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Objectives
• Provide an overview and brief history of ClinicalTrials.gov and the PRS 

(Protocol Registration and Results System) 

• Describe how ClinicalTrials.gov promotes transparency and enhances 
scientific integrity 
• Discuss the role of the ICMJE (International Committee Medical Journal Editors) in 

promoting compliance with record registration and data sharing
• Review the requirements for posting results and required documents including the 

informed consent form
• Summarize changes during the COVID-19 pandemic
• Present the ClinicalTrials.gov modernization initiative

• Discuss enforcement of regulations and consequences of noncompliance

• Present useful ClinicalTrials.gov resources



An Overview of the History of 
ClinicalTrials.gov and of the PRS 

(Protocol Registration and Results System) 



www.bumc.bu.edu/ohra/



www.bumc.bu.edu/ohra/clinicaltrials-gov/





Polling Q1

1. How often have you used the public website clinicaltrials.gov?

a. Never

b. A few times

c.  Frequently



https://clinicaltrials.gov/















Polling Q2

2. Have you ever registered, updated, and/or posted results on the 
PRS [register.clinicaltrials.gov]?

a. Yes

b. No



https://register.clinicaltrials.gov/



https://clinicaltrials.gov/ct2/show/NCT02451059







Selected events, policies, and laws related to the development and expansion of ClinicalTrials.gov



1997: Congress Passes Law (FDAMA) Requiring Trial Registration

• The first U.S. Federal law to require trial registration was the Food and 
Drug Administration Modernization Act of 1997 (FDAMA)

• Section 113 of FDAMA (FDAMA 113) required the NIH to create a 
public information resource on certain clinical trials regulated by FDA
• It required that the registry include information about federally or privately 

funded clinical trials conducted under investigational new drug applications to 
test the effectiveness of experimental drugs for patients with serious or life-
threatening diseases or conditions.

• The information in the registry was intended for a wide audience, 
including individuals with serious or life-threatening diseases or 
conditions, members of the public, health care providers, and 
researchers.

https://www.govinfo.gov/content/pkg/PLAW-105publ115/pdf/PLAW-105publ115.pdf#page=16


2000: NIH Releases ClinicalTrials.gov Web Site

• With input from FDA and others, the NIH National Library of Medicine 
(NLM) developed ClinicalTrials.gov. 
• The first version of ClinicalTrials.gov was made available to the public on 

February 29, 2000. 

• At the time, ClinicalTrials.gov primarily included NIH-funded studies.

• NLM Press Release: National Institutes of Health Launches 
ClinicalTrials.gov (February 29, 2000)

https://www.nlm.nih.gov/archive/20040831/news/press_releases/clntrlpr00.html


2005: International Committee of Medical Journal Editors 
Requires Trial Registration

• In 2005 the International Committee of Medical Journal Editors (ICMJE) began requiring 
trial registration as a condition of publication.
• Trials that began before July 1, 2005:

• Investigators should register trials that began enrolling patients any time before July 1, 2005 
as soon as possible if they wish to submit them to a journal that follows the ICMJE policy. 
However, beginning on September 13, 2005, ICMJE journals will consider such trials only if 
they were adequately registered before journal submission. The ICMJE journals will accept 
"retrospective registration" of trials that began before July 1, 2005 (retrospective meaning 
registration occurs after patient enrollment begins).

• Trials that began after July 1, 2005:
• ICMJE journals will consider trials beginning on or after July 1, 2005 only if registration 

occurred before the first patient was enrolled ("prospective registration")

• ICMJE Uniform Requirements for Manuscripts Submitted to Biomedical 
Journals: Obligation to Register Clinical Trials

• ICMJE: Frequently Asked Questions About Clinical Trials Registration

http://icmje.org/
http://www.icmje.org/recommendations/browse/publishing-and-editorial-issues/clinical-trial-registration.html
http://www.icmje.org/about-icmje/faqs/clinical-trials-registration/


2007: Congress Passes Law (FDAAA) Expanding 
ClinicalTrials.gov Submission Requirements

• In 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 (FDAAA 801) 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 of up to $10,000 a day.

• FDAAA 801 and the Final Rule

• NIH Office of Extramural Research: Frequently Asked Questions: FDAAA - Further 
Resources for NIH Grantees

https://www.govinfo.gov/content/pkg/PLAW-110publ85/pdf/PLAW-110publ85.pdf#page=82
https://clinicaltrials.gov/ct2/manage-recs/fdaaa
https://grants.nih.gov/clinicaltrials_fdaaa/faq.htm


2008: ClinicalTrials.gov Releases Results Database

• In September 2008, as required by FDAAA 801, ClinicalTrials.gov 
began allowing sponsors and principal investigators to submit the 
results of clinical studies

• The submission of adverse event information was optional when the 
results database was released but was required beginning in 
September 2009

• NLM Technical Bulletin: ClinicalTrials.gov to Include Basic Results Data

https://www.nlm.nih.gov/pubs/techbull/so08/so08_clinicaltrials.html


2008: Declaration of Helsinki Revision Promotes Trial 
Registration and Results Dissemination

• In October 2008 the 59th World Medical Association (WMA) General Assembly 
amended the Declaration of Helsinki - Ethical Principles for Medical Research 
Involving Human Subjects. 
• Two newly added principles (paragraphs 19 and 30) considered the prospective registration 

and the public disclosure of study results to be ethical obligations.

• In October 2013 the 64th WMA General Assembly modified these two principles. 
In particular, paragraph 35 (formerly 19) required prospective registration, as 
follows: "Every research study involving human subjects must be registered in a 
publicly accessible database before recruitment of the first subject."
• Paragraph 36 (formerly 30) promotes the public disclosure of study results as an ethical 

obligation and states, in part, "Researchers have a duty to make publicly available the results 
of their research on human subjects and are accountable for the completeness and accuracy 
of their reports. All parties [i.e., researchers, authors, sponsors, editors, and publishers] 
should adhere to accepted guidelines for ethical reporting. Negative and inconclusive as well 
as positive results should be published or otherwise made publicly available.“

• WMA 2013 Declaration of Helsinki - Ethical Principles for Medical Research 
Involving Human Subjects

https://www.wma.net/policies-post/wma-declaration-of-helsinki-ethical-principles-for-medical-research-involving-human-subjects/


2016: Final Rule for FDAAA 801 Issue

• In September 2016, the U.S. Department of Health and Human Services issued 
a Final Rule for Clinical Trials Registration and Results Information Submission (42 
CFR Part 11) that clarifies and expands the regulatory requirements and 
procedures for submitting registration and summary results information of 
clinical trials on ClinicalTrials.gov, in accordance with FDAAA 801. 

• The final rule is intended to make it clear to sponsors, investigators, and the 
public which trials must be submitted, when they must be submitted, and 
whether compliance has been achieved. 
• For example, the final rule clarifies the definition of an Applicable Clinical Trial (ACT) and 

provides structured criteria for determining which studies are considered to meet the 
definition. 

• The final rule also expands the FDAAA 801 requirements by requiring the 
submission of results information for trials of unapproved products. 
• The regulation became effective on January 18, 2017 and responsible parties are expected to 

be in compliance as of April 18, 2017.

https://www.federalregister.gov/documents/2016/09/21/2016-22129/clinical-trials-registration-and-results-information-submission
https://clinicaltrials.gov/ct2/manage-recs/fdaaa


2016: Final NIH Policy on the Dissemination of NIH-
funded Clinical Trial Information Issued

• In September 2016, NIH issued a final policy to promote broad and 
responsible dissemination of information from NIH-funded clinical 
trials through ClinicalTrials.gov. 

• Under this policy, every clinical trial funded in whole or in part by 
NIH is expected to be registered on ClinicalTrials.gov and have 
summary results information submitted and posted in a timely 
manner, whether subject to FDAAA 801 or not. 

• This policy is effective for intramural and extramural applications for 
funding, including grants, other transactions, and contracts submitted 
on or after January 18, 2017. 

https://www.nih.gov/
https://www.federalregister.gov/documents/2016/09/21/2016-22379/dissemination-of-nih-funded-clinical-trial-information
https://clinicaltrials.gov/ct2/manage-recs/fdaaa


2017: Revised Common Rule (45 CFR 46) Issued

• In January 2017, nearly 20 Federal department and agencies issued 
a revised Federal Policy for the Protection of Human Subjects (also known 
as subpart A of 45 CFR part 46, or the "Common Rule"). 
• The revisions were designed to modernize, strengthen, and make more effective the 

Common Rule originally promulgated in 1991. 
• The revised Common Rule is intended to better protect human subjects involved in 

research, while facilitating valuable research and reducing burden, delay, and 
ambiguity for investigators. It became effective on July 19, 2018, as amended.

• The revised Common Rule (45 CFR 46.116(h)) requires that for any clinical 
trial conducted or supported by a Common Rule department or agency, one 
consent form used in enrolling participants be posted on a publicly 
available Federal website within a specific time frame. 
• In an August 2018 announcement, ClinicalTrials.gov and Regulations.gov were 

identified as the publicly available federal websites that will satisfy the consent form 
posting requirement.

https://www.hhs.gov/ohrp/regulations-and-policy/regulations/common-rule/index.html
https://www.federalregister.gov/documents/2017/01/19/2017-01058/federal-policy-for-the-protection-of-human-subjects
https://www.federalregister.gov/documents/2018/06/19/2018-13187/federal-policy-for-the-protection-of-human-subjects-six-month-delay-of-the-general-compliance-date
https://www.federalregister.gov/documents/2017/01/19/2017-01058/federal-policy-for-the-protection-of-human-subjects


2020: Federal Court Decision in Seife et al. v. HHS et al., 
18-cv-11462 (NRB) (S.D.N.Y. Feb. 24, 2020)

• On February 24, 2020, a Federal court held that Section 801 of the Food and Drug Administration 
Amendments Act of 2007 (FDAAA 801) requires submission of results information for an 
"applicable clinical trial" ("ACT") that was initiated after September 27, 2007, or that was ongoing 
as of December 26, 2007, if the ACT studies a product that is approved, licensed, or cleared by the 
Food and Drug Administration (FDA) at any time, including after the ACT's primary completion 
date.

• On September 21, 2016, the Department of Health and Human Services ("HHS") published 
the Final Rule for Clinical Trials Registration and Results Information Submission (81 FR 64981). 
The preamble to the Final Rule states that a responsible party is not required to submit to the 
ClinicalTrials.gov results information under sections 402(j)(3)(C) and 402(j)(3)(I) of the Public 
Health Service (PHS) Act for an ACT that was completed before January 18, 2017, the effective 
date of the Final Rule, if the ACT studied a product that was not approved, licensed, or cleared for 
any use until after the ACT's primary completion date (81 FR 65067).

• On February 24, 2020, a Federal court rejected this interpretation, holding that FDAAA 801 
requires responsible parties to submit to the ClinicalTrials.gov results information required under 
section 402(j)(3)(C) of the PHS Act, which includes information required under section 402(j)(3)(I) 
of the PHS Act, for ACTs subject to the registration requirements and with a primary completion 
date before January 18, 2017, if the ACT studies a product that is approved, licensed, or cleared 
after the ACT's primary completion date. 

https://www.govinfo.gov/content/pkg/PLAW-110publ85/pdf/PLAW-110publ85.pdf#page=82
https://www.federalregister.gov/documents/2016/09/21/2016-22129/clinical-trials-registration-and-results-information-submission


Polling Q3

3.  Since clinicaltrials.gov was created by the NLM in 2000, what has 
had the largest impact on increasing registration of clinical studies on 
that website?

a. ICMJE trials registration policy of 2005

b. FDAAA [FDA Amendment Act] of 2007

c. Final NIH Policy on the Dissemination of NIH-funded CT 
Information of 2016

d. Final Rule for FDAAA 801 of 2016



How Clinical Trials.gov Promotes 
Transparency and Scientific Integrity

Scientific integrity deals with best practices or rules of professional practice of 
researchers. It stems from an OECD (Organization for Economic Co-operation and 
Development) report of 2007, and is set in the context of the replication crisis and the 
fight against scientific misconduct.

Replication crisis is the finding that many scientific studies are difficult or impossible 
to replicate or reproduce. It most severely affects the social sciences and medicine
Scientific misconduct is the violation of the standard codes of scholarly conduct and
ethical behavior in the publication of professional scientific research. 

Transparency promotes access to the evidence or data used to support empirical
research claims and assesses how they relate to broader claims, and evaluate 
whether they have been interpreted or analyzed correctly.



Elements of Clinical Trial Transparency 

Public disclosure of:

• Protocol summaries synopsis

• Clinical results or summary tables

• Full protocol and statistical analysis plan (SAP)

• Complete Clinical Study Report (CSR)

• Pending requirements
• anonymized patient data

• plain (lay) language results summaries



Benefits of Comprehensive Registration and Results Reporting

• They contribute to increased public trust in clinical research
• Honor commitment to participants that their contributions will advance 

science
• Support enrollment 
• Mitigate positive results publication bias 
• Advance stewardship and accountability 
• Identify unmet research needs 
• Facilitate complete reporting 
• Avoid unnecessary study duplication 
• Evaluate research integrity 
• Support evidence-based medicine



Which clinical studies should be registered and when on ClinicalTrials.gov?

• BMC/BU Medical Campus HRPP policies require that all studies meeting the 
definition of a clinical trial according to the International Committee of Medical 
Journal Editors (ICJME) must be registered with ClinicalTrials.gov before final IRB 
approval is issued (note that IRB submission and review can proceed while the 
NCT# is being obtained).
• ICMJE definition of a clinical trial: Any research project that prospectively assigns people or a 

group of people to an intervention, with or without concurrent comparison or control groups, to 
study the cause-and-effect relationship between a health-related intervention and a health 
outcome. 
• Health-related interventions are those used to modify a biomedical or health-related outcome; examples 

include drugs, surgical procedures, devices, behavioral treatments, educational programs, dietary 
interventions, quality improvement interventions, and process-of-care changes. 

• Health outcomes are any biomedical or health-related measures obtained in patients or participants, 
including pharmacokinetic measures and adverse events.

• NIH definition of a clinical trial: A research study in which one or more human 
subjects are prospectively assigned to one or more interventions (which may 
include placebo or other control) to evaluate the effects of those interventions on 
health-related biomedical or behavioral outcomes.
• The HHS Final Rule and the NIH Policy describe which studies must be registered and post 

results on ClinicalTrials.gov. Summary of HHS Final Rule and NIH Policy on 
Registration/Reporting in ClinicalTrials.gov in NEJM (Nov. 2016)

http://www.bumc.bu.edu/crro/files/2016/11/NEJM-CT.gov-11-2016-Zarin-et-al.pdf


The role of the ICMJE in promoting compliance with record 
registration

• The purpose of clinical trial registration is to prevent selective publication and selective reporting 
of research outcomes, to prevent unnecessary duplication of research effort, to help patients and 
the public know what trials are planned or ongoing into which they might want to enroll, and to 
help give ethics review boards considering approval of new studies a view of similar work and 
data relevant to the research they are considering. 

• Retrospective registration, for example at the time of manuscript submission, meets none of 
these purposes. Those purposes apply also to research with alternative designs, for example 
observational studies. 
• For that reason, the ICMJE encourages registration of research with non-trial designs, but 

because the exposure or intervention in non-trial research is not dictated by the researchers, 
the ICMJE does not require it.



The role of the ICMJE in promoting data sharing

Data sharing required by ICMJE

• As of July 1, 2018 manuscripts submitted to ICMJE journals that report the results 
of clinical trials must contain a data sharing statement.

• Clinical trials that begin enrolling participants on or after 1 January 2019 must 
include a data sharing plan in the trial’s registration.
• If the data sharing plan changes after registration this should be reflected in the statement 

submitted and published with the manuscript, and updated in the registry record.

• Data sharing statements must indicate the following: 
• whether individual de-identified participant data (including data dictionaries) will be shared 

(“undecided” is not an acceptable answer); 
• what data in particular will be shared; whether additional, related documents will be 

available (e.g., study protocol, statistical analysis plan, etc.);
• when the data will become available and for how long; by what access criteria data will be 

shared (including with whom, for what types of analyses, and by what mechanism).



Which clinical studies must post results and documents on 
ClinicalTrials.gov and when?
• All NIH funded clinical trials (even pilot and phase 1 trials) submitted on or after January 18, 

2017

• All Applicable Clinical Trials (ACTs), certain clinical trials subject to the requirements of 
Section 801 of the Food and Drug Administration Amendments Act (FDAAA 801)

• All studies where the award letter stipulates that results must be posted on 
ClinicalTrials.gov 

When should results be posted?

• Results should be posted within 10 months of the actual primary completion date

• CTgov regulations require the results should be posted within 12 months of the PCD

• There are rare exceptions which allow a possible delay in posting results up to 2 years

Posting results on CTgov is NOT considered to be prior publication.
• http://www.icmje.org/recommendations/browse/publishing-and-editorial-issues/clinical-trial-

registration.html (paragraph 3 in Section 1)

https://clinicaltrials.gov/ct2/manage-recs/fdaaa
http://www.icmje.org/recommendations/browse/publishing-and-editorial-issues/clinical-trial-registration.html


Applicable Clinical Trial (ACT)

• Interventional studies of drugs, biologics and devices if the trial is subject 
to the registration and results reporting requirements in the FDAAA. 

• A drug ACT is a controlled clinical investigation, other than a Phase I clinical 
investigation, of a drug subject to section 505 of the Federal Food, Drug, 
and Cosmetic Act or section 351 of the Public Health Service Act. 

• A device ACT is either: 
• a prospective clinical study of health outcomes comparing an intervention with a 

device subject to section 510(k), 515, or 520(m) of the Federal Food, Drug, and 
Cosmetic Act against a control in human subjects 
• other than a small clinical trial to determine the feasibility of a device, or a clinical trial to test 

prototype devices where the primary outcome measure relates to feasibility and not to 
health outcomes

• a pediatric post-market surveillance of a device as required under section 522 of the 
Federal Food, Drug, and Cosmetic Act. 





Which clinical studies must post an IRB approved consent form and when 
on ClinicalTrials.gov?

• One of the revisions of the 2018 Common Rule that became effective on January 21, 
2019 [45 CFR 46.116(h)] specifies that a consent form must be posted on a federal 
website for all clinical trials who receive specific federal funding* and are either
• (a) approved by an IRB on or after January 21, 2019 or 
• (b) approved earlier but transitioned to Revised Common Rule requirements earlier than 61 days 

after the last study visit. 

• The requirement states that:
• an unsigned copy of one IRB-approved consent form that has been used in enrolling participants 

in a clinical trial conducted or supported by a Common Rule department/agency
• must be posted on a publicly available federal website

• ClinicalTrials.gov [required by BMC/BUMC HRPP policy]
• Regulations.gov (in a docket folder, Docket ID: HHS-OPHS-2018-0021)

• after recruitment closes and no later than 60 days after the last study visit

• Compliance is required for all studies that meet the Common Rule definition of a clinical 
trial-
• “a research study in which one or more human subjects are prospectively assigned to one or more 

interventions … to evaluate the effects of the interventions on biomedical or behavioral health-
related outcomes”. This includes social, behavioral and educational clinical trials.

• The purpose of the consent form-posting requirement is to be more transparent about 
consent forms being used in clinical trials and to ultimately improve the quality of 
consent forms. 

https://www.regulations.gov/docket?D=HHS-OPHS-2018-0021


Changes during the COVID-19 pandemic



NIH Director’s Statement “ November 10, 2020

“I strongly encourage the clinical 
research community to register their 
clinical trials and submit summary 
results information for COVID-19 
and SARS-CoV-2 trials as quickly as 
possible and ahead of regulatory 
and policy deadline requirements to 
ClinicalTrials.gov, …” 

Francis S. Collins, MD, PhD 



www.bumc.bu.edu/irb/faqs-impact-of-covid-19-on-human-subjects-research/

http://www.bumc.bu.edu/irb/faqs-impact-of-covid-19-on-human-subjects-research/


Implementation of the BUMC/BMC Covid-19 CTgov Policy
• The PRS Administrator contacted each study on CTgov identified from the 

Planning Report as either ‘Enrolling by Invitation’ or ‘Recruiting’ by a 
personalized email about the policy and offering assistance to edit their record/s 
and respond to questions/concerns.

• This was a very time consuming process which often led to multiple emails 
and/or a phone discussion/s 

• Any primary completion and study completion dates ‘anticipated’ by July 
2020 were discussed with the research team and if needed, edited forward so 
as not to become in arrears during the research pause

• The emails also reminded the research team to go back into the record and 
edit the study status from ‘Suspended’ to the appropriate category in a timely 
fashion [within 30 days] once research resumes 
• The PRS administrator will monitor the suspended studies to insure that this occurs with 

emails and phone calls as warranted

• The tracking system for compliance with Common Rule ICF posting was also 
reviewed and discussed with the team, editing the window as needed



ClinicalTrials.gov Modernization Initiative

• Goal- Ensure ClinicalTrials.gov continues to be a trusted and valued 
premier public health resource that provides maximum value to the 
public and serves its mission well into the future.





Key RFI Response Themes

Public Site (ClinicalTrials.gov)

• Search Options and Managing 
Search Results 
• Make search more user friendly 
• Add more options to search 
• Improve tools for managing search 

results 

• Study Record Format and Content 
• Standardize more content 
• More prominently display certain 

content; make more content available 
• Add features to make using content 

easier 

• Plain Language Information 
• General health information and 

learning about study participation
• Resources for using site features 
• Study record content 

PRS (register.ClinicalTrials.gov)

• Data Structure and Format
• Additional standardization for some 

data elements 
• More flexibility for data elements and 

record structure 
• Structural support for a variety of study 

designs 

• Data Entry, Submission, and Quality 
Control (QC) Review
• More tools to simplify data entry 
• Additional streamlining of QC review 

process 

• Workflow Management 
• More customizable features to manage 

workload





Enforcement of Regulations and 
Consequences of Noncompliance



Who is responsible for compliance with registration, updating, 
results reporting, and document posting on ClinicalTrials.gov?
• Compliance with regulations that pertain to ClnicalTrials.gov is the responsibility of either the 

Principal Investigator (for PI initiated studies) or the sponsor.
• This begins with complying with all BMC/BU Medical Campus HRPP Policies that pertain to clinical 

trials (section 6.6.9).
• The BMC/BU Medical Campus Administrator of ClinicalTrials.gov provides information, guidance and support 

in all aspects of ClnicalTrials.gov with additional oversight by the BMC Research Compliance Officer and 
the Director of the Office of Human Research Affairs (OHRA).

• For investigator-initiated clinical trials, the PI is considered the Responsible Party (RP), and is the 
one who has to complete the registration. For multi-center clinical trials, someone other than the 
local PI usually fulfills this responsibility (eg the sponsor). 

• The RP must maintain and verify the information about the trial, including the overall study 
status, keeping all ‘anticipated’ study dates current, integrating relevant IRB amendments and 
recruitment information, and posting final results and documents, if required. 
• Different types of information require updating within 15 or 30 days after a change and at a minimum the 

entire record needs to be reviewed and all information checked for accuracy/verified at least annually. 

• The PI/RP can identify members of their research team who can also have access to the record 
and thereby assist in maintaining and making needed edits to the record.
• Their names should be given to the PRS Administrator who can make them new users and give them access to 

their specific study/ies. 
• However, only the RP or sponsor can release the record for ClinicalTrials.gov PRS review, and until the record is 

released and then reviewed the changes/edits cannot be published/made public on ClinicalTrials.gov.

http://www.bumc.bu.edu/ohra/files/2017/05/Boston-Medical-Center-and-BU-Medical-Campus-HRPP-Policies-and-Procedures.pdf
http://www.bumc.bu.edu/ohra/ohra-team/#damus/
http://www.bumc.bu.edu/ohra/ohra-team#ennever/


Consequences for Noncompliance
• Unable to have manuscripts published in journals that subscribe to ICMJE policies 

if the trial was not registered on CTgov prior to enrollment of any participant
• BMC/BUMC HRPP policies state that the trial must be registered before IRB approval
• CTgov regulations state that the trial must be registered within 21 days of enrollment

• Potential legal consequences for responsible parties and their institution if they 
do not comply with the requirements to submit registration and results 
information on ACTs, described in 42 CFR 11.66 
• Potential legal consequences include civil or criminal judicial actions, civil monetary penalty 

actions, and grant funding actions.
• In 2019, fines for late FDAAA are $12,103/day

• For NIH funded studies, grant funds can be withheld for a specific study or for the 
institution

• The institution/organization can be featured in the weekly BMJ article on CTgov 
noncompliance



https://blogs.bmj.com/bmj/2018/03/29/it-is-time-to-fix-the-problem-of-unreported-clinical-trials/



FDAAA 801 Violations field

• The FDAAA 801 Violation field identifies when FDA has issued a Notice of Noncompliance to the responsible 
party of an applicable clinical trial. 

• A Notice of Noncompliance indicates that the FDA has determined the responsible party was not in compliance with the 
registration or results reporting requirements for the clinical trial under the Food and Drug Administration Amendments Act of 
2007, Section 801 (FDAAA 801).

• Applies to Applicable Clinical Trials

• The National Library of Medicine (NLM) is required by FDAAA 801 to add information to a study record about 
any FDAAA 801 Violation. 

• There are three categories of information that may be included:
• Failure to submit required clinical trial information

• Submission of false or misleading clinical trial information

• Failure to submit primary and secondary outcomes

• Notice is sent to the Responsible Party identified in the ClinicalTrials.gov record

• Pre-Notice Letters are not identified as an FDAAA 801 Violation

54



FDAAA 801 Violations field

Pre-Notice Letter

• 30 days to correct

• Not identified in ClinicalTrials.gov

Notice of Noncompliance

• Identified in ClinicalTrials.gov

• 30 days to correct

• Correction or penalty noted in record

Neither the public ClinicalTrials.gov website nor the PRS system includes information about 
Preliminary Notice of Noncompliance (Pre-Notice) Letters. Nor are Pre-Notice Letters posted 
on FDA’s website. Pre-Notice Letters are sent to the responsible party for the applicable 
clinical trial. FDA obtains the responsible party’s contact information from the PRS system.



Notice of Noncompliance 
Issued to Acceleron Pharma, 
April 27,2021: 
https://www.fda.gov/media/14
8036/download

FDA Statement, April 28, 2021: 
https://www.fda.gov/news-
events/press-
announcements/fda-takes-
action-failure-submit-required-
clinical-trial-results-
information-clinicaltrialsgov

https://www.fda.gov/media/148036/download
https://www.fda.gov/news-events/press-announcements/fda-takes-action-failure-submit-required-clinical-trial-results-information-clinicaltrialsgov


www.alltrials.net/find-out-more/all-trials/



http://fdaaa.trialstracker.net/



ClinicalTrials.gov resources

• NIH News Release: HHS takes steps to provide more information 
about clinical trials to the public (September 16, 2016)
• Zarin DA, Tse T, Williams RJ, Carr S. Trial reporting in ClinicalTrials.gov - the 

final rule. N Engl J Med. 2016 Nov 17;375(20):1998-2004. 

• Hudson KL, Lauer MS, Collins FS. Toward a new era of trust and transparency 
in clinical trials. JAMA; 2016 Oct 4;316(13):1353-1354. 

• Office of the Federal Register: Final Rule for Clinical Trials Registration and 
Results Information Submission (September 2016)

• NIH: Changes from Current Practice Described in the Final Rule

• Office of Management and Budget (OMB): EO 12866 Regulatory Review for 
Final Rule: OMB's Office of Information and Regulatory Affairs (OIRA) received 
the final rule on August 1, 2016, and concluded its review on Sep 15, 2016.

• NIH Policy on the Dissemination of NIH-Funded Clinical Trial Information (Sep 
2016)

https://www.nih.gov/news-events/news-releases/hhs-take-steps-provide-more-information-about-clinical-trials-public
https://www.ncbi.nlm.nih.gov/pubmed/27635471
https://www.ncbi.nlm.nih.gov/pubmed/27636028
https://www.federalregister.gov/documents/2016/09/21/2016-22129/clinical-trials-registration-and-results-information-submission
https://prsinfo.clinicaltrials.gov/FinalRuleChanges-12Dec2016.pdf
http://www.reginfo.gov/public/do/eoDetails?rrid=126609
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• NIH OER: Continued Extension of Certain Flexibilities for Prospective Basic Experimental 
Studies With Human Participants (March 2021)

• Office of Human Research Protections (OHRP): Announcement: Federal websites that will 
satisfy the revised Common Rule's requirement to post clinical trial consent forms (45 
CFR 46.116(h)) (August 2018)

• Zarin DA, Fain KM, Dobbins HD, et al. 10-Year Update on Study Results Submitted to 
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• Data sharing resources
• http://www.icmje.org/news-and-editorials/data_sharing_june_2017.pdf

• http://www.icmje.org/news-and-editorials/proposed-disclosure-form.pdf

• http://www.bumc.bu.edu/ohra/clinicaltrials-gov/

• https://clinicaltrials.gov/

ClinicalTrials.gov resources

https://grants.nih.gov/grants/guide/notice-files/NOT-OD-21-088.html
https://www.regulations.gov/contentStreamer?documentId=HHS-OPHS-2018-0021-0001&contentType=pdf
http://www.icmje.org/news-and-editorials/proposed-disclosure-form.pdf
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