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What needs to be registered?

• Any research study meeting the definition of a clinical trial
― International Committee for Medical Journal Editors (ICMJE)
― Food and Drug Administration Amendments Act (FDAAA)
― National Institutes of Health (NIH)

• Any research study with funding from an agency that requires 
registration

• Sub categorization of studies 
― applicable and non applicable clinical trials
― phase of clinical trial



ICMJE

• “The ICMJE defines a clinical trial as 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 relationship between a health-related intervention and a health 
outcome.”

• Health-related interventions - 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.

https://www.icmje.org/recommendations/browse/publishing-and-editorial-issues/clinical-trial-
registration.html#:~:text=The%20ICMJE%20defines%20a%20clinical,intervention%20and%20a%20health%20outcome.

https://www.icmje.org/recommendations/browse/publishing-and-editorial-issues/clinical-trial-registration.html#:%7E:text=The%20ICMJE%20defines%20a%20clinical,intervention%20and%20a%20health%20outcome


“Applicable Clinical Trials” per FDAAA

Identifying an ACT under FDAAA 
https://prsinfo.clinicaltrials.gov/ACT_Checklist.pdf

https://prsinfo.clinicaltrials.gov/ACT_Checklist.pdf


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.

https://grants.nih.gov/policy/clinical-trials/definition.htm

https://grants.nih.gov/policy/clinical-trials/definition.htm


Trials that meet the NIH Definition of a 
Clinical Trial
If you answer “yes” to the following questions, 
your study meets the NIH definition of a clinical 
trial and registration and results reporting ARE 
REQUIRED.

1. Does the study involve human 
participants?

2. Are the participants prospectively assigned 
to an intervention?

3. Is the study designed to evaluate the effect 
of the intervention on the participants?

4. Is the effect being evaluated a health-
related biomedical or behavioral outcome?

If you answered YES to all 4 the NIH Criteria (on 
the left), your study is a clinical trial even if it is 
one of the following scenarios:

• Studying healthy participants
• Does not have a comparison group
• Only designed to assess the pharmacokinetics, 

safety, and/or maximum tolerated dose of an 
investigational drug

• Behavioral intervention

https://grants.nih.gov/policy/clinical-trials/definition.htm

https://grants.nih.gov/policy/clinical-trials/definition.htm


When do you 
register?



Summary of Requirements

Entity Registration Results Reporting Penalties

Health and Human Services
(HHS)

Within 21 days of 
enrollment

Within 365 days of primary completion date 
for ACTs

• $13,237/study/day
• Criminal proceedings
• Loss of grant funding

National Institutes 
of Health 
(NIH)

Within 21 days of 
enrollment

Within 365 days of primary completion date 
for clinical trials receiving NIH funding

Loss of grant funding (to 
include the institution)

National Cancer Institute 
(NCI)

Within 21 days of 
enrollment

Within 365 days of primary completion date of 
NCI-supported clinical trials (in a peer-
reviewed journal and/or ClinicalTrials.gov)

Loss of grant funding

Veterans Health 
Administration
(VHA)

Prior to release of 
funding. Prior to 
enrollment

Within 365 days of primary completion date Loss of grant funding

https://www.federalregister.gov/documents/2016/09/21/2016-22129/clinical-trials-registration-and-results-information-submission
https://www.federalregister.gov/documents/2016/09/21/2016-22379/nih-policy-on-the-dissemination-of-nih-funded-clinical-trial-information
https://www.federalregister.gov/documents/2016/09/21/2016-22379/nih-policy-on-the-dissemination-of-nih-funded-clinical-trial-information
https://grants.nih.gov/grants/guide/notice-files/NOT-CA-15-011.html
https://www.research.va.gov/resources/ORD_Admin/clinical_trials/


Summary of Requirements

Entity Registration Results Reporting Penalties

Centers for Medicare & 
Medicaid Services 
(CMS)

All qualifying clinical trials Study-specific • Coverage denial
• Costs and fraud 

investigations

Patient-Centered Outcomes 
Research Institute 
(PCORI)

All Clinical studies
(including observational)

Expected of all PCORI 
Clinical studies – 500 word abstract 
published on PCORI website

• Loss of grant funding

International Committee of 
Medical Journal Editors 
(ICMJE)

Prior to enrollment Ineligibility to publish

Department of Defense
(DoD)

Prior to enrollment.
Prior to release of 
funding. 

Study-specific • Withholding or recovery 
of award funds

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://cdmrp.army.mil/pubs/pdf/humanResource.pdf


When do you do 
updates?



Registering and Updating the Record

Register the record within 21 days of enrollment 
(HHS) –OR- prior to enrollment (ICMJE)

Update the following data elements no later than 
30 calendar days after a change occurs

• Study start date
• Intervention name(s)
• Availability of Expanded Access
• Expanded Access status
• Overall recruitment status
• Explanation for change in status

• Actual enrollment data
• Individual site status
• IRB status
• Completion Date
• Responsible Party
• Official Title
• Contact Information



Annual Verification

 Verify the record annually – Record 
Verification date

JHU enforcement - IRB Continuing Review will be 
held for studies that are not verified annually 



Responding to Comments

Respond to PRS Review Comments
within 15 calendar days (registration) –OR-
25 calendar days (results)



Entering results

Report results within 12 months of the completion dates.

• Estimated time to enter results: up to 40 hours* 
• It may take multiple review cycles to post your results
• Comments must be responded to within 25 calendar days

Primary Completion Date: the date that the last data point for the primary outcome measure was 
collected from the last enrolled participant.

Study Completion Date: the date that the last data point for all remaining outcome measures was 
collected from the last enrolled participant.

*HHS estimated burden statement



Uploading the Consent Form

According to the revised Common Rule, effective January 21, 
2019…
• Important considerations regarding the uploading of the informed 

consent form (ICF):
• Applies only to clinical trials conducted or supported by a Federal 

department or agency* using the Common Rule
• The consent form must have been used in enrolling participants
• Should be uploaded when recruitment ends and no later than 60 days after 

the last study visit by any subject, as required by the protocol
• Must be uploaded to either ClinicalTrials.gov or a docket folder on 

Regulations.gov

§46.116 General requirements for informed consent.
Agencies* https://www.hhs.gov/ohrp/regulations-and-policy/regulations/common-rule/index.html

https://www.ecfr.gov/cgi-bin/text-idx?SID=83cd09e1c0f5c6937cd9d7513160fc3f&pitd=20180719&node=sp45.1.46.a&rgn=div6#se45.1.46_1103
https://www.hhs.gov/ohrp/regulations-and-policy/regulations/common-rule/index.html


Where do you 
register and do 
updates?



ClinicalTrials.gov

Public Site
https://clinicaltrials.gov

Protocol Registration & Results 
System (PRS)

https://register.clinicaltrials.gov

 145,000 unique visitors/day
 215 million page views/month



ClinicalTrials.gov

Public Site
https://clinicaltrials.gov

Beta Site
https://beta.clinicaltrials.gov/

National Library of Medicine 
(NLM) is looking for feedback



ClinicalTrials.gov - PRS

National Library of Medicine 
(NLM) is looking for feedback

Classic PRS Site
https://register.clinicaltrials.gov PRS Beta Site

https://register.clinicaltrials.gov/v2/



Why is this necessary? 

 Commitment to research participants (including recruitment)
 Scientific validity/transparency
 Ethical standards
 Responsible stewardship of federal funds
 Help IRB assess value of new studies
 Required for journal publication (ICMJE)
 Required by law (FDAAA) and regulations (42 CFR Part 11)
 Required for all NIH-supported clinical trials (including NCI)
 Required for CMS
 Required by WHO
 Required by Foundations, such as Wellcome Trust



Penalties

1. Civil or criminal judicial actions

2. Civil monetary penalties up to $10,000 $12,316 $12,462 $13,237 per study, per day 

3. 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

Penalties outlined in the FDA Final Rule
Final Rule (42 CFR Part 11) Released: 09/2016, Effective: 01/2017, Compliance date: 04/2017

21 U.S.C. 333(f)(3)(A) https://www.federalregister.gov/documents/2021/11/15/2021-24672/adjustment-of-civil-
monetary-penalties-for-inflation-and-the-annual-civil-monetary-penalties

https://www.gpo.gov/fdsys/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


Publication Recommendations

ICMJE journals will consider [for publication] 
trials beginning on or after July 1, 2005 only if
registration occurred before the first patient 
was enrolled (“prospective registration”)

Many journals follow the ICMJE criteria for 
publication.  

There have been cases within our institution 
where a manuscript was rejected for publication 
simply because the study was not registered on 
ClinicalTrials.gov before enrolling participants!

Trials that meet the clinical trial definition 
of The International Committee of Medical 
Journal Editors (ICMJE) that the 
investigator may wish to publish...

http://www.icmje.org/about-icmje/faqsclinical-trials-registration/

http://www.icmje.org/about-icmje/faqsclinical-trials-registration/


FDA Enforcement



FDAAA 801 Violations 

• 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

https://www.fda.gov/science-research/fdas-role-clinicaltrialsgov-information/clinicaltrialsgov-notices-noncompliance-and-civil-money-penalty-
actions#:~:text=FDA%20has%20the%20authority%20to,or%20misleading%20clinical%20trial%20information

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


FDAAA 801 Violations 

https://clinicaltrials.gov/ct2/show/violations/NCT03052816?term=NCT03052816&draw=2&rank=1
https://www.fda.gov/media/151965/download

https://www.fda.gov/media/151965/download
https://www.fda.gov/media/151965/download


FDAAA 801 Violations 

Strengthening the FDA’s Enforcement of ClinicalTrials.gov Reporting Requirements       
https://jamanetwork.com/journals/jama/fullarticle/2786399
https://www.uaem.org/freedom_of_information_act

Researchers from Yale, Columbia, and Universities Allied for Essential 
Medicines (UAEM) submitted a Freedom of Information Request

•58 Preliminary Notice of Noncompliance Letters sent
•57 for Results, 1 for Registration
•32 to drug makers
•0 to Federal Agencies

•90% reported to ClinicalTrials.gov (median = 3 weeks)
•UAEM released the full text of all 58 letters

https://jamanetwork.com/journals/jama/fullarticle/2786399
https://www.uaem.org/freedom_of_information_act


Who’s watching?



Watchful Eyes – Stat Report 01/09/2018

https://www.statnews.com/2018/01/09/clinical-trials-reporting-nih/

https://www.statnews.com/2018/01/09/clinical-trials-reporting-nih/


TranspariMED/UAEM
Compliance reporting results

• 40 institutions 
included in 
analysis

• 2019: 16 = >80%
• 2021: 36 = >80%

―2019 = Light blue
―2021 = Dark Blue 

UAEM: Universities Allied for 
Essential Medicines
chrome-
extension://efaidnbmnnnibpcajpc
glclefindmkaj/https://altreroute.c
om/clinicaltrials/assets/download
/Clinical_Trials_Transparency_Rep
ort_UAEM_v5.pdf All 2019

2019:Light blue
2021: Dark blue



2023 Articles

https://www.transparimed.org/single-post/fdaaa-pallone
https://www.statnews.com/pharmalot/2023/02/27/fda-petition-clinical-trials-transparency-nih/
https://www.transparimed.org/single-post/nih-research-waste

https://www.transparimed.org/single-post/fdaaa-pallone
https://www.statnews.com/pharmalot/2023/02/27/fda-petition-clinical-trials-transparency-nih/
https://www.transparimed.org/single-post/nih-research-waste


Watchful Eyes – FDAAA TrialsTracker

https://fdaaa.trialstracker.net/

https://fdaaa.trialstracker.net/


Tips and Tricks for 
Entering Data



Using the Checklist - Registration



Using the Checklist – Results Entry

Tetteh, O., Nuamah, P., Keyes, A. Addressing the quality of submissions 
to ClinicalTrials.gov for registration and results posting: The use of a 
checklist. Society of Clinical Trials. Published online August 5, 2020.  
https://doi.org/10.1177/1740774520942746

https://doi.org/10.1177/1740774520942746


Questions?

Please visit our website for tutorials and more detailed information:
https://ictr.johnshopkins.edu/clinicaltrials-gov

See us on YouTube at “JohnsHopkinsCTgov”

Email us with any questions at 
registerclinicaltrials@jhmi.edu

https://ictr.johnshopkins.edu/clinicaltrials-gov
https://www.youtube.com/channel/UCOHlCGfU2xvxHpvRkV3357Q/
mailto:registerclinicaltrials@jhmi.edu
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