrials.gov Data Elements
Specific to Observational Studies
• Observational Study Model – primary strategy for subject
identification and follow-up. Select one. (e.g., Cohort, CaseControl)
• Time Perspective – temporal relationship of observation period
to time of subject enrollment. Select one. (e.g., Prospective)
• Study Population Description – a description of the
population from which the groups or cohorts will be selected
(e.g., primary care clinic).
• Sampling Method – select one (i.e., Probability or Nonprobability)
• Biospecimen Retention – select one (e.g., Samples with DNA)
• Biospecimen Description – Specify all types of biospecimens
to be retained (e.g., whole blood)
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ClinicalTrials.gov Stats
(as of 07/24/13)
Study Characteristics
Interventional
Observational
Sponsor-Collaborator Class
NIH
Industry
Other (Not NIH and Not Industry)
Time Perspective
Prospective
Cross-Sectional
[Retrospective
Study Design
Cohort
Case Control
Defined Population
Natural History

# Records
Registry
Results Database
120,941 (81%)
8,868
27,666 (19%)
603
5,285 (19%)
6,362 (23%)
16,019 (58%)

16
486
101

18,264
3,050
2,758

449
39
99]

9,732
3,383
689
418

225
39
0
0
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Observational Studies: 1 Nov 07 to 22 Jul
13 (as of 7/24/13)
Time Perspective
Study Design

Prospective

CrossSectional

Retrospective

Missing

Total

Cohort

7,859

686

1,031

294

9,870

Case only

2,535

480

426

106

3,547

Case-Control

2,219

649

331

96

3,295

346

175

60

31

612

Missing

1,881

309

345

904

3,439

Total

14,840

2,299

2,193

1,431

20,763

Other
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Sample Primary Outcome
Measures
• Incidence Rate of Idiopathic Venous Thromboembolism
Number of Participants That Responded to Amlodipine/
Atorvastatin Treatment With Angina Pectoris
• Percent of Subjects That Achieved Controlled Serum
Phosphorous Levels on Calcium-based Phosphate Binder
Therapy
• Percentage of Participants With One or More
Adverse Drug Reactions (ADRs)
• Time From End of Surgery (End of Last Stitch) to
Extubation
• Type of Surgical Procedure Performed in
Study Participants
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Policy Options
• All observational studies
– Include retrospective studies?
– Secondary analyses?
– Registries?

• All studies involving drugs/devices
– What does “involving” mean?
– Based on regulatory status (e.g., post-marketing
surveillance studies)

• Proposal: include studies requiring IRB review
– No distinction between interventional and observational
– External marker of study start and end dates
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– Oversight system in place

