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Getting to Know You!
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1. Your name & title

2. Your organization

3. What brought you to 

this session?
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Fun Facts about Rutgers
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Disclosure

Speaker does not have conflicts of interest to disclose in 
relation to this educational activity.
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Learning Objectives

1. Describe why clinical trials disclosure matters; 
list resources to assist investigators in 
maintaining compliance

2. Identify key elements to establish a system in 
your organization to facilitate and monitor clinical 
trials registration and results reporting
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Human Subjects Protection
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The Research Cycle

8

Results reporting should not be considered a burden. Reporting results is an 

essential part of the scientific process; it is an integral component of the scientific 

method.   --- Michael S. Lauer, MD, Extramural Research, NIH

The Investigator’s Perspective The Compliance Perspective



Human Subjects Protection ProgramHuman Research Protection Program

Human Subjects Protection 
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Three Pivotal Cases

• Paxil

o GSK suppressed 
evidence on harms 
and lack of efficacy in 
children

• Vioxx

o Merck failed to report 
heart attacks

• Celebrex

o Pfizer reported 
misleading results 
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Jüni P, Rutjes AW, Dieppe PA. BMJ. 2002 Jun 1;324(7349):1287-8.

Kaplan-Meier estimates for ulcer complications according to traditional definition. Results are 
truncated after 12 months, no ulcer complications occurred after this period. (Adapted from Lu 
2001.)

12



Human Subjects Protection ProgramHuman Research Protection Program

Takeaway
It is scientifically and ethically imperative for researchers to 

understand that clinical trial registration and results 

reporting is a key commitment to our research participants.

We all need the results of clinical trials to advance 

knowledge and inform our medical decisions.
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Benefits to Register & Report Results
• Human Subject Protections

• Allows potential participants to find studies

• Assists ethical review boards and others to determine appropriateness of studies being reviewed 

• Promotes fulfillment of ethical responsibility to human volunteers – research contributes to medical knowledge

• Research Integrity
• Facilitates tracking of protocol changes

• Mitigates information bias (e.g. non publication)

• Increases transparency of research enterprise

• Scientific Values/ Evidence Based Medicine
• Facilitates tracking of studies and outcome measures

• Allows for more complete identification of relevant studies

• Provides data to support evidence-based medicine”

• Allocation of Resources
• Promotes more efficient allocation of resources

All Contribute to Increased Public Trust in Clinical Research
14
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What is a “Clinical Trial”?
The definition is agency-specific.

Applicable Clinical Trial (ACT) (Federal): Clinical trial include 
interventional studies (with one or more arms) of FDA-regulated 
drugs, biological products, or devices. 

Clinical Trial (NIH): 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.  

Clinical Trial (ICMJE): A research project that prospectively assigns 
human participants or groups of humans to one or more health-related 
interventions to evaluate the effects on health outcomes.

16
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• Applicable Clinical Trial (ACT) (FDAAA): Clinical trial 
include interventional studies (with one or more arms) of 
FDA-regulated drugs, biological products, or devices. 

• Clinical Trial (NIH): 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.
– BESH (NIH): Basic Experimental Study involving Humans uses an 

intervention to understand fundamental aspects of a phenomena 
without specific application toward processes or products in mind.  

Which Studies Must Register?  1 of 2 

(Continued)
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• CED Clinical Trial (CMS) All studies seeking Medicare coverage 

for items and services on a condition that they are furnished in the 
context of approved clinical studies or with the collection of 
additional clinical data, where the study has therapeutic intent, 
tests whether the intervention potentially improves participant health 

outcomes  [Coverage with Evidence Development (CED)]

• Clinical Trial (ICMJE): A research project that prospectively assigns 
human participants or groups of humans to one or more health-
related interventions to evaluate the effects on health outcomes.

• Funding agencies (PCORI): Funded/supported by the agency and 
applies to Clinical Trial, Observational studies and Patient Registry

Which Studies Must Register? 2 of 2 (Continued)
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Access Decision Tree – clinical trial registration

https://rutgersconnect-my.sharepoint.com/:b:/g/personal/chennr_research_rutgers_edu/EfYSoX0nRa1JihvYiOww-uwBqW9J3o2hrNoj4ifSjHmG9Q?e=YUtwwI
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• Department of Health and Human Services
 Law: FDA, NIH, WHO
 Funding Agency: NIH, PCORI
 Billing: CMS

• Publishers/ Journals: ICMJE

• International: WHO
 Scientific, ethical and moral responsibility

Agencies Requiring Registration
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Responsible Party (RP) is responsible for study registration and 
results reporting.

• Sponsor: The entity that initiates the study

• Principal Investigator(PI): The individual designated as 
responsible party by the sponsor

 Have access to and control over the data

 Have rights to publish study results, AND

 Are able to satisfy ClinicalTrials.gov submission requirements

• Sponsor-Investigator (S-I): The individual who both initiates and 
conducts the study

Who Registers the Studies? 

Investigator Initiated Studies @ Rutgers University

RP = PI or S-I
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• DHHS, NIH, NCI, FDA: Register the record within 21 days of 
enrollment

• ICMJE, CMS: Prior to enrollment (ICMJE, CMS)

• VHA, DOD, PCORI: Prior to release of funding and prior to 
enrollment 

When to Register

Recommendation / Tip: 
Register before study activation for ALL studies

https://www.nih.gov/news-events/summary-hhs-nih-initiatives-enhance-availability-clinical-trial-information
https://www.clinicaltrials.gov/ct2/manage-recs/fdaaa
http://www.icmje.org/about-icmje/faqs/clinical-trials-registration
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Which Platform? ClinicalTrials.gov

• There are two different systems:

 Public site: https://www.clinicaltrials.gov/ 

 User site: Protocol Registration and Results 
System (PRS) https://register.clinicaltrials.gov/ 

• There are two basic functions of ClinicalTrials.gov:

 Registration (creating and updating the record)

 Results Reporting (to be completed within 12 months of “Primary 
Completion”)

https://www.clinicaltrials.gov/
https://register.clinicaltrials.gov/


Human Subjects Protection ProgramHuman Research Protection Program

Roadmap

1. Human Subjects Protection – IRB & ClinicalTrials.gov

2. Why Do We Care?

3. What Are the Registration Requirements?

4. Record Updates & Results Reporting Requirements

5. Recent Ramification of Non-compliance

6. Establish a System in an Organization

7. Latest Updates and Modernization

8. Resources



Human Research Protection ProgramHuman Research Protection Program

Records must be updated 

• Every 12 months/ Annual Verification; until all results reported* or study closed

• Within 30 days of the following: 

 Recruitment Status changes (Open, Pause, Close) 

 Amendments affecting information in ClinicalTrials.gov record 

 location, contact information, IRB Status, Responsible Party

 Discrepant Dates

 “Anticipated” completion dates have passed

*Not all studies require results; record updated until complete

Record Update and Maintenance

“30 days” includes
• Update
• RP approval & release
• PRS review and posting
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• Revised Common Rule (45CFR46) 

• Transparency of consent forms used

• Improve the quality of consent forms

• Applicable Trials

• Clinical Trials initiated on or after January 21, 2019 

• Conducted or supported by a Common Rule department or agency

• Posting Requirements

• After recruitment closes AND 

• No later than 60 days after last study visit by any subject

Documents: Informed Consent Form
§46.116 General requirements for informed consent.

Example Agencies (20 Total)

• Homeland Security

• Dept. of Defense

• Dept. of Veterans Affairs

• Dept. of Health And Human Services 

(Includes NIH, AHRQ, CDC)

• National Science Foundation

Repost as necessary

Tip: Use CTG update 
to help with tracking

https://www.ecfr.gov/cgi-bin/text-idx?SID=83cd09e1c0f5c6937cd9d7513160fc3f&pitd=20180719&node=sp45.1.46.a&rgn=div6#se45.1.46_1103
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Overview - Results Database

ClinicalTrials.gov Results Database

Scientific info

Participant Flow

Study design

Arms/Groups

Period/Stage 
(& title)

# of start and 
completed 

Baseline 
Characteristics

Age

Gender

Race, 
Ethnicity, 
Region

Specific 
Measure

Outcome Measures/ 
Statistical Analyses

Type (1°, 2°..)

Title & 
description

Time frame

Arm/group title & 
description

# participants

Adverse 
Events

Time 
frame

Source 
name

Arms/groups 
(title & 

description)

Administrative Info

Point of Contact, 
agreement btw 
Sponsor and PI

27

*42 CFR 11.48(a)(5)

https://www.ecfr.gov/current/title-42/chapter-I/subchapter-A/part-11/subpart-C/section-11.48#p-11.48(a)(5)


Human Research Protection ProgramHuman Research Protection Program

• FDA and NIH

• Applicable Clinical Trial (ACT) or Federally Funded Studies require results reporting 

• Report results within 12 months of the completion dates (see below) 

 Estimated time to enter results: up to 40 hours* 

 It may take multiple review cycles to post your results – JHU average = 2.26 review 

cycles and 76.23 total days in review

 Comments must be responded to within 25 calendar days

*Not every study requires results; Check Funding Agency Requirements

Results Reporting*

NOT: Data analysis, publication, manuscript submission

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.

Tip: Budget 90 days for review cycles & aim for submission within 9 months of 

the Primary Completion Date.
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Poll Time

Which type of ClinicalTrials.gov support is available at your 

institution? (Multiple Choice)

1. Self-service (e.g. relying on investigator)

2. Individualized support at the department level

3. Centralized ClinicalTrials.gov support (e.g. Clinical Trials Office type of 

support)

4. I don’t know

29

Join at www.menti.com and use code 
9977 9717

http://www.menti.com/
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FDAAA NIH ICMJE CMS

Time - 
Registration

Within 21 days of 
enrollment

Within 21 days of 
enrollment

Prior to enrollment Prior to enrollment

Time – Results 
Reporting

Within 12 months of 
completion date

Within 12 months of 
completion date

Not required Not required

Effective January 18, 2017 January 18, 2017 2005/ July 1, 2008 ---

Ramification of 

Non-

Compliance

• Criminal 
proceedings and 
civil penalties (up 
to $14,262 per day 
per study );

• Loss of funding

• Withhold 
funding

• Deny renewal
• Reject request 

for new funding

Rejection of 
manuscripts

Medicare claims 
without NCT# for 
qualified services 
covered under a 
clinical trial will not 
be reimbursed

Action of 

Enforcement 

Initiated since 2013/ 
April 2021

Initiated since 
September 2022

Prior to 2014 & 
journal-specific

---

Link for more 
information

https://clinicaltrials.gov/ct2/manage-
recs/fdaaa

https://grants.nih.gov/policy/clinica

l-trials/reporting/index.htm 

https://www.icmje.org/recommend

ations/browse/publishing-and-

editorial-issues/clinical-trial-

registration.html

US Clinical Trials Reporting Requirements

https://clinicaltrials.gov/ct2/manage-recs/fdaaa
https://clinicaltrials.gov/ct2/manage-recs/fdaaa
https://grants.nih.gov/policy/clinical-trials/reporting/index.htm
https://grants.nih.gov/policy/clinical-trials/reporting/index.htm
https://www.icmje.org/recommendations/browse/publishing-and-editorial-issues/clinical-trial-registration.html
https://www.icmje.org/recommendations/browse/publishing-and-editorial-issues/clinical-trial-registration.html
https://www.icmje.org/recommendations/browse/publishing-and-editorial-issues/clinical-trial-registration.html
https://www.icmje.org/recommendations/browse/publishing-and-editorial-issues/clinical-trial-registration.html
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2007

2000: The registry 

ClinicalTrials.gov was 

launched by NLM/NIH

Key Milestones: ClinicalTrials.gov Regulations
Final Rule for FDAAA 801

Final NIH Policy on the Dissemination of 

NIH-Funded Clinical Trial 

FDAAA801 statutory 

requirements in 

effect Sep. 2007

Results Database 

available in 

Sep. 2008 

**Seife vs. HHS Court 

Decision - See report and 

ClinicalTrials.gov FAQFDA issued Civil Money 

Penalties Relating to the 

ClinicalTrials.gov Data Bank 

FDA issued the 1st non-

compliance notification 

issued to Acceleron

HHS OIG Report: The 

National Institutes of 

Health Did Not Ensure 

That All Clinical Trial 

Results Were 

Reported in 

Accordance With 

Federal Requirements

NIH possible non-

compliance letter
Letter from the US 

Congressional 

Committee on Energy 

and Commerce

FDA issued the 1st non-

compliance notification to an 

investigator Dr. Petrikovets, 

** https://www.law.nyu.edu/news/clinical-trial-data-technology-law-policy 
** https://dockets.justia.com/docket/new-york/nysdce/1:2018cv11462/506147

2008
2016
Sep.

2017
Jan.

2020
Feb.

2020
Aug.

2021
Apr.

2021
Aug.

2022
Aug.

2023
Jan.

2022

Sep. To Be Continued

US GAO Report – NIH: 

Better Data Will Improve 

Understanding of Federal 

Contributions to Drug 

Development 

2023
Apr.

2023
Jul.

The 5th non-

compliance 

notification issued to 

Light Sciences 

Oncology  by FDA. 

2023
Dec.

FDA started posting 

Pre-notice of Non-

compliance on a 

quarterly basis

https://clinicaltrials.gov/
https://clinicaltrials.gov/ct2/about-site/history
https://clinicaltrials.gov/ct2/about-site/history
https://clinicaltrials.gov/ct2/about-site/history
https://cspinet.org/news/transparency-advocates-win-victory-public-access-clinical-trial-data-20200225
https://clinicaltrials.gov/ct2/manage-recs/faq
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/civil-money-penalties-relating-clinicaltrialsgov-data-bank
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/civil-money-penalties-relating-clinicaltrialsgov-data-bank
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/civil-money-penalties-relating-clinicaltrialsgov-data-bank
https://www.fda.gov/media/148036/download
https://www.fda.gov/media/148036/download
https://www.fda.gov/media/148036/download
https://nam02.safelinks.protection.outlook.com/?url=https%3A%2F%2Foig.hhs.gov%2Foas%2Freports%2Fregion6%2F62107000.asp&data=05%7C01%7Cchennr%40research.rutgers.edu%7C2d8cf406833942bda3b208daa2501669%7Cb92d2b234d35447093ff69aca6632ffe%7C1%7C0%7C638000762100777281%7CUnknown%7CTWFpbGZsb3d8eyJWIjoiMC4wLjAwMDAiLCJQIjoiV2luMzIiLCJBTiI6Ik1haWwiLCJXVCI6Mn0%3D%7C3000%7C%7C%7C&sdata=%2BF%2F6uBGEe5XMOOtSn59oH1uVc9YKGMYuXZaNfShCK2E%3D&reserved=0
https://nam02.safelinks.protection.outlook.com/ap/b-59584e83/?url=https%3A%2F%2Frutgersconnect-my.sharepoint.com%2F%3Ab%3A%2Fg%2Fpersonal%2Fchennr_research_rutgers_edu%2FEdNXamxzLlFMvZqQ1egSMP0Bx4E00-WfG7hydiiHbci9yg&data=05%7C01%7Chuntka%40research.rutgers.edu%7C4a782c01b1c340f3ceae08dac679bb8a%7Cb92d2b234d35447093ff69aca6632ffe%7C1%7C0%7C638040523377039313%7CUnknown%7CTWFpbGZsb3d8eyJWIjoiMC4wLjAwMDAiLCJQIjoiV2luMzIiLCJBTiI6Ik1haWwiLCJXVCI6Mn0%3D%7C3000%7C%7C%7C&sdata=%2Fr%2FPgfxqyBKT9sLusNuq8RJlKVxNTmdRgsx3Kfd5QUw%3D&reserved=0
https://nam02.safelinks.protection.outlook.com/ap/b-59584e83/?url=https%3A%2F%2Frutgersconnect-my.sharepoint.com%2F%3Ab%3A%2Fg%2Fpersonal%2Fchennr_research_rutgers_edu%2FEdNXamxzLlFMvZqQ1egSMP0Bx4E00-WfG7hydiiHbci9yg&data=05%7C01%7Chuntka%40research.rutgers.edu%7C4a782c01b1c340f3ceae08dac679bb8a%7Cb92d2b234d35447093ff69aca6632ffe%7C1%7C0%7C638040523377039313%7CUnknown%7CTWFpbGZsb3d8eyJWIjoiMC4wLjAwMDAiLCJQIjoiV2luMzIiLCJBTiI6Ik1haWwiLCJXVCI6Mn0%3D%7C3000%7C%7C%7C&sdata=%2Fr%2FPgfxqyBKT9sLusNuq8RJlKVxNTmdRgsx3Kfd5QUw%3D&reserved=0
https://nam02.safelinks.protection.outlook.com/?url=https%3A%2F%2Fdemocrats-energycommerce.house.gov%2Fsites%2Fdemocrats.energycommerce.house.gov%2Ffiles%2Fdocuments%2FLetter%2520to%2520FDA%2520and%2520NIH%2520re%2520CT-gov%2520Compliance.pdf&data=05%7C01%7Cchennr%40research.rutgers.edu%7C35db09ecf58940fc17b808db055bca12%7Cb92d2b234d35447093ff69aca6632ffe%7C1%7C0%7C638109664166558544%7CUnknown%7CTWFpbGZsb3d8eyJWIjoiMC4wLjAwMDAiLCJQIjoiV2luMzIiLCJBTiI6Ik1haWwiLCJXVCI6Mn0%3D%7C3000%7C%7C%7C&sdata=COPEbd9ZqmFM%2BnM4Z6MRA36TbQ%2BFLWSSCKeBK08aDpI%3D&reserved=0
https://nam02.safelinks.protection.outlook.com/?url=https%3A%2F%2Fdemocrats-energycommerce.house.gov%2Fsites%2Fdemocrats.energycommerce.house.gov%2Ffiles%2Fdocuments%2FLetter%2520to%2520FDA%2520and%2520NIH%2520re%2520CT-gov%2520Compliance.pdf&data=05%7C01%7Cchennr%40research.rutgers.edu%7C35db09ecf58940fc17b808db055bca12%7Cb92d2b234d35447093ff69aca6632ffe%7C1%7C0%7C638109664166558544%7CUnknown%7CTWFpbGZsb3d8eyJWIjoiMC4wLjAwMDAiLCJQIjoiV2luMzIiLCJBTiI6Ik1haWwiLCJXVCI6Mn0%3D%7C3000%7C%7C%7C&sdata=COPEbd9ZqmFM%2BnM4Z6MRA36TbQ%2BFLWSSCKeBK08aDpI%3D&reserved=0
https://nam02.safelinks.protection.outlook.com/?url=https%3A%2F%2Fdemocrats-energycommerce.house.gov%2Fsites%2Fdemocrats.energycommerce.house.gov%2Ffiles%2Fdocuments%2FLetter%2520to%2520FDA%2520and%2520NIH%2520re%2520CT-gov%2520Compliance.pdf&data=05%7C01%7Cchennr%40research.rutgers.edu%7C35db09ecf58940fc17b808db055bca12%7Cb92d2b234d35447093ff69aca6632ffe%7C1%7C0%7C638109664166558544%7CUnknown%7CTWFpbGZsb3d8eyJWIjoiMC4wLjAwMDAiLCJQIjoiV2luMzIiLCJBTiI6Ik1haWwiLCJXVCI6Mn0%3D%7C3000%7C%7C%7C&sdata=COPEbd9ZqmFM%2BnM4Z6MRA36TbQ%2BFLWSSCKeBK08aDpI%3D&reserved=0
https://nam02.safelinks.protection.outlook.com/?url=https%3A%2F%2Fdemocrats-energycommerce.house.gov%2Fsites%2Fdemocrats.energycommerce.house.gov%2Ffiles%2Fdocuments%2FLetter%2520to%2520FDA%2520and%2520NIH%2520re%2520CT-gov%2520Compliance.pdf&data=05%7C01%7Cchennr%40research.rutgers.edu%7C35db09ecf58940fc17b808db055bca12%7Cb92d2b234d35447093ff69aca6632ffe%7C1%7C0%7C638109664166558544%7CUnknown%7CTWFpbGZsb3d8eyJWIjoiMC4wLjAwMDAiLCJQIjoiV2luMzIiLCJBTiI6Ik1haWwiLCJXVCI6Mn0%3D%7C3000%7C%7C%7C&sdata=COPEbd9ZqmFM%2BnM4Z6MRA36TbQ%2BFLWSSCKeBK08aDpI%3D&reserved=0
https://www.fda.gov/media/151965/download
https://www.fda.gov/media/151965/download
https://www.fda.gov/media/151965/download
https://www.fda.gov/media/151965/download
https://www.law.nyu.edu/news/clinical-trial-data-technology-law-policy
https://dockets.justia.com/docket/new-york/nysdce/1:2018cv11462/506147
https://www.gao.gov/products/gao-23-105656
https://www.fda.gov/media/170685/download?attachment
https://www.fda.gov/media/170685/download?attachment
https://www.fda.gov/media/170685/download?attachment
https://www.fda.gov/science-research/fdas-role-clinicaltrialsgov-information/pre-notices-potential-noncompliance
https://www.fda.gov/science-research/fdas-role-clinicaltrialsgov-information/pre-notices-potential-noncompliance
https://www.fda.gov/science-research/fdas-role-clinicaltrialsgov-information/pre-notices-potential-noncompliance
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https://www.fda.gov/regulatory-information/search-fda-guidance-documents/civil-money-penalties-relating-clinicaltrialsgov-data-bank 
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• FDAAA 801 Violations 

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

Ramifications of Non-Compliance

https://www.fda.gov/science-research/fdas-role-clinicaltrialsgov-information/clinicaltrialsgov-notices-noncompliance-and-civil-money-penalty-actions
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FDA Pre-Notice of Noncompliance

FDA started the posting of 
these in December 2023, 
and stated that the agency 
intends to post pre-notices 
on a quarterly basis.

• 131 notices, Dec. 2023

• 149 notices, Apr. 2024

• 169 notices, Sep. 2024

https://www.fda.gov/science-research/fdas-role-clinicaltrialsgov-information/pre-notices-potential-noncompliance
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HHS OIG Report

Full Report: https://oig.hhs.gov/oas/reports/region6/62107000.pdf 

Report in Brief: https://oig.hhs.gov/oas/reports/region6/62107000RIB.pdf 

https://oig.hhs.gov/oas/reports/region6/62107000.pdf
https://oig.hhs.gov/oas/reports/region6/62107000RIB.pdf


NIH Enforcement

• Policy: NIHGPS 4.1.3 Clinical Trials Registration and Reporting in 
ClincialTrials.gov Requirement

– Applies to 1) FDA ACTs, and 2) All NIH-funded “clinical trial” per NIH policy

• Workflow: 
1. eRA generates reports identifying records with overdue results

2. OPERA advises ICs of grants that are out of compliance

3. ICs send initial non-compliance letters to recipients (ISO)

4. recipients non-compliant after 30 days receive a letter from OPERA

5. DDER “final call” outreach

6. Enforcement actions

• Specific enforcement actions depend on the specific circumstances
• No new competing awards

• Refer to FDA for civil money penalties

• Cost disallowance and recovery

https://grants.nih.gov/grants/policy/nihgps/HTML5/section_4/4.1.3_clinical_trials_registration_and_reporting_in_clinicaltrials.gov_requirement.htm
https://grants.nih.gov/grants/policy/nihgps/HTML5/section_4/4.1.3_clinical_trials_registration_and_reporting_in_clinicaltrials.gov_requirement.htm
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NIH Possible Non-Compliance Letter
Since Sep. 22, 2022, NIH has issued possible non-compliance letters to investigators who 
are due to report the results for their NIH-funded research studies. A redacted version of 
this letter from NIH can be viewed here.

https://rutgersconnect-my.sharepoint.com/:b:/g/personal/chennr_research_rutgers_edu/EdNXamxzLlFMvZqQ1egSMP0Bx4E00-WfG7hydiiHbci9yg?e=JnYZNn
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Inability to Publish…

From the editors at New England Journal of Medicine in response to a manuscript submission

“Thank you for submitting your manuscript…to the New 

England Journal of Medicine.

The International Committee of Medical Journal Editors 

(ICMJE), and therefore our journal, requires that all clinical 

trials be registered in a publicly searchable registry before 

submission for publication. As you did not register your study 

before the first patient was enrolled, or because it was entered 

into a registry before that registry was publicly searchable, we 

are returning it to you without further consideration.”
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Inability to Publish…

From the reviewers at Journal of Clinical Oncology in response to a manuscript submission

“Thank you for your submission to Journal of Clinical Oncology. Please read this 

message in its entirety, as it contains important instructions for resubmitting your 

manuscript. 

The protocol submitted to JCO seems to differ from that posted on 

ClinicalTrials.gov…PFS2 did not seem to be a secondary endpoint in the original 

protocol on ClinicalTrials.gov, so that discussion should be removed.”
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Denied Publication as of March 25, 2024

Background: A PI was denied publication in a Wiley Journal for having submitted registration materials to ClinicalTrials.gov 21 

days after first enrollment into a study that was registered as Observational. Wiley returned with the following details:

We acknowledge that the dates are close but to be eligible for publication in a WILEY journal the trial 

needs to be prospectively registered before the first participant was recruited.  JAN [Journal of Advanced 

Nursing] is audited externally for compliance to ALLTrials and journal eligibility criteria.  Please see:

https://urldefense.com/v3/__https://onlinelibrary.wiley.com/doi/full/10.1111/jan.15620__;!!Mak6IKo!M

Y_SM7AM5XBgCu46PBgcgnYTPiwe3KHxfT8MMbDiBNa54saP3vAttpHaNPMWN82fKvZd0WwvS5CnbQ7h

w53wgIK5ENcL_A$ 

… Please do not submit this manuscript to another WILEY journal as it is not eligible for publication.  I 

appreciate that this will be very disappointing news but this is an absolute rule and the trial registration 

entry is a public document.  We undertook no further checks of trial integrity when compared to the trial 

registration entry.

https://nam02.safelinks.protection.outlook.com/?url=https%3A%2F%2Furldefense.com%2Fv3%2F__https%3A%2Fonlinelibrary.wiley.com%2Fdoi%2Ffull%2F10.1111%2Fjan.15620__%3B!!Mak6IKo!MY_SM7AM5XBgCu46PBgcgnYTPiwe3KHxfT8MMbDiBNa54saP3vAttpHaNPMWN82fKvZd0WwvS5CnbQ7hw53wgIK5ENcL_A%24&data=05%7C02%7Cchennr%40research.rutgers.edu%7Ca9622f874fc64e78a04008dc4d0bb741%7Cb92d2b234d35447093ff69aca6632ffe%7C1%7C0%7C638469960265499668%7CUnknown%7CTWFpbGZsb3d8eyJWIjoiMC4wLjAwMDAiLCJQIjoiV2luMzIiLCJBTiI6Ik1haWwiLCJXVCI6Mn0%3D%7C0%7C%7C%7C&sdata=wU3uDSG28ptZuWjoXiGvFuq8aWCJylEjL2LzTDzHBJA%3D&reserved=0
https://nam02.safelinks.protection.outlook.com/?url=https%3A%2F%2Furldefense.com%2Fv3%2F__https%3A%2Fonlinelibrary.wiley.com%2Fdoi%2Ffull%2F10.1111%2Fjan.15620__%3B!!Mak6IKo!MY_SM7AM5XBgCu46PBgcgnYTPiwe3KHxfT8MMbDiBNa54saP3vAttpHaNPMWN82fKvZd0WwvS5CnbQ7hw53wgIK5ENcL_A%24&data=05%7C02%7Cchennr%40research.rutgers.edu%7Ca9622f874fc64e78a04008dc4d0bb741%7Cb92d2b234d35447093ff69aca6632ffe%7C1%7C0%7C638469960265499668%7CUnknown%7CTWFpbGZsb3d8eyJWIjoiMC4wLjAwMDAiLCJQIjoiV2luMzIiLCJBTiI6Ik1haWwiLCJXVCI6Mn0%3D%7C0%7C%7C%7C&sdata=wU3uDSG28ptZuWjoXiGvFuq8aWCJylEjL2LzTDzHBJA%3D&reserved=0
https://nam02.safelinks.protection.outlook.com/?url=https%3A%2F%2Furldefense.com%2Fv3%2F__https%3A%2Fonlinelibrary.wiley.com%2Fdoi%2Ffull%2F10.1111%2Fjan.15620__%3B!!Mak6IKo!MY_SM7AM5XBgCu46PBgcgnYTPiwe3KHxfT8MMbDiBNa54saP3vAttpHaNPMWN82fKvZd0WwvS5CnbQ7hw53wgIK5ENcL_A%24&data=05%7C02%7Cchennr%40research.rutgers.edu%7Ca9622f874fc64e78a04008dc4d0bb741%7Cb92d2b234d35447093ff69aca6632ffe%7C1%7C0%7C638469960265499668%7CUnknown%7CTWFpbGZsb3d8eyJWIjoiMC4wLjAwMDAiLCJQIjoiV2luMzIiLCJBTiI6Ik1haWwiLCJXVCI6Mn0%3D%7C0%7C%7C%7C&sdata=wU3uDSG28ptZuWjoXiGvFuq8aWCJylEjL2LzTDzHBJA%3D&reserved=0
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Avoid being publically listed as Non-compliant: https://fdaaa.trialstracker.net/

Ramifications of Non-Compliance

https://fdaaa.trialstracker.net/
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Summary of Requirements 1 of 2

Entity Registration Results Reporting Penalties

Health and Human 
Services
(HHS)

Within 21 
days of 
enrollment

Within 365 days of primary completion 
date for ACTs

• $14,262 /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/2016/09/21/2016-22129/clinical-trials-registration-and-results-information-submission
https://grants.nih.gov/grants/guide/notice-files/NOT-CA-15-011.html
https://grants.nih.gov/grants/guide/notice-files/NOT-CA-15-011.html
https://www.research.va.gov/resources/ORD_Admin/clinical_trials/
https://www.research.va.gov/resources/ORD_Admin/clinical_trials/
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Summary of Requirements 2 of 2

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 • $14,262/study/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://www.pcori.org/news-release/pcori-board-adopts-process-peer-review-and-public-release-research-findings
https://cdmrp.army.mil/pubs/pdf/humanResource.pdf
https://cdmrp.army.mil/pubs/pdf/humanResource.pdf


Poll Time

From what I know, efforts to advance compliance with clinicaltrials.gov in my 

institution have been shown in the following aspects: (Multiple Choices)

1. 1. No difference compared to the time before April 2024

2. 2. Work in progress yet Investigators are still struggling 

3. 3. Resources have been designated by leadership to support needed areas

4. 4. I don’t know.
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Join at www.menti.com and use code 9977 9717

http://www.menti.com/
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Roadmap

1. Human Subjects Protection – IRB & ClinicalTrials.gov

2. Why Do We Care?

3. What Are the Registration Requirements?

4. Record Update & Results Reporting Requirements

5. Recent Ramification of Non-compliance

6. Establish a System in an Organization

7. Latest Updates and Modernization

8. Resources
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A. Identify a Key Person to Assist Investigators in Your Organization

Recommended Key Capacities for the PRS Administrator ….

1. Access to IRB study database, including funder information

2. Ability to conduct QA review of protocols newly registered on ClinicalTrials.gov

3. Ability to monitor non-compliance with federal regulations

4. Access to Clinical Trial Management System (helps with study status updates if 

available)

1. Who does this position(s)/ ClinicalTrials.gov PRS 

Administrator fall under at your institution?

2. Consider the following to house the PRS Administrator : 

• Full Time Employee (FTE) 

• Securely Funded 

• Chain of Command to Leadership that has bought in
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B. Establish a Robust Mechanism to Maximize Performance

• Informative and organized website

• Institutional Policy & Procedure

• Customized education & training sessions 

• Monthly HSPP/IRB Bulletin has ClinicalTrials.gov section

• Tools and review process for investigators:

o Protocol templates to discern “interventional studies” and “non-
interventional studies”

o Built-in questions of clinical trials disclosure in IRB applications

• Mechanism for monitoring:

o In-house dashboard/ database that generate IRB reports 

o ClinicalTrials.gov PRS Planning and other reports



C. Implement a ClinicalTrials.gov QA/QI Monitoring Review

Interventional 

Studies

Initial  

notification

Orientation 1

• Overview

o Regulations

o Key Timeline

• PRS navigation

Feedback 

Survey 

• Registration Completion

• Required Update

1. ACTs

2. NIH-funded

Orientation 2 

• Study Status

• Results Reporting Tips

• Action Checklist
Subsequent 

notification

Feedback 

Survey 

• Consent Posting

• Results Reporting to Completion

Study conduct

Key Characteristics: 

• Proactive approach to establish partnership and lasting relationship

o Investigators are to “be informed to empower”

• Motivate investigators to take the moral responsibility that will 

o promote welfare for participants and 

o advance the benefits for all
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Classic Sites
ClinicalTrials.gov Modernization

https://clinicaltrials.gov/ct2/about-site/modernization
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FDA ClinicalTrials.gov Webinars

On August 9th 2023, the FDA released webinars titled ClinicalTrials.gov – a 

Three-Part Series, that provide an overview of ClinicalTrials.gov and 

examples of compliance and enforcement activities that CDER/FDA has 

taken to encourage compliance. 

These videos may be accessed directly through YouTube:
• ClinicalTrials.gov: Part 1 - Meeting Transparency and Reporting Requirements 

(12:17)

• ClinicalTrials.gov: Part 2 - Definitions, Laws, and Regulations (15:32)

• ClinicalTrials.gov: Part 3 - CDER’s Compliance and Enforcement Activities (16:32)

https://www.fda.gov/drugs/news-events-human-drugs/clinicaltrialsgov-three-part-series
https://www.fda.gov/drugs/news-events-human-drugs/clinicaltrialsgov-three-part-series
https://nam02.safelinks.protection.outlook.com/?url=https%3A%2F%2Furldefense.proofpoint.com%2Fv2%2Furl%3Fu%3Dhttps-3A__www.youtube.com_watch-3Fv-3DSeu8UtbV0QI%26d%3DDwMFAg%26c%3Dlb62iw4YL4RFalcE2hQUQealT9-RXrryqt9KZX2qu2s%26r%3DW0VtN9gVR-VD-fE-O2ExLAx-bNKWNSU1LzpAPrvw-UM%26m%3D234avipxV3xVbrlfht6N2xW2qJHeSmhO7IbO6O9UH8BDtQoxUNRpCIAWg8XUXrd8%26s%3DUvqJgOtXBirdBtlF2OiNQO0uF2fO6WmFk3S1yQUx7L8%26e%3D&data=05%7C01%7Cchennr%40research.rutgers.edu%7C0decdf3626dd4659399408db99ca5e3c%7Cb92d2b234d35447093ff69aca6632ffe%7C1%7C0%7C638272866691093418%7CUnknown%7CTWFpbGZsb3d8eyJWIjoiMC4wLjAwMDAiLCJQIjoiV2luMzIiLCJBTiI6Ik1haWwiLCJXVCI6Mn0%3D%7C3000%7C%7C%7C&sdata=h%2BPm8EawGsKpYnBOz3h1HXZkrIIAuE2CzDS8IIsmdhI%3D&reserved=0
https://nam02.safelinks.protection.outlook.com/?url=https%3A%2F%2Furldefense.proofpoint.com%2Fv2%2Furl%3Fu%3Dhttps-3A__www.youtube.com_watch-3Fv-3DFiU89KN86nk%26d%3DDwMFAg%26c%3Dlb62iw4YL4RFalcE2hQUQealT9-RXrryqt9KZX2qu2s%26r%3DW0VtN9gVR-VD-fE-O2ExLAx-bNKWNSU1LzpAPrvw-UM%26m%3D234avipxV3xVbrlfht6N2xW2qJHeSmhO7IbO6O9UH8BDtQoxUNRpCIAWg8XUXrd8%26s%3DxCLHtkJo30E5Lm6cArDaX2Omlw1UqzXsey3qPqmksWI%26e%3D&data=05%7C01%7Cchennr%40research.rutgers.edu%7C0decdf3626dd4659399408db99ca5e3c%7Cb92d2b234d35447093ff69aca6632ffe%7C1%7C0%7C638272866691093418%7CUnknown%7CTWFpbGZsb3d8eyJWIjoiMC4wLjAwMDAiLCJQIjoiV2luMzIiLCJBTiI6Ik1haWwiLCJXVCI6Mn0%3D%7C3000%7C%7C%7C&sdata=nE7OSBggd%2Fmoi%2BQAoLLpqujJZlEHRfsxJQ2O47c8soM%3D&reserved=0
https://nam02.safelinks.protection.outlook.com/?url=https%3A%2F%2Furldefense.proofpoint.com%2Fv2%2Furl%3Fu%3Dhttps-3A__www.youtube.com_watch-3Fv-3DwsC2RXSpKgc%26d%3DDwMFAg%26c%3Dlb62iw4YL4RFalcE2hQUQealT9-RXrryqt9KZX2qu2s%26r%3DW0VtN9gVR-VD-fE-O2ExLAx-bNKWNSU1LzpAPrvw-UM%26m%3D234avipxV3xVbrlfht6N2xW2qJHeSmhO7IbO6O9UH8BDtQoxUNRpCIAWg8XUXrd8%26s%3DxdP9YLJ5XHgWT9zoLA-X1FRfG4SRJhYHMocQOy7zUfE%26e%3D&data=05%7C01%7Cchennr%40research.rutgers.edu%7C0decdf3626dd4659399408db99ca5e3c%7Cb92d2b234d35447093ff69aca6632ffe%7C1%7C0%7C638272866691093418%7CUnknown%7CTWFpbGZsb3d8eyJWIjoiMC4wLjAwMDAiLCJQIjoiV2luMzIiLCJBTiI6Ik1haWwiLCJXVCI6Mn0%3D%7C3000%7C%7C%7C&sdata=PU%2FrOua%2B%2BWVdmp6pO27CLM%2BzY%2FGooc6NjA46tjbjU90%3D&reserved=0


Human Subjects Protection ProgramHuman Research Protection Program

 

CONSORT 2010 Flow Diagram 

Assessed for eligibility (n=  ) 

Excluded  (n=   ) 
♦   Not meeting inclusion criteria (n=  ) 

♦   Declined to participate (n=  ) 

♦   Other reasons (n=  ) 

Analysed  (n=  ) 
♦ Excluded from analysis (give reasons) (n=  ) 

Lost to follow-up (n=  )  

Discontinued (n=  ) 

Intervention (n=  ) 
♦ Received allocated intervention (n=  ) 

♦ Did not receive allocated intervention (give 

reasons) (n=  ) 

Lost to follow-up (n=  )  

Discontinued (n=  ) 

Intervention (n=  ) 
♦ Received allocated intervention (n=  ) 

♦ Did not receive allocated intervention (give 

reasons) (n=  ) 

Analysed  (n=  ) 
♦ Excluded from analysis (give reasons) (n=  ) 

Allocation 

Analysis 

Follow-Up 

Randomized (n=  ) 

Enrollment 

https://www.equator-network.org/reporting-guidelines/consort/
http://www.consort-statement.org/

Sections/Topics Checklist Items

Title and abstract Trial title; Structured summary of design, methods, results & 
conclusion

Introduction Background and objectives

Methods Design, participants, interventions, outcomes, sample size, 
randomization, blinding, statistical methods

Results Participant flow, baseline data, number analyzed, outcomes 
and estimation, harms, ancillary analyses, 

Discussion Limitations, generalizability, interpretation

Other Information Registration, protocol, funding

http://www.consort-statement.org/
http://www.consort-statement.org/
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ClinicalTrials.gov listserve

● U.S. National Library of Medicine

● ClinicalTrials.gov & Train the Trainer

● ClinicalTrials.gov Hot Off the PRS!

61

https://clinicaltrials.gov/submit-studies/prs-help/support-training-materials
https://public.govdelivery.com/accounts/USNLMOCPL/subscriber/new?topic_id=USNLMOCPL_30


Objectives:  

• Understanding and applying the requirements;

• Identifying best practices in managing the requirements;

• Developing tools to assist regulatory support & investigators;

• Serving as a communication forum to support academia in meeting 
clinical trials registration/ reporting requirements.

Numbers of Members (as of 4/16/2024):
• 844 individuals, 279 organizations

Examples of our work:

• Template questions to identify ACTs (in IRB application)

• Administration and oversight benchmark survey 

• Sample job descriptions

• Manual of considerations for protocol redaction prior to posting

• Forum for feedback to ClinicalTrials.gov staff at NIH

Clinical Trials Registration and Results Reporting Taskforce
Monthly Conference call: 3rd Thursday 1 -2 pm EST

Monthly calls featuring 

representatives from 

• ClinicalTrials.gov
• FDA 
• OHRP
• Stakeholder/ interest 

groups

Mission: Focusing on the implementation of clinical trials registration and results reporting 
requirements that affect US academic health centers

https://ctrrtaskforce.org/
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Additional Resource

Source: Final Rule (42 CFR Part 11) https://www.gpo.gov/fdsys/pkg/FR-2016-09-21/pdf/2016-22129.pdf)
Source: Final Rule (42 CFR Part 11) https://register.clinicaltrials.gov/prs/html/omb-burden-statement.html 

63

https://www.gpo.gov/fdsys/pkg/FR-2016-09-21/pdf/2016-22129.pdf
https://register.clinicaltrials.gov/prs/html/omb-burden-statement.html
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Takeaways 1/2

1. Study disclosure including registration and results reporting is an 

essential, integral component of the scientific method.

2. Notices of noncompliance from FDA, NIH and other entities will 

continue. Be prepared.

3. ClinicalTrials.gov Modernization is very needed and greatly 

appreciated.

4. Join the Clinical Trials Registration and Results Reporting 

Taskforce.

  64

https://ctrrtaskforce.org/
https://ctrrtaskforce.org/
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Takeaways 2/2

“We owe it to every participant and the public 

at large to support the maximal use of this 

[medical advances] knowledge for the greatest 

benefit to human health. This important 

commitment from researchers to research 

participants must always be upheld.”

 

--- NIH Director Francis S. Collins, M.D., Ph.D. 
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Please complete evaluation. 

Thank You!

N. Rebecca Chen

Rutgers ClinicalTrials.gov Administrator
Human Subjects Protection Senior Analyst

chennr@research.rutgers.edu

mailto:chennr@research.rutgers.edu
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