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Learning Objectives

Understand FDA’s role related to ClinicalTrials.gov

Increase awareness of the ClinicalTrials.gov requirements for responsible parties and 
applicable clinical trials

Recognize the potential consequences of noncompliance with the ClinicalTrials.gov 
requirements

Understand CDER’s approach to conducting its compliance activities related to 
ClinicalTrials.gov

www.fda.gov
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What is ClinicalTrials.gov?

www.fda.gov
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Responsibilities for ClinicalTrials.gov 

• NIH/NLM:  Implementation responsibilities 
• FDA:  Compliance and enforcement
– Informed consent statement regarding ClinicalTrials.gov [21 CFR 

50.25(c)]
– Certification of Compliance (Form FDA 3674)
– Clinical trial registration and results information submission 

requirements [42 CFR Part 11]

www.fda.gov
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Key Terms [42 CFR Part 11]
Applicable clinical trial (ACT) 
• Not all trials are applicable clinical trials (e.g., Observational studies)
• Controlled* clinical investigation
• Clinical trial of combination product with drug primary mode of action (PMOA) 

meeting all other requirements above

Responsible Party (RP)
• Sponsor of the clinical trial (as defined in 21 CFR 50.3); or
• Principal investigator (PI) of the clinical trial; if designated by the sponsor and has 

access and rights to all the data

www.fda.gov
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FDA’s Role Related to ClinicalTrials.gov

• Informed consent statement regarding 
ClinicalTrials.gov [21 CFR 50.25(c)]

• Certification of Compliance (Form FDA 3674)
• Clinical trial registration and results information submission 

requirements [42 CFR Part 11]

www.fda.gov
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Informed Consent Requirement
[21 CFR 50.25(c)]

• The following statement must be reproduced word-for-word in 
informed consent documents for applicable clinical trials:

“A description of this clinical trial will be available on http://www.ClinicalTrials.gov, 
as required by U.S. Law. This Web site will not include information that can identify 
you. At most, the Web site will include a summary of the results. You can search 
this Web site at any time.”

• The statement is not required to appear in a particular section of 
informed consent documents

www.fda.gov
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FDA’s Role Related to ClinicalTrials.gov

• Informed consent statement regarding ClinicalTrials.gov [21 CFR 
50.25(c)]

• Certification of Compliance (Form FDA 3674)
• Clinical trial registration and results information submission 

requirements [42 CFR Part 11]

www.fda.gov
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Certification of Compliance

• A certification must accompany certain 
applications and submissions to FDA
– Include NCT numbers, if available

• Form FDA 3674 may be used to satisfy the 
certification requirement

• Examples of submission types where Form 
FDA 3674 would be expected:
– Original IND, new protocol to IND
– NDA/BLA, efficacy supplement to NDA/BLA
– ANDA
– Certain device submissions (e.g., PMA, HDE)

www.fda.gov



10

Certification of Compliance

www.fda.gov



11

FDA’s Role Related to ClinicalTrials.gov

• Informed consent statement regarding ClinicalTrials.gov [21 CFR 
50.25(c)]

• Certification of Compliance (Form FDA 3674)

• Clinical trial registration and results information 
submission requirements [42 CFR Part 11]

www.fda.gov
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Clinical Trial Registration Requirements
[42 CR Part 11]

• Required to register within 21 days of first human subject enrolled 
• Registration data elements [42 CFR 11.28]

– Descriptive information – key words, inclusion/exclusion, phase, number of arms and 
descriptions, study design, interventions and controls

– Recruitment information – e.g., not yet recruiting, enrolling, active, not recruiting, etc.
– Outcomes – primary, secondary outcomes and timeframes
– Location and contact information
– Administrative data

• Subject to quality control [42 CFR 11.64(b)]
• Correct or address issues within 15 days of electronic notification

www.fda.gov
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Clinical Trial Results Reporting Requirements
[42 CFR Part 11]

• Responsible parties for ACTs subject to the final rule requirements are 
required to submit results information

• Standard submission deadline is 1 year after primary completion date 
– Partial results should be submitted, and remaining information submitted later, if 

applicable

• Exceptions to deadline:
– Certification for delayed submission 
– Extension requests for “good cause’ 
– Waiver of the requirements for submission of results information

www.fda.gov
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Clinical Trial Results Reporting Requirements
[42 CFR 11.48]

• Submission of data in tabular format:
– Participant flow
– Demographics and baseline characteristics

– Primary and secondary outcomes
• Full protocol
• Statistical analysis plan
• Subject to NIH quality control review

www.fda.gov
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Clinical Trial Updating Information Requirements
[42 CFR 11.64]

• At least every 12 months
• Certain data elements within 30 days

– Expanded access information
– Overall recruitment status
– Study start date
– Individual site status
– Human Subjects Protection Review Board Status
– Primary completion date
– Responsible Party

• Certain data elements within 15 days
– Device product not approved or cleared by U.S. FDA

www.fda.gov
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FDA’s Compliance & Enforcement Activities

• Compliance activities related to ClinicalTrials.gov are 
incorporated into FDA’s Bioresearch Monitoring (BIMO) program
– Inspection program
– Complaint evaluations
– Surveillance efforts

• Encourage voluntary compliance with ClinicalTrials.gov 
requirements

www.fda.gov
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BIMO Inspection Program

• ClinicalTrials.gov requirements addressed in 
following BIMO compliance programs (CPs):
– Institutional Review Boards CP 7348.809
– Sponsors and Contract Research Organizations 

CP 7348.810
– Clinical Investigators and Sponsor-Investigators 

CP 7348.811
• The CPs provide standard instructions for 

field investigators

www.fda.gov



18

Complaint Evaluation
• Potential noncompliance is assessed on a case-by-case basis
• Information that may be evaluated to identify potential 

noncompliance includes:
– ClinicalTrials.gov NCT records, including archived information
– Information collected as part of an FDA inspection
– Related publications and media articles (e.g., journal articles, 

conference materials, trade press stories)

www.fda.com
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Surveillance Efforts:
Risk-Based Compliance Approach

FDA intends to focus its attention in the following areas:
• Applicable clinical trials of products that potentially may pose a higher 

risk to human subjects or that are intended to address a significant 
public health need

• Responsible parties/submitters with a pattern of previous 
noncompliance with the ClinicalTrials.gov requirements

• Applicable clinical trials for which noncompliance exists in conjunction 
with noncompliance with other statutory and/or regulatory 
requirements pertaining to the conduct of the trial

www.fda.gov
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Preliminary Notice of Noncompliance Letter

• Identifies potential violation
• Provides recipient an opportunity to address potential violation
• Further assessment by FDA beginning 30 calendar days after the 

Preliminary Notice (Pre-Notice) of Noncompliance Letter’s 
receipt

• Not posted publicly

www.fda.gov
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Notice of Noncompliance Letter

• Notifies the recipient of the Center’s determination 
• Gives an opportunity to remedy noncompliance not later 

than 30 calendar days after the notification.
• Posted on FDA’s website
• Included with record on ClinicalTrials.gov

www.fda.gov
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Additional Consequences of 
Noncompliance

• Civil money penalties (amounts adjusted annually; see 45 CFR 
102.3)
– Up to $10,000 for all violations adjudicated in a single proceeding
– If a failure to register or failure to submit results information violation is 

not corrected within 30-day period following receipt of Notice of 
Noncompliance, up to $10,000 per day until violation corrected

• Grant funding actions
• Injunction and/or criminal prosecution
www.fda.gov
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Notices of 
Noncompliance 
and Civil Money 
Penalty Actions

www.fda.gov
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Civil Money Penalty Guidance
The guidance addresses how FDA intends to 
identify:
• Whether responsible parties have failed to 

submit required clinical trial registration 
and/or results information to ClinicalTrials.gov 
or submitted false or misleading information

• Whether applicants or submitters have failed 
to certify compliance or knowingly submitted 
a false certification

www.fda.gov
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CDER Recent Compliance Activities

• Over 50 Pre-Notices of Noncompliance issued in last two 
calendar years

• Four Notices of Noncompliance issued and posted on FDA.gov
– Information regarding the noncompliance is included in the associated 

ClinicalTrials.gov study records
– Advanced search feature added to ClinicalTrials.gov that allows users 

to find study records with a Notice of Noncompliance

• No civil money penalties assessed to date

www.fda.gov
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Challenges Meeting ClinicalTrials.gov 
Reporting Requirements

• Clinical Trials Transformation Initiative (CTTI) project
• Stakeholder interviews and surveys to identify and explore key 

challenges and identify potential solutions. 
• Resulting data will be used to develop best practices for responsible 

parties and other stakeholders. 
• The goal is to ensure ClinicalTrials.gov includes timely and complete 

information for those seeking information about applicable clinical 
trials

• Challenges Meeting U.S. ClinicalTrials.gov Reporting Requirements -
CTTI (ctti-clinicaltrials.org)

www.fda.gov

https://ctti-clinicaltrials.org/our-work/quality/challenges-meeting-u-s-clinicaltrials-gov-reporting-requirements/
https://ctti-clinicaltrials.org/our-work/quality/challenges-meeting-u-s-clinicaltrials-gov-reporting-requirements/


28

Key Messages

• Clinical trial transparency is important
• NIH/NLM and FDA each have responsibilities related to 

ClinicalTrials.gov
• The sponsor or designee (responsible party) must ensure 

applicable trials are in compliance.
• Contact the NIH/NLM for questions related to submission of 

registration and results information.

www.fda.gov
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Resources
• FDA’s Role: ClinicalTrials.gov Information
• Civil Money Penalties Relating to the ClinicalTrials.gov Data Bank – Draft Guidance 

for FDA Staff, Responsible Parties, and Submitters of Certain Applications and 
Submissions to FDA September 2018

• Form FDA 3674 - Certifications To Accompany Drug, Biological Product, and Device 
Applications/Submissions Guidance to Industry

• Questions and Answers on Informed Consent Elements, 21 CFR 50.25(c) Guidance 
to Industry

• 42 CFR Part 11
• ClinicalTrials.gov – NIH/NLM
• NIH Checklist
• ClinicalTrials.gov - Notices of Noncompliance and Civil Money Penalty Actions
• Frequently Asked Questions: ClinicalTrials.gov (National Institutes of Health)

www.fda.gov

https://fda1.webex.com/mw3300/mywebex/default.do?siteurl=fda1&service=1&main_url=%2Fmc3300%2Fmeetingcenter%2Fdefault.do%3Fsiteurl%3Dfda1%26main_url%3D%252Fmc3300%252Fmeetingcenter%252Fmeetingend%252Flandingpage.do%253Fsiteurl%253Dfda1%2526ishost%253Dfalse%2526NM%253DJan%252BHewett%2526AD%253Djan.hewett%2540fda.hhs.gov%2526STD%253D1&rnd=777070189
https://fda1.webex.com/mw3300/mywebex/default.do?siteurl=fda1&service=1&main_url=%2Fmc3300%2Fmeetingcenter%2Fdefault.do%3Fsiteurl%3Dfda1%26main_url%3D%252Fmc3300%252Fmeetingcenter%252Fmeetingend%252Flandingpage.do%253Fsiteurl%253Dfda1%2526ishost%253Dfalse%2526NM%253DJan%252BHewett%2526AD%253Djan.hewett%2540fda.hhs.gov%2526STD%253D1&rnd=777070189
https://www.fda.gov/media/105405/download
https://www.fda.gov/media/105405/download
https://www.fda.gov/media/82634/download
https://www.ecfr.gov/cgi-bin/text-idx?SID=e617ec4da22678f934787ed565bbaa5a&mc=true&node=pt42.1.11&rgn=div5
https://clinicaltrials.gov/
http://prsinfo.clinicaltrials.gov/ACT_Checklist.pdf
https://www.fda.gov/science-research/fdas-role-clinicaltrialsgov-information/clinicaltrialsgov-notices-noncompliance-and-civil-money-penalty-actions
https://clinicaltrials.gov/ct2/manage-recs/faq
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Resources

www.fda.gov



Questions??

www.fda.gov


