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Learning Objectives

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

2. ldentify 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 — IRB & ClinicalTrials.gov
Why Do We Care?

What Are the Registration Requirements?

Record Update & Results Reporting Requirements
Recent Ramification of Non-compliance

Establish a System in an Organization

Latest Updates and Modernization

Resources
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Human Research Protection Program
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Human Subjects Protection

* Increase Public Trust

= Promote Transparency

= Ensure Research Rigor
and Integrity

» |mprove Oversight
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The Research Cycle

The Investigator’s Perspective The Compliance Perspective

Identify "%
research et

£

37 Analyse
research
results J

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

Human Research Protection Program 8
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R i Human Subjects Protection

thru IRB & Clinicaltrials.gov
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Iﬂ Results Reporting

IRB Final Report

Upload ICF |~*
- Update on CTG

DURING | AFTER |

Study Registration

IRB Application

| BEFORE |
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2. Why Do We Care?
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- Paxil

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

* Vioxx

o Merck failed to report
heart attacks

e Celebrex

o Pfizer reported
misleading results

Human Research Protection Program

Three Pivotal Cases

@he Washington Post

N.Y. Sues Paxil Maker Over Studies On Children
Negative Data Withheld, Attorney General Says

By Brooke 4. Mastars
Washington Post Staff Writer
Thurzday, June 3, 2004; Page E01

NEW YORK, June 2 -- Drug manufacturer GlaxoSmithKline PLC masled
consumers and committed fraud by suppressing clinical studies that raised
doubts about the safety and effectiveness of 1ts top-selling antidepressant Paxil
when used to treat children and adolescents, New York state Attorney General
Eliot L. Spitzer alleged in a civil lawsuit filed Wednesday.
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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.)
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Juni P, Rutjes AW, Dieppe PA. BMJ. 2002 Jun 1;324(7349):1287-8.
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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.

DATA S KNOWLEDGE —>» ACTION
Human Research Protection Program 1 3
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mewiewas  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

Human Research Protection Program 1 4
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3. What Are the Registration Requirements?

Human Research Protection Program



R st 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



R siwie  Which Studies Must Register? o

« 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.

(Continued)
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R 5@ Which Studies Must Register? 2. (Continued)

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

on Program




1. Does this studyhave an Interventionaf research design? @ }"\L ITGERS
Anintervention is defined 253 manipulation of the subjector the subject’s environmentfor the purposs of " Diise e St
modifying one or more health-related biomedical or behavioral processes and/or endpeints. Examples includs

" Drugs. small malecules or compounds
" Biologics

Clinical Trials Registration Decision Tree

Questions? Please email Rutgers ClinicalTrials.gov Support at rutgersctgsupport@research.rutgers.edn

. & r—— Does this study have an

. edures (=g, surgical techniques} e s interventional research design?:

®  Daliverysystems(e.g., telemedicing, face-to-face intarvisws) . 3

®  Szhavioralsratsgies (2.5 dist. cognitive therapy, exercise, developmentof naw habits) 2o A AN R R
®  Trestmentsirategies m

"  Prevention strategies

®  Diagnostic stratsgiss
|ma climical trizl, interventiona! i= defined 1o mean that human subject participants are assigned prospectvealy toan
intervantion ar interventions according 1o 3 protoco! to evaluate the sffect(s) of the intervention(s) ona health-

refated biomedical or behavioral outcomses. See MIH EAT

Does the study evaluate atleast one drug, biological or device product regulated by FDA?

This includes clinical trials that investigats 3 drug or biological product that is the subject of an spproved newdrug
zpplication (MDA} or biologic license application {BLA) or that would require an approved NDA or BLA to be legally
marketed inthe United States. The EDA Orange Book provides a fist oflicensed drug products with FDA approval.

The FDA Purple Book provides alist of licensad biolagical products with FDA approval. Isthe study fully
Also included for the criteriz are clinical trizls that investigate 3 device for which approval by the FDA has been effect of at leastone drug, or pnr‘nallv Does the Plfipnnsor
anzlned or is being sought; thess are device products subject ta the Food, Drug & Cosmetic Actregulstions (510(k), m - = . funded by NIH?#

515, or520(m}). The FOA Medicsl Device: bsite provides lists and searchable databases for FDA-approved biologicalor device product n[E.“d i p!.lbllsh
regulated by FDA? ¢ this work in an
A

ICMIE journal?=

T

Doesthe study evaluate lhe

davi-:es.

3. Isthestudyother than a Phase 1 drug/biological study or other thana device feasibility study?
Phase 1 trials incluede studies that introduce an investigational new druginto humans, have primary objectivesof

safety measuraments, may include normal woluntesr subjects, an be designad to determine the metbolism and " »

pharmacalogic actions of the drug, study the side effectsassociated with increzsingdoses, and if possible, gain early Isthestudy otherthan a

svidence oneffectivenass. A device feasibility study is 2 limited cli | investigation of 3 device earlyin Phase 1 drug/biological CES )]
development, typically before the device design has beenfinalizad, for a specificindication. Phase 1 clinical trials study or otherthan a device

and device faasibility studiesare exempted from FOA requirements for

ITrials.gov registration and results feasibility study?:
reporting. For additional details, refer tothe Aot | = Clinical Trial Ch . o c

%

4. Isthe studyfully or partially funded by MIH?
The N defines a clinical trial as “a research study in which one or more human subjects ars prospectivelyassigned

to one or more interventons {which may includs placebo or other control) to evaluats the sffectsof these /_MV of the following true?

intervantions on heslth-related biomedical or behavioral outromes. The NIH Policy, effactive January 18, 2017, a) At least one study facility in the
requiresall investigators conducting clinical trials funded by the NIH to register and reportrasults of these trials at United States

Clinic aIT".als Eav. b)5tudy conducted under an IND or IDE
The NIH policy is applicable to all clinical trizls fundad in whole or in part by the NIH, regardlsss of study phaszs, ¢) Drug, biological or device
intervantion type (including behavioral interventions), or whether they are investigating an FDA ragulated drug, manufactured and exported from
biclogic or device. \_ theUnited States

™

. Dees the Pl/Sponsor intend to publish resultsin an |CVUE journal?
A romplate list of journzls that follow the International Committee of Medical Journs! Editors {ICRUE)
recommendations for the conduct, reporting, editing and publication of schalsrly work in medical journals canbe
found here [CVUE standards require registration of dinical trials in 2 public trials registry (such as
ClinicalTrials.gov) at or before the time of first patient enroliment as a conditien of consideration for publication.
More information sbout ICVIE and registration requiremants can be found on the JCVIE wabsite.

Hu V3 Mareh 16, 2623

Access Decision Tree - clinical trial registration



https://rutgersconnect-my.sharepoint.com/:b:/g/personal/chennr_research_rutgers_edu/EfYSoX0nRa1JihvYiOww-uwBqW9J3o2hrNoj4ifSjHmG9Q?e=YUtwwI

| JE=-.
Agencies Requiring Registration m

« Department of Health and Human Services i
= Law: FDA, NIH, WHO
= Funding Agency: NIH, PCORI i -2 FUSE BLDRvE

= Billing: CMS

1CMIE

 Publishers/ Journals: ICMJE

 International: WHO
» Scientific, ethical and moral responsibility

77N, World Health
&@é y ¥ Organization




s \Who Registers the Studies?

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

« Sponsor: The entity that initiates the study

* Principal Investigator(Pl): 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-l): The individual who both initiates and

conducts the study : ” : —
Investigator Initiated Studies @ Rutgers University
RP = Pl or S-l

on Program




R#i=  \When to Register

« 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



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

RUTGERS UNIYERSITY
Office for Research

Which Platform? ClinicalTrials.gov

* There are two different systems: B 5 it Liacy o Mo

O Public site: https://www.clinicaltrials.gov/ ClinicalTrials.gov

d User site: Protocol Registration a_nd Rgsults CtinicalTriaLv.gav
SyStem (PRS) httDSI//regISter-d|n|C3|trla|S-gOV/ Protocol Registration and Results System

* There are two basic functions of ClinicalTrials.gov:
d Registration (creating and updating the record)

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

Human Research Protection Program 23


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

| RUTGERS UNIYERSTY

Roadmap

4. Record Updates & Results Reporting Requirements



R s Record Update and Maintenance

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
= Jocation, contact information, IRB Status, Responsible Party
= Discrepant Dates
=  “Anticipated” completion dates have passed

“30 days” includes
» Update

 RP approval & release
 PRS review and posting

Human Research Protection Program *Not all studies require results; record updated until complete
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et Documents: Informed Consent Form

$6.116 General requirements for informed consent.

* Revised Common Rule (45CFR46)
* Transparency of consent forms used

* Improve the quality of consent forms

e Applicable Trials
* Clinical Trials initiated on or after January 21, 2019
* Conducted or supported by a Common Rule department or agency
* Posting Requirements

e After recruitment closes AND

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

Human Research Protection Program


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

R #wvize Qverview - Results Database  Sfticafriasgon PRS

ClinicalTrials.gov Results Database

W Administrative Info
T _

Baseline Outcome Measures/ Adverse :
N e Point of Contact,
Characteristics Statistical Analyses Events ‘ agreement btw

Participant Flow

s Sponsor and Pl
4 Study design _ W00 (10, 20) —
! - Source *42 CFR 11.48(a)(5)
Arms/Groups __ . - Title & — 2 d
ende description Acin
Period/Stage
Sute B ihnicity, (titte &
Region description)
§ # of start and EArm/group title &
completed B Specific description
Measure

# participants
Human Research Protection Program


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

| § JE = Results Reporting*®

 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*
= |t 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

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.

I NOT: Data analysis, publication, manuscript submission I

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

the Primary Completion Date.

Human Research Protection Program

*Not every study requires results; Check Funding Agency Requirements
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5. Recent Ramification of Non-compliance

Human Research Protection Program
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Time -
Registration
Time — Results
Reporting

Effective

Ramification of
Non-
Compliance

Action of
Enforcement

Link for more
information

US Clinical Trials Reporting Requirements

Within 21 days of
enrollment

Within 12 months of
completion date

January 18, 2017

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

Loss of funding

Initiated since 2013/
April 2021

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

recs/fdaaa

Within 21 days of
enrollment

Within 12 months of
completion date

January 18, 2017

«  Withhold
funding

« Deny renewal

* Reject request
for new funding

Initiated since
September 2022

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

Prior to enrollment

Not required

2005/ July 1, 2008

Rejection of
manuscripts

Prior to 2014 &
journal-specific

https://www.icmje.org/recommend

|-trials/reporting/index.htm

ations/browse/publishing-and-
editorial-issues/clinical-trial-
registration.html

Prior to enrollment

Not required

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


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

Key Milestones: ClinicalTrials.gov Regulations

FDAAASO1 statutory Results Database Final Rule for FDAAA 801
requirements in available in Final NIH Policy on the Dissemination of
effect Sep. 2007 Sep. 2008 NIH-Funded Clinical Trial

2000: The registry
2016 2017

ClinicalTrials.gov was 2007 2008
launched by NLM/NIH

Sep. Jan.

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

National Institutes of 2020
Health Did Not Ensure Feb.

That All Clinical Trial 2022 PAYA 2021 2020
Aug.

Apr. Aug.

Seife vs. HHS Court
Decision - See report and

Results Were
Reported in

Accordance With FDA issued the 1 non- EDA issued the 15t non- FDA issued Civil Money ClinicalTrials.gov FAQ
Federal Requirements compliance notification to an compliance notification Penalties Relating to the
investigator Dr. Petrikovets, issued to Acceleron ClinicalTrials.qov Data Bank

2022
2023 2023 2023 2023 -

Sep.
: Jan. Apr. Jul. e WTo Be Continued

NIH possible non- | atter from the US US GAO Report — NIH:

i The 5™ non- .
compliance letter 5 oressional Better Data Will Improve B FDA started posting
Committee on Energy Understanding of Federal B Pre-notice of Non-
- notification issued to oG
and Commerce Contributions to Drug Lioht Sci compiiance on a
Development =lgnt >clences quarterly basis

Oncology by FDA.



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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1N THIS SECTIOM: Search For FDA Guidance Docoments

Civil Money Penalties Relating to the
ClinicalTrials.gov Data Bank

+—Seroh for F& Gadance foniretia

SUIDANCE DOCUMENT

Civil Money Penalties Relating to the ClinicalTrials.gov Data Bank
Guidance far Responsible Parties, Suhmittars of Certain Applications and Sehmissions to FOA, and FOA Sraff
AUGLET 2020

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

Additional copies are available from:

hat Flsal Gubiames Dincummi Raad e Fradpral Rnglstor Holice

Fetom - W7 I Lo B Emall | & P

Office of Good Clinical Practice
QOffice of Climical Policy and Programs
Food and Drug Administration
10903 New Hampshire Avenue, W032-3103
Silver Spring, MD 20093-0002
fTel) 301-796-8340
{FAXY) 301-847-8640

Docket Mumber:  FOA-ED18-D-0087
Issued by: Dficu of Angulalory Alfass
Dfice aof the Campissiongy Dfce of Clinieat Policy and Progroms, Ofice of Clinical Policy,
DMicy of Gomd Clmcal Praclice
Camvinr Tor Dreuy Evauation and Resgarch
Cemier tor Ueyloes and Radiologloal Health
Camter for Hiodogics Evatastlon and Ressarch

U.S. Department of Health and Human Services
Food and Drug Administration
Office of Good Clinical Practice (OGCP)
Center for Drug Evaluation and Research (CDER)
Center for Biologics Evaluation and Research (CBER)
Center for Devices and Radiologic Health (CDRH)
Office of Regulatory Affairs (ORA)

This goidance documeant iz intended 1o describe the earrent thinldng of F13a's Center for Drug
Evaluationand Research [CDER ], Center for Riologies Evaluation and Ressarch (CBER), ami Cenoter
for Divices and Radiological Health (CDRH) (hereadter, "Center” or collectively, “the Centera™),
regarding civil money peoalties noder section: 30:3(6103) of the Fedem] Food, Drug, and Cosmetie Ace
(FDEC Anth That section authorizes FIWA to sesess eivil money penalties apainst responsible partias
and ‘ot submitters af rernin applications acd submissions to FDA reganting drug prodacts, hiologiol
products, and device products (lsereafter, "subandtters”) whe violate applicable FDECC Act probibldons
redating to reqquiternents under secrinn 42} of the Pablia Health Serviee: Art {40 TR #AR[1
Lovelnellig 6 fonple meating repubations b e CFR Part 10 (o submit repletsation sodfor resuls
information o the {iricalTrials.gov data bank and for eertain eertifications o FDA.

August 2020

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

R #e  Ramifications of Non-Compliance

 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

Study Details =~ Tabular View = Study Results | FDAAA B01 Violations Disclaimer  [&] How to Read a Study Record '
Information on FDA Response Letter Civil Money Penalty Amount _
Responsible Party/Submitter NCT Number Notice of Noncompliance (if any) (if any)
Light Sciences Oncalogy NCTO2326454 111942023 114222023
April 29, 2021 Ocugen NCT03785340 4/15/2022 08/01/2022
Pelrikovels, Andrey M.D. HNCTO3052816 2/31,/2021 12/20/2021
Acevitis Ine. NCTD3064438 7/26/2021 05/26/2022
Acceleron Pharma, Inc. NCTO1727336 40371201 12/13/2021

Human Research Protection Program



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

R#&5  FDA Pre-Notice of Noncompliance

Responsible Party = NCT Number(s) (ifany) < Pre-Notice (YYYY-MM-DD) .
FDA started the posting of Casi Pharmaceuticals NCT02234986 2024-09-24
these in December 2023, »

Kristin Hudock NCT04492514 2024-09-24
and stated that the agency
intendS tO pOSt pre-notices Cogent Biosciences NCT02401815 2024-09-24
on a quarterly basis. Oncotelic Therapeutics NCT02641639 2024-09-18

Glia LLC NCT03990051 2024-09-13
131 notices, Dec. 2023 OncoNano Medicine NCT04950166 2024-09-13
* 149 notices, Apr. 2024 Syros Pharmaceuticals, Inc. NCT03512756 2024-08-28
169 notices, Sep. 2024 -

Senhwa Biosciences, Inc. NCT04663737 2024-08-28

Abionyx Pharma NCT02697136 2024-08-28

JCR Pharmaceuticals Go., Ltd.  NCT04227600 2024-08-28

Showing 1 to 10 of 169 entries Previous - 2| 3| 4| B~ 17 | Next

Human Research Protection Program


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

Report in Brief
Date: August 2022
Report No. A-06-21-07000

Why 01G Did This Audit

The Mational Institutes of Health
{MIH) provides funding for clinical
trials carried out by NIH scientists in
NIH laboratories on its campuses
{Intramural) and through awards to
the community of scentists at
umiversities, medical centers,
hospitals, and research institutions
throughout the United 5tates and
abroad {Extramural). NiH is
responsibie for ensuring that NiH-
funded Intramural and Extramural
«clinical trials are reported on
ClinicalTrials.gov. Our prefiminary
review of data from ClinicalTrials.gov
showed that most NiH-funded dlinical
trials that were completed in
calendar year 2018 did not have their
results posted.

Our objective was to determing
whether NIH ensured that NIH-
funded Intramural and Extramural
clinical trials complied with Federal
reparting requirements.

How 01G Did This Audit

We reviewed all 72 NiH-funded
Intramural and Extramural dinical
‘trials for which Federal law and NIH
palicy required the results to be
reported in catendar year 2019 or
2020: To determine whether
responsible parties complied with
reporting requirements, we
compared the date the results should
have been submitted with the date
they were submitted. We also
determined whether NIH posted the
clinical trial results submitted by the
responsible parties to
ClinicalTrials.gov within 30 days of
the submission date.

U5 DEPARTMENT OF HEAUTH & HUMAN SERVICES
OFFICE OF INSPECTOR GENERAL !,-‘\ "

The National Institutes of Health Did Not Ensure
That All Clinical Trial Results Were Reported in
Accordance With Federal Requirements

What 01G Found
NIH did not ensure 1
complied with Fede
submit the results o
the number of dlinic
that were submitte

Table: Summary o

Submitted on Time

submitted Lata
Results Mot Submitted
subtatal of Narcomplian

Total

The noncompliance
NIH did not have ad
submitted the resul
there was noncomp
parties that had not
For the 47 NIH-fund
their results {35 sub
the Federal reportin

What 0IG Recon
We recommend tha
responsible parties
subrmit results to Ch
actions against resp
not submit results, i
their challenges relz
address the challeny

In weritten comment
recommendations a
address them. For¢
improvements to it
teke compliance act

HHS OIG Report

NIH's COMMENTS

0IG’s RECOMMENDATIONS

We recommend that the NIH:

In written comments on our draft report, NIH concurred with
our recommendations and described actions it has taken or
plans to take to address them. NIH stated that it has already

e improve its procedures to ensure that
responsible parties of NIH-funded
clinical trials comply with
requirements to submit results to
ClinicalTrials.gov in a timely manner,

e take enforcement actions against
responsible parties that are late in
submitting trial results or do not
submit results, and

e work with the responsible parties to
understand their challenges related to
ClinicalTrials.gov and implement
procedures to address the challenges.

begun to implement a series of improvements to enhance its
internal procedures to work with responsible parties to ensure
that they are complying with requirements to register studies
and submit results to ClinicalTrials.gov. Further, NIH indicated
that it is implementing activities that will enhance NIH's ability
to take compliance actions against responsible parties that are
late in submitting trial results or do not submit results. NIH also
mentioned that it has invested substantially in making
ClinicalTrials.gov an accessible and usable resource for the
community. In addition, NIH stated that it has implemented
significant improvements related to working with responsible
parties to understand the challenges they face in submitting
their results to ClinicalTrials.gov and that it has implemented
procedures to address the challenges. Lastly, NIH suggested a
minor revision to the language in our third recommendation,
which we made.

The full report can be found at httos://fois.hhs gov/oas /reports/regions/62107000.85p.

ort: 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

| > Jie 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:

eRA generates reports identifying records with overdue results
OPERA advises ICs of grants that are out of compliance

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

recipients non-compliant after 30 days receive a letter from OPERA
DDER “final call” outreach

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

o0k wbh=


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

R &% 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.

Compliance with the NIH policy is a term and condition of this grant award; however, the- has
been unable to verify that results information has been submitted to ClincialTrials.gov for the clinical
trial(s) funded by the above-referenced grant. The standard timeline for submission of results
information is not later than one year after the trial’s primary completion date. Similar requirements
apply if the above-referenced clinical trial is also an “applicable clinical trial” subject to the requirements
of Section 801 of the Food and Drug Administration Amendments Act of 2007, including its
implementing regulations in 42 CFR part 11.

If you believe that you have complied with applicable requirements, please provide us with your
reasoning and any supporting information for our consideration. Please respond to this letter no later
than 30 days from receipt of this letter with the following information pertaining to the above-

referenced clinical trial(s):

e Evidence that clinical trial results information has been submitted to ClinicalTrials.gov.
e Evidence that submission of clinical trials results information is not required at this time.

Human Research Prot

Please submit this information to me at the e-mail address below.


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

RUTGERS UNIYERSITY
Office for Research

Inability to Publish...

“Thank you for submitting your manuscript...to the New
England Journal of Medicine. E@l I C MJ E

INTERNATIONAL COMMITTEE of
MEDICAL JOURNAL EDITORS

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.”

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

Human Research Protection Program



RUTGERS UNIYERSITY
Office for Research

Inability to Publish...

“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.”

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

Human Research Protection Program
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R i
Denied Publication as of march 25, 2024

Background: A Pl 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 ;!!Mak6lKo!M
Y SM7AM5XBgCu46PBgcgnYTPiwe3KHxfTEMMbDiBNa54saP3vAttpHaNPMWNS82fKvZdOWwvS5CnbQ7h

w53wglK5ENcL AS

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

Human Research Protection Program


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

RAUTGERS UM YERSITY
Office for Research

FDAAA

TrialsTraCae

Who's sharing

FDAAA 2007 is a law that requires
January 2018. The FDA are not pu

Trials reported

16135 out of 20855

Filter trials by status:

m Overdue m QOvel

Ramifications of Non-Compliance
Avoid being publically listed as Non-compliant: https://fdaaa.trialstracker.net/

rutgers
Status Sponsor Trial ID Title + Completion date Days overdue
Rutgers The ; " - teroids in COPD
E==r SwteUnesiy NCTOWez3s o OFOma Dose of L.‘f:g%s'"'m'ds mCOFD 20220831 141
of New Jarsey S ; e
— Using Combined EEG and Non-invasive Brain
Sl NCT04432493 Stimulation to Examine and Improve Reward 2022-08-31 53
University gy i .
Functioning in Opioid Use Disorder
Rutgers, The - . s .
e R Effect of Oral Hygiene Products an Reducing .
tat t NCT04931004 = il AP P LR h 2021-12-31 405
=3 Slae University HETe223100+ Expelled/Exhaled SARS-CoV-2
of New Jersey
Rutgers, The Salsalate + Venetoclax/Decitabine for Patients With
== State University, NCT04146038 Acute Myelogenous Leukemia or Advanced 2021-10-25 145
of New Jarsey Myelodysplasia/Myeloproliferativa Disease
Rutgers, The = = - : i .
State Unversity ~ NCTo3gdazes 2P° 5T°0 S'EE;-?_::I K e 2021-09-30 497
f New Jnrsoy Waternal Opioid Use After Cesarean Delivery
Rutgers, The
g = Investigator-Initiated, Pilot Study Evaluating The 2 :
e 3 3 2021-08- 7
[ reported-late | State University NCT0363637 Eficacy Of Etsnsscept b Acite Goot 2021-08-13 18
of Mew Jersey d
Rutgers, The Does the Use of a Nerve Stimulator Improve the
State University MNCT0311264 Outcome of Ultrasound-Guided Supraclavicular Block 2021-07-31 68
of Mew Jersey (Anesthesia) for Upper Extrerity Surgery? [pACT]
Rutgers, The
State University NCT05283439 Opioid Analgesic Reduction Study (OARS) - Pilat 20210312 59

of New Jarsey



https://fdaaa.trialstracker.net/

RUTGERS UNIYERSITY
Office for Research

Summary of Requirements 102

(VHA)

funding. Prior
to enrollment

Registration Results Reporting Penalties

Health and Human Within 21 Within 365 days of primary completion « $14,262 /study/day
Services days of date for ACTs * Criminal
(HHS) enrollment proceedings

* Loss of grant

funding
National Institutes Within 21 Within 365 days of primary completion Loss of grant
of Health days of date funding (to include
(NIH) enrollment for clinical trials receiving NIH funding the institution)
National Cancer Within 21 Within 365 days of primary completion Loss of grant
Institute days of date of NCIl-supported clinical trials (in funding
(NCI) enrollment a peer-reviewed journal and/or
ClinicalTrials.gov)

Veterans Health Prior to Within 365 days of primary completion Loss of grant
Administration release of date funding

Human Research Protection Program



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/

RUTGERS UNIYERSITY
Office for Research

Entity

Centers for Medicare
& Medicaid Services
(CMS)

Registration

All qualifying clinical
trials

Summary of Requirements 2of2

Results Reporting
Study-specific

Penalties

» 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

Prior to enrollment

Ineligibility to publish

(ICMJE)

Department of Prior to enroliment.  Study-specific  $14,262/study/day
Defense Prior to release of » Withholding or
(DoD) funding. recovery of award

funds

Human Research Protection Program



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

From what | know, efforts to advance compliance w caltrials.gov in my

mstltutlon have been shown in the foIIowmg aspects (Multlple Ch0|ces)



http://www.menti.com/
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6. Establish a System in an Organization




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

1. Who does this position(s)/ ClinicalTrials.gov PRS
Administrator fall under at your institution?
2. Consider the following to house the PRS Administrator :
e Full Time Employee (FTE)
e Securely Funded
e Chain of Command to Leadership that has bought in

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)

Human Research Protection Program
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B. Establish a Robust Mechanism to Maximize Performance

e [nformative and organized website

e Institutional Policy & Procedure

e (Customized education & training sessions

e Monthly HSPP/IRB Bulletin has ClinicalTrials.gov section
e 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
e Mechanism for monitoring:

o In-house dashboard/ database that generate IRB reports

o ClinicalTrials.gov PRS Planning and other reports

Human Research Protection Program 4 8



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

Interventional
Studies

Orientation 1
* Overview

1. ACTs

Key Characteristics:
* Proactive approach to establish partnership and lasting relationship
Investigators are to “be informed to empower”
* Motivate investigators to take the moral responsibility that will

o promote welfare for participants and
advance the benefits for all

(@)

(@)

_,[

* Consent Posting
* _Results Reporting to Completion

— o Regulations
Initial o KeyTimeline | l * Registration Completion ]

notification * PRS navigation * Required Update

Study conduct
Orientation 2
* Study Status

Subsequent * Results Reporting Tips
2. NIH-funded notification " « Action Checklist

J
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/. Latest Updates and Modernization
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R ClinicalTrials.eov Modernization

Welcome to the Modernized PRS. Go to Classic PRS. version v5.5.2

Mationad Center for Bio aeinciogy Infodmation

ClinicalTrials.gov

P Rs Protocol Registration Recard List Aboit @ Admin m:gn::marrh Pratection Progrim
& Results Systam

andar for Biofec

I!:i?tiona[ Library ofMedic:i‘:-e '- PRS Login '

ClinicalTrials.gov

Find Studies ~ Study Basics ~ Submit Studies ~ Data and API ~ Policy ~ About ~ My Saved Studies (0) >

ClinicalTrials.gov is a place to learn about clinical studies from around the world.



https://clinicaltrials.gov/ct2/about-site/modernization
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Find Studies ~ Study Basics « Submit Studies ~ Data and APl ¥~  Policy ~ About ~ My Saved Studies (0) >

ClinicalTrials.gov is a place to learn about clinical studies from around the world.

The U.S. government does not review or approve the safety and
science of all studies listed on this website. +

Read our full disclaimer for details.

Focus Your Search (all filters ogtional) Expert Search

Condition/disease @

Other terms @




Welcome to the Modernized PRS. Go to Classic PRS.

National Library of Medicine

version v5.5.2
National Center for Biotechnolagy Information

Contact ClinicalTrials.gov
ClinicalTrials.gov
PRS Protocol Registration
& Results System

Record List About ~

Human Research Protection Program
@ Admin RutgersSUM.J

() Welcome to the Modernized PRS! Please use it to enter, review, and submit a study protocol.

Close X
» Work seamlessly with the classic PRS by saving changes on one website and moving to the other.
» Note that you may have to go to the classic PRS to resolve some validation issues.

= Records with Results, Delayed Results, and Study Documents can only be opened in classic PRS.

Record List—Default View

b 9. 9 U 9 % 9 %N
) ClinicalTrials.gov PRS

-
Protocol Registration and Results System

PARDON THEIR DUST

Admin Quick Reference Problem Resolution Guide

[booe== é.
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8. Resources

Human Research Protection Program



RUTGERS UNIYERSITY
Office for Research

FDA ClinicalTrials.gov Webinars

On August 9t 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:

e ClinicalTrials.gov: Part 1 - Meeting Transparency and Reporting Requirements
(12:17)

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

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

Human Subjects Protection Program


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

= CONSORT

i H.UTI.':-ERS UM I ERSTY
R i Office for Research CO N SO RT 20 10 F I ow D l agra m % Bl TRAMSFARENT REPORTING of TRIALS

Sections/Topics

https://www.equatc  Title and abstract
http://www.consort:

Introduction

Methods

Results

Discussion

Other Information

Analysed (n= )

+ Excluded from analysis (give reasons) (n= )

Human Research Protection Program

Checklist Items

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

Background and objectives

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

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

Limitations, generalizability, interpretation

Registration, protocol, funding

Analysed (n= )

+ Excluded from analysis (give reasons) (n= )



http://www.consort-statement.org/
http://www.consort-statement.org/

PRS Login

ClinicalTrials.gov

Find Studies v Study Basics v Submit Studies v  Data and API ~ Policy v About v My Saved Studies (0) >

Podicy ~

Lol Trads gay AP

Horw 1o Searaty ML ean Aboul Studizs RS ACoounts Al Menws and Updates

Atoart tha AP

Clirdcal Trial Reporting About ClinicalTrigls poy
Requirements

How 10 Use Search Resulis L How 1o Read & Stidy Record B Hedp Resources

Hovay b Dovwmdioad Study
Pecords

How 1o Search for Studies with ISHEw 10 Read Study Results Trends and Charis

all studies listed on th

Results ‘ FOuAh 801 and tha Finad Rule
- Gloszary Aenass Daka in FHIE Maodernization
Constructing Comgplax Search - . Protocol Registration
el \Patient Fescurces lisclaimer for details. | Definitions Eedected Publicationg
HES Feods Beeuns Definitions Release Notes
Expanded Access Definflions Disclaimar

T d il
Focus Your Search (all filters optional) i i

-~ Linking te Thiz Site

Condition/disease @ Accessibiiny

Other terms @

Intervention/treatment @
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st PRS Login

ClinicalTrials.gov Go 10 the classic website

Find Studies ~ Study Basics > Submit Studies v Data and API ~ Policy ~ About ~ My Saved Studies (0) >

Home » Submit Studies > PRS Help Resources » Support and Training Materials

Support and Training Materials

On this page This page is a compendium of helpful resources, files and templates for data

Protocol Registration submitters.

Results Submission Many of these items are informative in nature, while others provide instructional
information for various aspects of the protocol/results reporting process or
using the Protocol Registration and Results Reporting System (PRS).

Quality Control Review

Protocol Registration

Using the PRS

« PRS Guided Tutorials oz — Step-by-step instructions for registering a study,
uploading study documents, and submitting results information. The tutorials
include Quick Overview Guides 3, a PDF library 3, annotated figures for

—V_
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R |stena  ClinicalTrials.gov PRS

Protocoel Registration and Results System

ClinicalTrials.g Message to ClinicalTrials.gov Staff
Protocol Registration ¢

Quick Links ——————— Before sending a message to ClinicalTrials.gov, try the
following alternatives:

» Check the Frequently Asked Questions page for answers
to common inquiries to ClinicalTrials.gov.

Lookup U — s
it « Contact your organization's PRS Administrator for
Problem Resolution Cuid assistance.

*Your |chennr@research.rutgers. edu; rutgersctgsupport@research.rutgers.ec
——— Email

Address:

Protocol Registra fin: HSPP  Logout

Human Research Protection Program

g




RUTGERS UNIYERSTY

Offie for Research ClinicalTrials.gov listserve

m National Library of Medicine

@ U.S. National Library of Medicine
@ ClinicalTrials.gov & Train the Trainer
@® ClinicalTrials.gov Hot Off the PRS!

Email Updates

To sign up for updates or 1o access your subscriber preferences, please enter your contact
information below

Email Address -

Submit Cancel

Your contact information is used to delver reguested updates or to access your subscnber praferences

Human Subjects Protection Program



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

Clinical Trials Registration and Results Reporting Taskforce
Monthly Conference call: 3@ Thursday 1-2 pm EST
Mission: Focusing on the implementation of clinical trials registration and results reporting

requirements that affect US academic health centers
Objectives: o
* Understanding and applying the requirements; ¢ P . -
* Identifying best practices in managing the requirements; A 9 9 smzooogao %9_'_0" Al

Q

* Developing tools to assist regulatory support & investigators; 9. 00 ?3 _
» Serving as a communication forum to support academia in meeting %9 9 9. 9. '9--'90:999-
clinical trials registration/ reporting requirements. _ ‘?Q 8

Numbers of Members (as of 4/16/2024): -‘i T
» 844 individuals, 279 organizations '

Examples of our work:

Monthly calls featuring
representatives from
ClinicalTrials.gov

» Template questions to identify ACTs (in IRB application)

« Administration and oversight benchmark survey ’ gDHARP
* Sample job descriptions - Stakeholder/ interest
« Manual of considerations for protocol redaction prior to posting groups

» Forum for feedback to ClinicalTrials.gov staff at NIH


https://ctrrtaskforce.org/

RUTGERS UNIYERSITY
Office for Research

Additional Resource

TABLE 3—ESTIMATED BURDEN FOR REGISTRATION AND RESULTS INFORMATION SUBMISSION AT CLINICALTRIALS.GOV

Average fime

Type of respondents rglsumﬁzér?'fs Frequency of response per response Angma]dehnwr
P (hours)
Regulated Submissions (Subject to this Rule)

8 Subﬁequent L.Ipd.aies 2 118,400

Results Information ... 7,400 | 1 Initial . 40 296,000
EEubsequent Updates 10 148,000

Certifications to delay results submission ...... BABH | T rin it i e e 0.5 2575
Extensic — = 500
Registra OMB NO: 0925-0586 704

sion. EXPIRATION DATE: 03/31/2026

Results Burden Statement 1,350
Expand: 426
107

Public reporting burden for this collection of information i1s estimated to vary from 2.0 to 8.0 hours per response for
Sut registration, 10.0 to 45.0 hours per response for results information submissions, and 15 minutes to 2 hours for other
submissions including certifications for delay, extension requests, and expanded access. These estimates include the
time for reviewing instructions, searching existing data sources, gathering the data needed, and completing and
reviewing the collection of information. An agency may not conduct or sponsor, and a person is not required to
respond to, a collection of information unless it displays a currently valid OMB control number. Send comments
regarding this burden estimate or any other aspect of this collection of information, including suggestions for reducing
this burden, to: NIH, Project Clearance Branch, 6705 Rockledge Drive, MSC 7974, Bethesda, MD 20892-7974,

ATTN: PRA (0925-0586). Do not return the completed form to this address.

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

Takeaways .-

Study disclosure including registration and results reporting is an
essential, integral component of the scientific method.

Notices of noncompliance from FDA, NIH and other entities will
continue. Be prepared.

ClinicalTrials.gov Modernization is very needed and greatly
appreciated.

Join the Clinical Trials Registration and Results Reporting
Taskforce



https://ctrrtaskforce.org/
https://ctrrtaskforce.org/

Takeaways .-

“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.”

!‘-‘?
o _n--'--lH’

- ﬁ:Dlrector Francis S. Collins, M.D., Ph

&

L
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Please complete evaluation.
‘Thank You!

. ' N. Rebecca Chen
Rutgers CllhlcaITrlaIs gov Administrator
Human Subjects Protection Senior Analyst

it


mailto:chennr@research.rutgers.edu
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