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Getting to Know You!
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Learning Objectives
1. Describe why clinical trials disclosure 

matters and list resources and tools to 
assist investigators and organizations 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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Roadmap
• Why Do We Care?
 Key issues – 3 pivotal examples 
 Take-away and Benefits to register

• What …..
 is ClinicalTrials.gov?
 is a “Clinical Trial”?
 are the Regulatory Bodies?

• Who’s Watching? 
• Reporting Responsibilities
• Establish a System in Your Organization
• Resources

1. NIH
2. CONSORT (Consolidated Standards of Reporting Trials)
3. ClinicalTrials.gov website, Protocol Registration System (PRS) email
4. Clinical Trials Registration and Results Reporting Taskforce
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http://www.consort-statement.org/consort-statement/flow-diagram
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Why Do We Care?
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Watch Out!
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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 
8



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.)
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Take Away
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.

10
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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 (e.g., harms, benefits, redundancy)
• 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

• 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
11
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WHAT ….
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First Things First: 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/
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Definition of “Clinical Trial”
Applicable Clinical Trial (ACT): 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.

14
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Determination of NIH “Clinical Trial”
How can researchers determine whether a 
proposed study is a clinical trial?
• The following questions should be used to determine 

whether a study meets the NIH clinical trial definition:
 Does the study involve human participants?
 Are the participants prospectively assigned to an 

intervention?
 Is the study designed to evaluate the effect of the 

intervention on the participants? 
 Is the effect being evaluated a health-related biomedical 

or behavioral outcome?
• If the answers are all “yes,” the study is a clinical trial.
• If any answers are “no,” the study is not a clinical trial

15
FAQ: https://grants.nih.gov/grants/policy/faq_clinical_trial_definition.htm#5220
Case studies: https://grants.nih.gov/policy/clinical-trials/case-studies.htm

https://grants.nih.gov/grants/policy/faq_clinical_trial_definition.htm#5220
https://grants.nih.gov/grants/policy/faq_clinical_trial_definition.htm#5220
https://grants.nih.gov/policy/clinical-trials/case-studies.htm
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Milestones on 
Year Entity Event
1997 Congress The 1st U.S. law to require trial registration (FDAMA)

2000 NIH Launch ClinicalTrials.gov website

2005 ICMJE Requires registration prior to enrollment

2006 WHO All clinical trials should be registered

2007 CMS PI must enroll qualifying clinical trials in ClinicalTrials.gov

2007 Congress Expanded registration, results reporting and civil penalties 
(FDAAA)

2008 NIH Release results database in ClinicalTrials.gov

2013 WMA Declaration of Helsinki requires registration & results reporting

2015 CMS Mandatory reporting of clinical trial number on claims

2016 FDA/NIH Final Rule and Companion Policy (effective January 18, 2017)

2017 FDA Final Rule compliance date (April 18, 2017)

2017 WHO Signatories of international agencies to require registration and 
results reporting (May 18, 2017)

16
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Selected Trial Registration Laws & Policies
Name Type Intervention Type Registration Policy Scope

FDAAA 801 U.S. Federal 
Law (2007)

Drugs, biologics, 
and devices

Controlled clinical investigations 
of a FDA-regulated drug,
biologic, or device, except Phase 1 
or small feasibility studies

WMA 2013 
Declaration of 
Helsinki

International 
policy, adopted 
by the WMA 
(1964, 2013)

Any (includes drugs, 
biologics, devices, surgical 
procedures, and behavioral 
treatments)

"Every research study involving 
human subjects must be registered 
in a publicly accessible database 
before recruitment of the first 
subject." (Para 35)

Clinical Trials 
Directive 
2001/20/EC, 
Article 11

European 
Union 
directive 
(2001)

Drugs and 
biologics

Phase 2–4 adult trials and 
Phase 1–4 pediatric trials

WHO Int’l 
Clinical Trials 
Registry 
Platform

International 
policy 
initiated by 
WHO (2006)

Any (includes drugs, 
biologics, devices, surgical 
procedures, and behavioral 
treatments)

"The registration of all 
interventional trials is a 
scientific, ethical and moral 
responsibility."

ICMJE Policy Publication 
policy by
ICMJE 
(2004)

Any (includes drugs, 
biologics, devices, surgical 
procedures, and behavioral 
treatments)

All interventional studies, 
including Phase 1 studies; 
defines criteria for 
"acceptable registries" 

17

https://www.eortc.be/services/doc/clinical-eu-directive-04-april-01.pdf
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US Clinical Trials Reporting Requirements

Reporting 
Requirement

ICMJE Policy FDAAA Final Rule 
(issued in 9/2016)

Final NIH Policy 
(issued in 9/2016)

Scope Registration Registration & Results 
Reporting

Registration & 
Results Reporting

Phase All Not Phase 1 All

Intervention 
Type

All Drug, biologic, & 
device products 
regulated by the FDA

All (e.g., including 
behavioral 
intervention)

Funding 
Source

All All NIH

Enforcement Refusal to 
publish

Criminal 
proceedings and 
civil penalties (up to 
$11,805* $11,569*/ 
day); Loss of HHS 
funding

Loss of NIH 
funding

Effective 2005 January 18, 2017 January 18, 2017
International Committee of Medical Journal Editors (ICMJE)
http://www.icmje.org/recommendations/browse/publishing-and-editorial-issues/clinical-trial-registration.html
https://www.federalregister.gov/documents/2018/10/11/2018-22005/annual-civil-monetary-penalties-inflation-adjustment
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http://www.icmje.org/recommendations/browse/publishing-and-editorial-issues/clinical-trial-registration.html
https://na01.safelinks.protection.outlook.com/?url=https://www.federalregister.gov/documents/2018/10/11/2018-22005/annual-civil-monetary-penalties-inflation-adjustment&data=02|01|chennr@ored.rutgers.edu|f4963e0b05bc4f3ab9a108d64687d806|b92d2b234d35447093ff69aca6632ffe|1|0|636773946600711892&sdata=dTbcadhY0dDE/WUWXK%2BLf%2BrGuuGMSgnNXXzWyOufoVo%3D&reserved=0
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Requirements for Registration
• FDAAA: The Principal Investigator must register and input required clinical 

trial information through the Protocol Registration System (PRS) at the 
ClinicalTrials.gov website no later than 21 days after enrollment of the 
first participant (https://www.clinicaltrials.gov/ct2/manage-recs/fdaaa).

• NIH: The Principal Investigator must register and input required clinical trial 
information at the ClinicalTrials.gov website no later than 21 days after 
enrollment of the first participant (https://www.nih.gov/news-
events/summary-hhs-nih-initiatives-enhance-availability-clinical-trial-
information). 

• CMS: The Principal Investigator must register and input required clinical trial 
information and obtain an NCT# at the ClinicalTrials.gov website before 
submitting claims for such services to CMS. 

• ICMJE: The Principal Investigator must register with an ICMJE qualified 
publicly-accessible registry at or before the first patient is enrolled in the 
study as a condition for publication in a participating journal 
(http://www.icmje.org/about-icmje/faqs/clinical-trials-registration).

19

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

20



Zarin DA et al. N Engl J Med 2015;372:174-180.

Cumulative Number of Registered Clinical Trials with at 
Least One U.S. Site from October 2008 to September 

2014
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STAT article: Faced with public pressure, 
research institutions step up reporting of 
clinical trial results January 9, 2018
https://www.statnews.com/2018/01/09/clinical-trials-reporting-nih/

22https://www.statnews.com/2018/01/09/clinical-trials-reporting-nih/

https://www.statnews.com/2018/01/09/clinical-trials-reporting-nih/
https://www.statnews.com/2018/01/09/clinical-trials-reporting-nih/
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AllTrials FDAAA Trials Tracker

23http://fdaaa.trialstracker.net/

http://fdaaa.trialstracker.net/
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How’s Rutgers Doing on TrialsTracker?

24
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Hot off the Press! 

25
https://www.transparimed.org/single-post/2019/03/25/New-report-25-leading-US-universities-violate-key-medical-transparency-law
https://www.nature.com/articles/d41586-019-00994-1#correction-0

https://www.transparimed.org/single-post/2019/03/25/New-report-25-leading-US-universities-violate-key-medical-transparency-law
https://www.nature.com/articles/d41586-019-00994-1#correction-0
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Reporting Responsibilities
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Key Concepts
• Responsible Party (i.e. PI per RU policy) must submit 

scientific and administrative information
• PI and statistician(s) are strongly encouraged to be involved
• Summarize results information in tabular format 
• Conceptually similar to prepare for journal manuscript
• The intended audience is “readers of the medical literature.”
• The Basic Results Database requires the reporting of what 

was done; it does not require a change in study design or 
study procedures;

• Quality Assurance is designed to ensure that results are 
complete and meaningful; it does not ensure that studies are 
valid, useful, or interesting!
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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
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Summary of Updated Federal Requirements

Final Rule
• Requires registration & results submission for “applicable 

clinical trials” (ACTs)
• Requires submission of Protocol and Statistical Analysis 

Plan (SAP) at time of results information submission
• Expands scope of results reporting requirements to include 

trials of unapproved products
2018 Common Rule
• Requires posting of an IRB-approved version of the 

consent form to a federal website/registry, such as 
ClinicalTrials.gov.
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• NIH Sharing Policies and Related Guidance on NIH Funded 
Research   https://grants.nih.gov/policy/sharing.htm

• ICMJE requirements
Clinical trials that begin enrolling participants on or after 1 
January 2019 must include a data sharing plan in the trial's 
registration. If the data sharing plan changes after 
registration this should be reflected in the statement 
submitted and published with the manuscript, and updated 
in the registry record.

Data Sharing Policies

https://grants.nih.gov/policy/sharing.htm


Human Subjects Protection Program https://www.fda.gov/downloads/RegulatoryInformation/Guidances/UCM607698.pdf

https://www.fda.gov/downloads/RegulatoryInformation/Guidances/UCM607698.pdf


Human Subjects Protection Program

Record Status
In progress → Entry Completed → Approved → Released → PRS Review → Public

In progress → Entry Completed → Approved → Released → PRS Review → Public

1. In progress – initial data entry or update ongoing
2. Entry Completed – ready for internal review by 

administrator/investigator
3. Approved – record passed internal review
4. Released – submitted to ClinicalTrials.gov
5. PRS Review – under review by ClinicalTrials.gov
6. Public – posted on ClinicalTrials.gov public web site

Blue = what Investigators need to do
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Establish a System in 
Your Organization 
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A. Identify a point person to assist investigators
B. Initiate a mechanism to identify clinical trials in 

your organizations
C. Create a user-friendly website
D. Work with Research Administration to create 

policy and procedures for registration and results 
reporting. Update as necessary.

E. Provide active outreach to investigators and staff, 
offering education and timely information 

F. Act as a liaison between investigators and 
ClinicalTrials.gov Team in NIH 

34

Establish a System in Your 
Organization 
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A. Identify a Point Person to Assist 
Investigators in Your Organization

1. Who does this position(s) fall under at your
institution?

2. How are you funding this position(s)?
3. Consider the following to explore options on the

ClinicalTrials.gov Protocol Registration System
(PRS) Administrator support :

• Full Time Employee (FTE)
• Funding Source
• Chain of Command
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Rationale and Advantages of Having PRS 
Administrator Role in the Human Subjects 
Protection Program (HSPP)  

1. Clinical trials registration and results reporting is a Human 
Subjects Protection (HSP) issue.

2. The position aligns with the Declaration of Helsinki 
paragraph 35 and 36 (updated October 2013) ”All study 
results inconclusive, negative or positive be made public”

3. HSPP has the access to IRB study database which enables 
internal monitoring and management.

4. HSPP PRS Administrator conducts quality assurance review 
of protocols newly registered on ClinicalTrials.gov.

5. Ability to monitor non-compliance with Federal Regulations
36
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Mechanisms in place at Rutgers Institutional Review Board
• eIRB application questions on investigators to self report 
• IRB changed the protocol templates to distinguish 

“interventional studies” and “non-interventional studies”
• Forms of initial application and renewal contain pertinent 

questions

Mechanisms in place at Human Subjects Protection Program 
• PRS Administrator generates a monthly report from eIRB of 

newly IRB-approved studies to capture interventional studies 
required to register on ClinicalTrials.gov 

37

B. Initiate a Mechanism to Identify Clinical Trials 
and Facilitate Registration 
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Rutgers eIRB Questions that prompts the 
investigator to register the trial on ClinicalTrials.gov

38

• Is this a Research Study which prospectively assigns human participants or groups 
of humans to one or more health related interventions to evaluate the effects on 
health outcomes?
Yes / No

• * Is this a clinical trial defined as an Interventional trials (drugs, biologics, device), 
Phase II-IV , device trials for which FDA approval is sought(IND/IDE)?
Yes / No

If YES:
• You have indicated that this is a Clinical Trial or a research study which prospectively 

assigns human participants or groups of human participants to one or more health related 
interventions. This requires ClinicalTrials.gov registration per FDA Regulations and/or 
ICMJE Registration Policy. This study must be registered at ClinicalTrials.gov within 21 
days of enrollment of the first participant.

Requirements: http://rbhs.rutgers.edu/hsweb/clinicaltrials/requirements.html
ICMJE Registration Policy: http://rbhs.rutgers.edu/hsweb/clinicaltrials/icmje.html

• Please select all classifications that apply: (phase of the study)
• Identify your ClinicalTrials.gov point person of your study: (include name and contact 

information)

http://rbhs.rutgers.edu/hsweb/clinicaltrials/requirements.html
http://rbhs.rutgers.edu/hsweb/clinicaltrials/icmje.html
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• Establish a website of clinical trials registration and 
results reporting

• Provide information and resources
• Conduct trainings on how to navigate and utilize the 

website 
• Regularly update it

39

C. Create a User-Friendly Website: 
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Ad hoc committee meet with the Institutional 
Official to discuss details of policy and 
procedures, including enforcement for 
registration and results reporting.

41

D. Work with Research Administration to 
Create Policy and Procedures for Registration 
and Results Reporting. Update as necessary.
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Rutgers Policy

https://orra.rutgers.edu/sites/orra.rutgers.edu/files/HSPP/Auditors/ORRA%20Policy%20on%20Clinical%20Trials%20Registration%20and%20Results%2
0Reporting_FINAL_July%207%202017.pdf

https://orra.rutgers.edu/sites/orra.rutgers.edu/files/HSPP/Auditors/ORRA%20Policy%20on%20Clinical%20Trials%20Registration%20and%20Results%20Reporting_FINAL_July%207%202017.pdf
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Customized, extensive opportunities for training to 
meet individual and/or group needs are offered:

• Rollout Sessions were given at all campuses.
• All IRB Executive Committees received an introductory 

session, and continuous updates. 
• Department or Group Meetings are encouraged to 

include a presentation of ClinicalTrials.gov on the agenda.
• Personalized Tutoring/Meetings are conducted with 

individual faculty and their staff.
• Individual Phone Consultations are available upon 

request.
• IRB Open House had a ClinicalTrials.gov information 

table, next to our ClinicalTrials.gov poster.

43

E. Provide Active Outreach and Education
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ICMJE requirements for result reporting if 
investigators intend to publish 

 ICMJE policy requires public, prospective registration in an 
acceptable public registry or in the World Health Organization 
(WHO) International Clinical Trials Portal. 

 ICMJE requires Principal Investigators to adhere to the 
registration guidelines of the chosen registry.

The HSPP ……
• recommends ClinicalTrials.gov tools for data collection in 

preparation for manuscripts. 
• explores investigators intent to publish. 
• familiarizes investigators with the ICMJE  registration timeline 

for enrolling participants. 
• provides guidance for investigators to meet ICMJE reporting 

requirements.
44
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• Participate in ClinicalTrials.gov Taskforce, a nation-wide 
group joined by institutional PRS administrators. Activities 
include monthly conference calls and various subcommittees 
to collaborate on projects and issues. 

• Open communication with ClinicalTrials.gov PRS Team at 
National Institutes of Health. Act as a liaison between 
investigators and the ClincialTrials.gov PRS Reviewers.

• Identify and share best practices with other institutions
• Develop solutions and tools for regulatory support
• Respond to requested consultations with from around the 

country 
• Expand institutional knowledge with the Taskforce update on 

a regular basis.
45

F. PRS Administrator’s Expanded Role in 
Maintaining Compliance
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RESULTS
1. Developed and implemented an Institutional Policy and  

Procedure approved by the Institutional Official and Vice 
President of Research

2. Initiated collaboration with other departments to develop in-
house procedures for the institution to maintain in 
compliance (e.g. investigators separation procedure)

3. Increased research faculty awareness on registration and 
result reporting

4. Run monthly reports in ClinicalTrials.gov to check for 
compliance with institutional policy

5. Human Subject Protection Analysts now review and include a 
section on the obligation and responsibility of clinical trials 
registration and results reporting when conducting in-house 
Quality Assurance, Routine and For-cause Reviews. 

46
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Total Numbers of Registered  
ClinicalTrials.gov Records at RU

Jun. 2013 – Apr. 2019

47
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Our ultimate goal is to 
be a resource to our 
research faculty, so 
that they know that 
they can always come 
back for support at 
any given time.

48
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CONCLUSION
• Besides a major increase in registration, data 

reporting, and a reduction in problem items, 
investigators now view HSPP as a valuable resource 
not merely a compliance overseer.

• “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)

49
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Resources

1. NIH
2. CONSORT
3. ClinialTrials.gov official website, and its 

Protocol Registration System (PRS) 
Website & PRS email 

4. Clinical Trials Registration and Results 
Reporting Taskforce (CTRRT)

http://www.consort-statement.org/
https://clinicaltrials.gov/
https://register.clinicaltrials.gov/
mailto:register@clinicaltrials.gov
https://ctrrtaskforce.org/


Human Subjects Protection Program https://grants.nih.gov/grants/policy/faq_clinical_trial_definition.htm

How will NIH educate researchers? NIH will continue to 
update case studies, FAQs, tools, and resources to clarify 
guidance around the NIH clinical trial definition. See 
resources at: https://grants.nih.gov/policy/clinical-trials.htm
Additionally, NIH staff are prepared to help researchers 
determine whether their studies meet the NIH clinical 
trial definition.

https://grants.nih.gov/grants/policy/faq_clinical_trial_definition.htm
https://grants.nih.gov/grants/policy/faq_clinical_trial_definition.htm#5413
https://grants.nih.gov/policy/clinical-trials.htm
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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 
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CONSORT checklist: Six Sections/Topics, 25 items

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/


Human Subjects Protection Program https://www.clinicaltrials.gov/

https://www.clinicaltrials.gov/
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Email PRS & Request A Conference Call



Human Subjects Protection Program

Objectives:  
• Identify best practices 
• Develop tools for regulatory support and investigators 
• Serve as a communication forum

Visit  https://ctrrtaskforce.org/membership to join!

https://ctrrtaskforce.org/membership


Examples of our work:
• Template presentation slides (registration & results 

reporting)
• Template questions to identify Applicable Clinical Trials 

and trials triggering NIH policy (in eIRB application)
• Administration and oversight benchmark survey 
• Guidance: manage relocation of the Responsible Party
• Sample job descriptions
• Manual of considerations for protocol redaction prior to 

posting
• Forum for feedback to ClinicalTrials.gov staff

Clinical Trials Registration and Results 
Reporting Taskforce

Monthly Conference call: 3rd Thursday 1 -2 pm EST
Visit  https://ctrrtaskforce.org/membership to join!

https://ctrrtaskforce.org/membership
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“Medical advances would not be possible without participants in 
clinical trials,” said NIH Director Francis S. Collins, M.D., Ph.D. 
“We owe it to every participant and the public at large to 
support the maximal use of this knowledge for the greatest 
benefit to human health. This important commitment from 
researchers to research participants must always be upheld.”

59
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N. Rebecca Chen
Rutgers ClinicalTrials.gov Protocol Registration System (PRS) 
Administrator
Human Subjects Protection Senior Analyst
(973) 972-1149
chennr@ored.rutgers.edu

60
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