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DISCLAIMER

This presentation represents the professional opinions of the contributors, based on their
experience up to the present, April 2025. While every effort has been made to ensure accuracy,

this content should not be considered definitive, and it is not intended to replace primary
sources for ClinicalTrials.gov requirements.
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GOT FEEDBACK!?

mHelp us Improve these materials by
answering our anonymous 2-guestion
survey.
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https://weillcornell.az1.qualtrics.com/jfe/form/SV_0wyLCPRyGDnZYP4
https://weillcornell.az1.qualtrics.com/jfe/form/SV_0wyLCPRyGDnZYP4
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HOW TO READ THIS PRESENTATION’S SPEAKERS NOTES VIA USE OF

A STANDARD SCREEN READER

= Mac
®  On the slide, press Shift+F6 until you hear: "Notes pane.”

= |n the Notes Pane, press Control+Command+Right arrow key. You hear "Edit text, insertion at
beginning of text," followed by the speaker notes text.

= Windows
" |n the Normal view, press F6 until you hear: "Thumbnails."

®  Press the Up or Down arrow key until you hear the title or number of the slide and its position
in the list of slides. If there are speaker notes on the slide, you hear: “Has notes.”

= To display the Notes pane, press Alt+W, P, N.
®  Press F6 until you hear “Slide notes,” and then press the SR key+R to listen to the note.
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PURPOSE OF CLINICALTRIALS.GOV

“The purpose of ClinicalTrials.gov is to provide information about clinical research studies
to the public, researchers, and health care professionals.”:

About ClinicalTrials.gov: * Created to increase transparency of research and to

* Web-based clinical trials registry that increase public awareness of clinical trials
provides the public with access to * Maintained by the National Library of Medicine (NLM) at
information on publicly and privately the National Institutes of Health (NIH)
supported clinical studies References:

1. Link to About ClinicalTrials.gov

2. Link to ClinicalTrials.gov Trends and Charts on Registered Studies

« 458567 studies with locations in 3. Link to Celebrating 20 years of ClinicalTrials.gov and Looking to
’ the Future

* 4.5 million visitors monthly

all 50 States, 221 countries
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Presenter Notes
Presentation Notes
ClinicalTrials.gov is a web-based clinical trials registry that provides the public with access to information on publicly and privately supported clinical studies 
This public registry was mandated by a set of U.S. laws evolving since 1997 with the key goal in establishing a searchable database of clinical trials to increase public trust in research by increasing transparency.  ClinicalTrials.gov has helped shape the way in which clinical trial information is made transparent and discoverable to the public and promotes the public disclosure of study results.)
The website is maintained by the National Library of Medicine at the National Institutes of Health.

ClinicalTrials.gov is important because it honors its commitment to research participants. It contributes to scientific validity and transparency of research by requiring registration and results reporting for applicable clinical trials.  It protects human subjects by publically sharing detailed information regarding clinical studies in order for subjects to make an informed decision regarding participation.  It also promotes ethical standards towards study participants. It promotes responsible stewardship of federal funds. Helps the IRB assess value of new studies, and The Declaration of Helsinki states that  ”All study results, inconclusive, negative or positive be made public”. 




https://www.clinicaltrials.gov/about-site/about-ctg
https://www.clinicaltrials.gov/about-site/trends-charts
https://nexus.od.nih.gov/all/2020/01/07/celebrating-20-years-of-clinicaltrials-gov-and-looking-to-the-future/
https://nexus.od.nih.gov/all/2020/01/07/celebrating-20-years-of-clinicaltrials-gov-and-looking-to-the-future/

HISTORY OF CLINICALTRIALS.GOV: DRIVERS AND CONTEXT (PART

ONE)

References:
]997 . . . . .
FDAMA passes first law 1. Link to ClinicalTrials.gov History
requiring trial : : .
registration, and NIHzrgloeooses 2. ICMJE Update on Trials Registration
creation of a public ClinicalTrials.gov
information resource " 9
website ICMJE requires
registration as a 2006
condition of publication
P WHO establishes trial
registration policy 2007
Congress passes
FDAAA; expands frial
types; results;
Administration Modernization
Act
NIH: National Institutes of Health
ICMIE: International Committee
of Medical Journal Editors
WHO: World Health Organization A CLINICAL TRIALS
AREGISTRATION AND RESULTS REPORTING
@ TASKFORCE


Presenter Notes
Presentation Notes
1997: Congress passed the Food and Drug Administration Modernization Act (FDAMA) that became the first U.S. Federal law to require trial registration and creation of a public information resources.
2000: National Institutes of Health (NIH) developed ClinicalTrials.gov website and the first version was made available on February 29, 2000.
2005: International Committee of Medical Journal Editors (ICMJE) initiated a policy requiring investigators to deposit information about trial design into an acceptable clinical trials registry before the onset of patient enrollment as a condition of publication. 
2006: World Health Organization (WHO) stated that all clinical trials should be registered, and it identified a minimum trial registration dataset. 
2007: The requirements for submission to ClinicalTrials.gov were expanded after Congress passed the Food and Drug Administration Amendments Act of 2007 (FDAAA). Section 801 of FDAAA required more types of trials to be registered; additional trial registration information; and the submission of summary results, including adverse events, for certain trials. The law also included penalties for noncompliance, such as the withholding of NIH grant funding and civil monetary penalties. 



https://classic.clinicaltrials.gov/ct2/about-site/history
https://www.icmje.org/news-and-editorials/clincial_trial_reg_jun2007.html
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2008
NIH released results
database

FDAMA: Food and Drug
Administration Modernization
Act

NIH: National Institutes of Health

ICMIE: International Committee
of Medical Journal Editors

WHO: World Health Organization

2015
NCI policy ensures
public availability of
results from NCI
supported frials
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HHS issues Final Rule -
clarifies which ftrials
must be submitted;
when; and provides

structure for ACT
determination.

Effective date 1/18/17
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Reference:

Link to ClinicalTrials.gov History

2016
NIH issues final
companion policy —
trials funded in whole or
part required to register
and submit results.
Effective 1/18/2017
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Presenter Notes
Presentation Notes
2008: ClinicalTrials.gov releases the results database as required by FDAAA 801. 
2015: NIH National Cancer Institute (NCI) issued its policy for NCI supported interventional clinical trials to report final trial results. 
2016: Health and Human Services (HHS) issues the final rule on the dissemination of clinical trial information to promote broad and responsible dissemination of information about clinical trials through ClinicalTrials.gov. This final rule clarifies which trials must be submitted, when, and provides structure of Applicable Clinical Trials (ACT) determination. Effective date 1/18/2017. 
2016: NIH issues final companion policy that requires all clinical trials funded wholly or partially by NIH to register and submit results to ClinicalTrials.gov. Effective date 1/18/2017. 
2017: The HHS Revised Common Rule was issues to better protect human subjects involved in research, while facilitating valuable research and reducing burden, delay, and ambiguity for investigators. This requires that for any clinical trial conducted or supported by a Common Rule department or agency, posts one consent form used in enrolling participants on a publicly available Federal website within a specific time frame. Effective date 1/21/2019. 



https://classic.clinicaltrials.gov/ct2/about-site/history

TRIAL REGISTRY PURPOSES AND BENEFITS (PART ONE)

Registry Purpose Groups That Benefit

Fulfill ethical obligations to participants and the research  Patients, the general public, the research community.
community.

Provide information to potential participants and Patients, clinicians.
referring clinicians.

Reduce publication bias. Users of the medical literature.

Help editors and others understand the context of study Journal editors, users of the medical literature.
results.

Promote more efficient allocation of research funds. Granting agencies, the research community.

Help institutional review boards (IRBs) determine the IRBs, ethicists.
appropriateness of a research study.
NICAL TRIALS

LINIC
EGISTRATION AND RESULTS REPORTING
ASKFORCE

A0

2


Presenter Notes
Presentation Notes
Registry Purpose: Fulfill ethical obligations to participants and the research community.
Groups that Benefit: Parents, the general public, the research community.

Registry Purpose:  Provide information to potential participants and referring clinicians.
Groups that Benefit: Patients, clinicians.

Registry Purpose:  Reduce publication bias.
Groups that Benefit: Users of the medical literature.

Registry Purpose: Help editors and others understand the context of study results.
Groups that Benefit:  Journal editors, users of the medical literature.

Registry Purpose: Promote more efficient allocation of research funds.
Groups that Benefit: Granting agencies, the research community.

Registry Purpose: Help institutional review boards determine the appropriateness of a research study.
Groups that benefit:  Institutional review boards, ethicists.



Source: Modified from Zarin DA, Keselman A. Registering a clinical trial in ClinicalTrials.gov. Chest. 2007;131(3):909-12. �




TRIAL REGISTRY PURPOSES AND BENEFITS (PART TWO)

Results Database Groups That Benefit

Provide a public record of basic study results in a Researchers, journal editors, IRB’s ethicists.
standardized format

Promote the fulfillment of ethical obligations to Patients, the general public, the research community
participants and the overall contribution of research
results to medical knowledge.

Reduce publication and outcome reporting biases Users of the medical literature.

Facilitate systematic reviews and other analyses of the Researchers, policymakers
research literature.
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Presenter Notes
Presentation Notes
Results Database:  Provides a public record of basic study results in a standardized format.
Groups that Benefit: Researchers, journal editors, IRB’s ethicists.

Results Database: Promote the fulfillment of ethical obligations to participants and the overall contribution of research results to medical knowledge.
Groups that Benefit: Patients, the general public, the research community.

Results Database: Reduce publication and outcome reporting biases.
Groups that Benefit: Users of the medical literature.

Results Database:  Facilitate systematic reviews and other analyses of the research literature.
Groups that Benefit:  Researchers, policymakers.


Source: Modified from Zarin DA, Keselman A. Registering a clinical trial in ClinicalTrials.gov. Chest. 2007;131(3):909-12. �



PUBLIC ARCHIVE

® The ClinicalTrials.gov archive allows users to review previously “posted” versions of a study

record to track changes and updates to the study record over the research life cycle.

® To provide transparency, which is the goal of ClinicalTrials.gov, users can view the history of

changes to a record.

® Users can look at changes in a “merged” view for registration and results information (like

the Track Changes feature in Microsoft Word) or see the changes in a “side-by-side” view

for registration.
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Presenter Notes
Presentation Notes
This allows the users to identify any changes that have been made on the record and to make in informed decision regarding participation.  Researchers can use this information to avoid possible duplication of research efforts.  


SUMMARY OF REQUIREMENTS (PART ONE)

Entity Registration Results Reporting

Health and Human Services Within 21 days of enrollment. Within 365 days of primary Civil monetary penalty of

(HHS) completion date for ACTs. $10,000, adjusted for inflation
per study per day; criminal
proceedings; loss of grant

funding.
National Institutes Within 21 days of enrollment. Within 365 days of primary Loss of grant funding (to include
of Health completion date for clinical the institution).
(NIH) trials receiving NIH funding.
National Cancer Institute Within 21 days of enrollment. Within 365 days of primary Loss of grant funding.
(NCI) completion date of NCI-
supported clinical trials (in a
peer-reviewed journal and/or
ClinicalTrials.gov).
Veterans Health Administration Prior to release of funding. Within 365 days of primary Loss of grant funding.
(VHA) Prior to enrollment. completion date.
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Presenter Notes
Presentation Notes
Health and Human Services requirements:
Registration within 21 days of enrollment.
Results reporting within 365 days of primary completion date for applicable clinical trials.
Penalties include civil monetary penalty of $10,000, adjusted for inflation, per study per day; criminal proceedings; loss of grant funding.

National Institutes of Health requirements:
Registration within 21 days of enrollment
Results reporting within 365 days of primary completion date for clinical trials receiving NIH funding.
Penalties include loss of grant funding, including to the institution.

National Cancer Institute requirements:
Registration within 21 days of enrollment.
Results reporting within 365 days of primary completion date of NCI-supported clinical trials (in a peer-reviewed journal and/or ClinicalTrials.gov)
Penalties include loss of grant funding.

Veterans Health Administration requirements:
Registration prior to release of funding, prior to enrollment.
Results reporting within 365 days of primary completion date.
Penalties include loss of grant funding.

Source: Modified from Zarin DA, Keselman A. Registering a clinical trial in ClinicalTrials.gov. Chest. 2007;131(3):909-12. �



SUMMARY OF REQUIREMENTS (PART TWO)

Entity Registration Results Reporting

Centers for Medicare & All qualifying clinical trials. Study-specific. Coverage denial, costs and
Medicaid Services fraud investigations.

(CMS)

Patient-Centered Outcomes All clinical studies (including Expected of all PCORI clinical Loss of grant funding.
Research Institute observational) studies (500 word abstract

(PCORI) published on PCORI website.

International Committee of Prior to enrollment. No current results reporting Ineligibility to publish.
Medical Journal Editors (ICMJE) requirement.

Department of Defense Prior to enrollment. Prior to Study-specific. Civil monetary penalty of
(DoD) release of funding. $10,000, adjusted for inflation

per study per day; withholding
or recovery of award funds


Presenter Notes
Presentation Notes
Centers for Medicare & Medicaid Services (CMS) requires:
Registration for all qualifying clinical trials.
Results reporting is study specific.
Penalties include coverage denial, costs, and fraud investigations.

Patient-Centered Outcomes Research Institute (PCORI) requires:
Registrations for all clinical studies, including observational.
Results reporting is expected of all PCORI clinical studies (500 word abstract published on PCORI website)
Penalties include loss of grant funding.

International Committee of Medical Journal Editors (ICMJE) requires:
Registration prior to enrollment.
Results reporting is not currently a requirement.
Penalties include ineligibility to publish.

Department of Defense (DOD) requires:
Registration prior to enrollment, prior to release of funding.
Results reporting is study-specific.
Penalties include Civil monetary penalty of $10,000, adjusted for inflation per study per day; withholding or recovery of award funds.



https://www.cms.gov/Regulations-and-Guidance/Guidance/Transmittals/2014-Transmittals-Items/SE1344.html
https://www.cms.gov/Regulations-and-Guidance/Guidance/Transmittals/2014-Transmittals-Items/SE1344.html
https://www.pcori.org/news-release/pcori-board-adopts-process-peer-review-and-public-release-research-findings
https://www.pcori.org/news-release/pcori-board-adopts-process-peer-review-and-public-release-research-findings
https://cdmrp.army.mil/pubs/pdf/humanResource.pdf

PENALTIES

= Penalties outlined in the FDA Final Rule (42 CFR Part 11)
® Released September 2016
= Effective January 2017
= Compliance date April 2017

®  Penalties for any non-compliance:
®  Civil or criminal judicial actions
=  Civil monetary penalties of $10,000, adjusted for inflation per study per day.
= Withholding of current or future funding to organizations that are out of compliance

= These penalties are for any data element FDA determines was, “not submitted as required, or was
false or misleading,” not just late results.

m 21 U.S.C. 333(f)(3)(A) Link to Federal Register Adjustment of Civil Monetary Penalties site

2
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Presenter Notes
Presentation Notes
The potential for accumulating these penalties emphases how important it is to maintain ClincialTrials.gov compliance.  Therefore, it is important to maintain compliance with ClinicalTrials.gov records to avoid penalties.  
Slide Reference:




https://www.govinfo.gov/content/pkg/FR-2016-09-21/pdf/2016-22129.pdf
https://www.federalregister.gov/documents/2021/11/15/2021-24672/adjustment-of-civil-monetary-penalties-for-inflation-and-the-annual-civil-monetary-penalties

FDAAA 801 VIOLATIONS (PART ONE)

= Notice is sent to the Responsible Party
= Pre-Notice Letters are not identified as an FDAAA 801 Violation and not identified in ClinicalTrials.gov
= Notice of Noncompliance letters are identified as an FDAAA 801 Violation in ClinicalTrials.gov

Image source Link to Notices of Noncompliance

Responsible Party/Submitter NCT Number Notice of Noncompliance Response Letter (if | Civil Money Penalty Amount (if any)
any)

Light Sciences Oncology NCT02326454 07/19/2023 None None
Ocugen NCT03785340 04/15/2022 08/01/2022 None
Petrikovets, Andrey M.D. NCTO03052816 08/31/2021 12/20/202 | None
Accuitis Inc. NCTO03064438 07/26/202 1 05/26/2022 None

Acceleron Pharma, Inc. NCTO01727336 04/27/2021 12/13/2021 None


Presenter Notes
Presentation Notes
Responsible Parties have 30 days to resolve the violations identified in the Pre-notice letter; if not addressed, the violations will be escalated, and a Notice of Noncompliance letter will be sent to the Responsible Party. 

While Pre-Notices are not identified as a FDAAA 801 violation or in ClincialTrials.gov, they are however publicly posted to the FDA’s website on a quarterly basis.  The National Library of Medicine (NLM) is required by FDAAA 801 to identify Notice of Noncompliance violations and add the information into the study record in ClinicalTrials.gov. As of the end of 2024 five notices of noncompliance have been issued.




https://www.fda.gov/science-research/fdas-role-clinicaltrialsgov-information/clinicaltrialsgov-notices-noncompliance-and-civil-money-penalty-actions#:%7E:text=FDA%20has%20the%20authority%20to,or%20misleading%20clinical%20trial%20information
https://www.fda.gov/media/170685/download?attachment
https://www.fda.gov/media/157774/download?attachment
https://www.fda.gov/media/160591/download?attachment
https://www.fda.gov/media/151965/download?attachment
https://www.fda.gov/media/155180/download?attachment
https://www.fda.gov/media/151081/download?attachment
https://www.fda.gov/media/158841/download?attachment
https://www.fda.gov/media/148036/download?attachment
https://www.fda.gov/media/154819/download?attachment

FDAAA 801 VIOLATIONS VIEW ON CLINICALTRIALS.GOV

= FDAAA violations can be seen on ClinicalTrials.gov under the FDAAA 801 Violations Tab

Image source: ClinicalTrials.gov Violations

I Study Details Table View Results Posted Record History | FDAAA 801 Violations _

Information on roaaa 801 violations

Motices of Noncompliance [FDA]

Available on
Issued FDA Study Record Submitted Motice Type FDAAA 807 Notice

ClinicalTrials.gov y

2022-01-06 2021-12-20 2021-10-03 Correction The responsible party has corrected the violation.
Confirmed by
FDA

2021-09-03 2021-08-31 2018-12-15 Violation Failure to Submit. The entry for this clinical trial was not complete at the time
Identified by of submission, as required by law. This may or may not have any bearing on
FDA the accuracy of the information inthe entry.



Presenter Notes
Presentation Notes
FDAAA 801 Violations can found by using the search function and applying the FDAAA 801 Violations filter within the ClinicalTrials.gov website.  It can also be found within the individual study record in ClinicalTrials.gov under the FDAAA 801 Violations tab. 



https://clinicaltrials.gov/study/NCT03785340?aggFilters=violation:y&rank=1&tab=violations

FDAAA 801 VIOLATIONS (PART TWO)

= Researchers from Yale, Columbia, and Universities Allied for Essential Medicines (UAEM) submitted a

Freedom of Information Request to the FDA in 2021

= 57 Preliminary (Pre)Notice of Noncompliance Letters were sent by the FDA
= Response to non-compliance letters:
= 90% reported to ClinicalTrials.gov

= UAEM released the full text of all 58 letters

References:

Link to Strengthening the FDA’s Enforcement of ClinicalTrials.gov Reporting Requirements

Link to FDA.gov Pre-Notices for Potential Noncomplianc
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Presenter Notes
Presentation Notes
Since the Freedom of Information Request, the FDA has issued over 150 Pre-Notice Letters to Responsible Parties.  




https://jamanetwork.com/journals/jama/fullarticle/2786399
https://www.fda.gov/science-research/fdas-role-clinicaltrialsgov-information/pre-notices-potential-noncompliance

IMPORTANCE OF CLINICALTRIALS.GOV COMPLIANCE

= Transparency
= Patients, their family members, healthcare professionals, researchers and the public
" Public Recognition
" FDA Notices of Non-Compliance
= FDAAA Trials Tracker
= Publication
" Journal Publication denial for Principal Investigators
" Federal and Funding
» Withholding of current or future NIH funding
= Civil monetary penalties of $10,000, adjusted for inflation per study per day
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Presenter Notes
Presentation Notes
Not only is compliance important for meeting the transparency governances, but also studies posted reflect the research that is being conducted
Keeping information accurate and up-to-date keeps the public informed, ensures institution compliance with federal regulations and upholds the research communities’ commitment to transparency in our research Public notification and recognition of non-compliance has increased
Currently, FDA has issued 5 notices of non-compliance which includes one that was issued to a Principal Investigator. 
The FDAAA Trials Tracker publicly tracks compliance for late results reporting and estimates the total civil monetary penalties that could be issued. 
Investigators have been denied publication for desired journals due to their study not being registered before the first participant enrollment
Implications for future federal funding and civil monetary penalties can impact future research opportunities. 
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