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45 CFR 46 Subpart A:

The Common Rule
and
Subparts B, C, and D

{é m) National Institutes of Health
rrina Office of Extramural Research

Harmonizes protection of human
subjects among different U.S. Federal
departments and agencies

Outlines regulations for:

— IRB review and approval

— Informed consent

— Federalwide assurance

Subpart B — Additional Protections for

Pregnant Women, Human Fetuses and
Neonates Involved in Research

Subpart C — Additional Protections

Pertaining to Biomedical and Behavioral
Research Involving Prisoners as Subjects

Subpart D — Additional Protections for

Children Involved as Subjects in Research
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https://www.ecfr.gov/on/2018-07-19/title-45/subtitle-A/subchapter-A/part-46#subpart-B
https://www.ecfr.gov/on/2018-07-19/title-45/subtitle-A/subchapter-A/part-46#subpart-B
https://www.ecfr.gov/on/2018-07-19/title-45/subtitle-A/subchapter-A/part-46#subpart-C
https://www.ecfr.gov/on/2018-07-19/title-45/subtitle-A/subchapter-A/part-46#subpart-C
https://www.ecfr.gov/on/2018-07-19/title-45/subtitle-A/subchapter-A/part-46#subpart-D
https://www.ecfr.gov/on/2018-07-19/title-45/subtitle-A/subchapter-A/part-46#subpart-D

Determining if a Proposed Activity is Non-Exempt

Human Subjects Research

IS THE ACTIVITY RESEARCH? DOES THE RESEARCH ACTIVITY IS THE HUMAN SUBJECTS
INVOLVE HUMAN SUBJECTS? RESEARCH EXEMPT?

{(Q N|H National Institutes of Health
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1. Is the Activity Research

Research Iis a systematic
Investigation, including research
development, testing, and evaluation,

designed to develop or contribute
to generalizable knowledge

45 CFR 46.102(1
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https://www.ecfr.gov/cgi-bin/retrieveECFR?gp=&SID=83cd09e1c0f5c6937cd9d7513160fc3f&pitd=20180719&n=pt45.1.46&r=PART&ty=HTML

Deeper Dive: Is the Activity Research?

Is the activity a systematic investigation?

 Are there plans using a methodical approach?
* Is there a hypothesis? A research question? Plans to systematically

collect and analyze data?

Is the activity designed to develop or contribute to

generalizable knowledge?

« Will the activity add information and contribute to generalizable

knowledge?
* Note- plans to share results with the larger community does not

determine if the evaluation is designed to develop or contribute to
generalizable knowledge.

{(Q National Institutes of Health
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. Does the Research Activity Involve Human Subjects

Human subject are a living individual about whom an
iInvestigator conducting research

Obtains information or biospecimens through intervention
or interaction with the individual, and uses, studies, or

analyzes the information or biospecimens; or

Obtains, uses, studies, analyzes, or generates identifiable
private information or identifiable biospecimens

45 CFR 46.102(e)(1)
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https://www.ecfr.gov/cgi-bin/retrieveECFR?gp=&SID=83cd09e1c0f5c6937cd9d7513160fc3f&pitd=20180719&n=pt45.1.46&r=PART&ty=HTML#se45.1.46_1102

2 Human Subjects Involved in the Research?

|dentify who is the subject

* A human subject is the person that the information
Is about or from whom the specimen was taken

Is there an interaction or intervention?

OR Does the investigator have

* |dentifiable, private information about the subject or
* |dentifiable biospecimens?

{(Q National Institutes of Health
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S the Human Subjects Research Activity Exempt?

Research activities that meet the conditions for an exemption
category are exempt from the typical requirements of the
Common Rule (i.e., IRB review and approval according to the
regulations)

Institutions generally designate experienced individuals (IRB
member or in the IRB office) to make exemption determinations

NOTE: If the proposed human subjects research activity is
exempt under one or more categories, STOP. The activity is not
nonexempt human subjects research.

45 CFR 46.104

{(Q NIH National Institutes of Health
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https://www.ecfr.gov/on/2018-07-19/title-45/section-46.104

Exempt Categories of Research

*Exempt categories that may include an NIH-defined clinical trial
See Common Rule Exempt Research and NIH OER Definition of Human Subjects Research websites
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https://www.ecfr.gov/cgi-bin/retrieveECFR?gp=&SID=83cd09e1c0f5c6937cd9d7513160fc3f&pitd=20180719&n=pt45.1.46&r=PART&ty=HTML#se45.1.46_1104
https://grants.nih.gov/policy/humansubjects/research.htm

Non-Exempt Human Subjects Research

When the answer to the first two questions is yes, and the
answer to the third question is no, the activity is non-
exempt human subjects research and requires IRB review
and approval.

1.  Is the activity research?
2. Does the research activity involve human subjects?
3. Isthe human subjects research exempt?

References and Resources:

« OHRP Human Subject Requlations Decision Charts
 NIH Human Subjects Research Infographic

 NIH Decision Tool: Am | Doing Human Subjects Research?

{( m) National Institutes of Health SLIDE | 11
Office of Extramural Research



https://www.hhs.gov/ohrp/regulations-and-policy/decision-charts-2018/index.html
https://www.hhs.gov/ohrp/regulations-and-policy/decision-charts-2018/index.html
https://grants.nih.gov/sites/default/files/HS_infographic_NIH_rev%20rp4%20508c%204-1-19.pdf
https://grants.nih.gov/sites/default/files/HS_infographic_NIH_rev%20rp4%20508c%204-1-19.pdf
https://grants.nih.gov/policy/humansubjects/hs-decision.htm
https://grants.nih.gov/policy/humansubjects/hs-decision.htm

Jecision Tool: Am | Doing Human Subjects Research

NEW TO NIH FUNDING ¥ GRANTS PROCESS ¥ POLICY & COMPLIANCE ¥ NEWS & EVENTS ¥ ABOUTUS ¥

Home > Policy & Compliance > Policy Topics > Human Subjects Research > Decision Tool: Am | Doing Human Subjects Research?

Policy & Compliance Decision Tool: Am | Doing Human Subjects
Research?

The Office of Extramural Research (OER) has developed a quick decision tool that should assist you with determining if your
research involves human subjects, may be considered exempt from Federal regulations, or is not considered human subjects

«| Back to Human Subjects Research

Definition of Human Subjects

Research research. This tool should not be used as the sole determination of exemption.
Decision Tool: Am | Doing Human 0 Tip
Subjects Research? | This tool uses the 2018 Revised Common Rule requirements. For more information, please visit OHRP's page™

Human Subjects Research Infographic
(PDF)

Exempt Human Subjects Research

Infographic (PDF) Question 1

Research Invaolving Private Information

or Biospecimens Flowchart (PDF) . .
Please check which best describes your research

Public Health Surveillance Exclusions
For the purpose of this study, at some point there will be an intervention or interaction with subjects for the
collection of biospecimens or data (including health or clinical data, surveys, focus groups or abservation of
behavior). Or identifiable private information or identifiable biospecimens will be obtained, used, studied, analyzed,
or generated for the purpose of this study.

The study will involve only secondary research using data or biospecimens not collected specifically for this study.

This studv will involve onlv materials/snecimens ar data from deceased individuals.

https://grants.nih.gov/policy-and-compliance/policy-topics/human-subjects/hs-decision

- m) National Institutes of Health
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HHS Regulatory Requirements

— Provide written assurance that
it will comply with the regulatory
requirements

* OHRP-approved Federalwide
Assurance (FWA)
and

— Certify to NIH that research was
reviewed and approved by an
IRB and that the research will be
subject to continuing review by
an IRB

Institutions engaged
in NIH conducted or
supported non-
exempt human
subject research
must

(DD sorasmetis ot eat 4o CFR 46.103 SLIDE | 13



https://www.ecfr.gov/cgi-bin/retrieveECFR?gp=&SID=83cd09e1c0f5c6937cd9d7513160fc3f&pitd=20180719&n=pt45.1.46&r=PART&ty=HTML#se45.1.46_1103

Engagement in Human Subjects Research

ﬁ

In general, institutions are
considered engaged in an
NIH conducted or supported

non-exempt human subjects
research project when:

{(Q National Institutes of Health
v Office of Extramural Research

The institution’s employees
or agents obtain, for research
purposes:

data about the human subjects through
Intervention or interaction;

or

identifiable private information about the
subjects Informed consent



Multi-site Study Consideration

In general, Prime recipients of an NIH award (e.g., grant, contract,
cooperative agreement) for non-exempt human subjects research
are considered engaged in the research project, even when all
activities involving human subjects are carried out by employees or
agents of another institution.

All engaged sites must have:

FWA (can be covered under U.S. sites to rely on one IRB

el y

recipient’'s FWA) IRB Approval under 45 CFR 46.114

» Extending a FWA to Cover Collaborating * OHRP Institutional Review Board (IRB)
Investigators Authorization Agreement

{(Q NIH National Institutes of Health
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https://www.hhs.gov/ohrp/regulations-and-policy/guidance/extension-of-institutional-fwa-via-individual-investigator-agreement/index.html
https://www.hhs.gov/ohrp/regulations-and-policy/guidance/extension-of-institutional-fwa-via-individual-investigator-agreement/index.html
https://www.hhs.gov/ohrp/regulations-and-policy/guidance/extension-of-institutional-fwa-via-individual-investigator-agreement/index.html
https://www.ecfr.gov/on/2018-07-19/title-45/subtitle-A/subchapter-A/part-46
https://www.hhs.gov/ohrp/register-irbs-and-obtain-fwas/forms/irb-authorization-agreement/index.html
https://www.hhs.gov/ohrp/register-irbs-and-obtain-fwas/forms/irb-authorization-agreement/index.html
https://www.hhs.gov/ohrp/register-irbs-and-obtain-fwas/forms/irb-authorization-agreement/index.html

Required Education Protection of Human Subjects

All key personnel must
have education on the
protection of human
research participants:

One-time training See NIH Guide Notices

{{C NIH National Institutes of Health
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https://grants.nih.gov/grants/guide/notice-files/not-od-00-039.html
https://grants.nih.gov/grants/guide/notice-files/not-od-00-039.html
https://grants.nih.gov/grants/guide/notice-files/not-od-00-039.html
https://grants.nih.gov/grants/guide/notice-files/not-od-00-039.html
https://grants.nih.gov/grants/guide/notice-files/not-od-00-039.html
https://grants.nih.gov/grants/guide/notice-files/not-od-00-039.html
https://grants.nih.gov/grants/guide/notice-files/not-od-00-039.html
https://grants.nih.gov/grants/guide/notice-files/not-od-00-039.html
https://grants.nih.gov/grants/guide/notice-files/NOT-OD-01-061.html
https://grants.nih.gov/grants/guide/notice-files/NOT-OD-01-061.html
https://grants.nih.gov/grants/guide/notice-files/NOT-OD-01-061.html
https://grants.nih.gov/grants/guide/notice-files/NOT-OD-01-061.html
https://grants.nih.gov/grants/guide/notice-files/NOT-OD-01-061.html
https://grants.nih.gov/grants/guide/notice-files/NOT-OD-01-061.html
https://grants.nih.gov/grants/guide/notice-files/NOT-OD-01-061.html
https://grants.nih.gov/grants/guide/notice-files/NOT-OD-01-061.html

ust-in-Time Requirements-Human Subjects

Verify required information Initiate policy requests (rare)

received  Exemption 5 (HSS)
» Federal-wide Assurance Number * sIRB exception request (email)
(FWA) « Public Health Surveillance Exclusion
« Certification of IRB approval (or (HSS)
exemption)

« Human subjects education for key
personnel

{é m) National Institutes of Health
rrina Office of Extramural Research



NIH GPS Certification of IRB Approval

Recipients must provide a certification to NIH that all
nonexempt research involving human subjects has been
reviewed and approved by an appropriate IRB. The date of
final IRB approval is the date that all protocols in the proposed
research application received IRB review and approval.

NIH requires the date of final IRB approval; Conditional IRB
approval is not sufficient.

il

See the NIH Grants Policy Statement (GPS) 4.1.15.2

{é m) National Institutes of Health
rrina Office of Extramural Research



Single IRB Requirements

NIH Single IRB Policy Common Rule Cooperative Research
= Multi-site domestic studies = Any institution located in the
where each site will conduct the United States that is engaged in

same protocol involving non-
exempt human subjects
research must use a single

cooperative research must rely
upon approval by a single IRB

Institutional Review Board for that portion of the research
that is conducted in the United
States
" See Guide Notice NOT-OD-16- » See HHS Regulations at 45 CFR
094
46.114(a)

Resource: NIH website, Single IRB for Multi-Site or Cooperative Research

{(. m) National Institutes of Health
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https://grants.nih.gov/grants/guide/notice-files/NOT-OD-16-094.html
https://grants.nih.gov/grants/guide/notice-files/NOT-OD-16-094.html
https://grants.nih.gov/grants/guide/notice-files/NOT-OD-16-094.html
https://grants.nih.gov/grants/guide/notice-files/NOT-OD-16-094.html
https://grants.nih.gov/grants/guide/notice-files/NOT-OD-16-094.html
https://grants.nih.gov/grants/guide/notice-files/NOT-OD-16-094.html
https://grants.nih.gov/grants/guide/notice-files/NOT-OD-16-094.html
https://www.ecfr.gov/on/2018-07-19/title-45/section-46.114
https://www.ecfr.gov/on/2018-07-19/title-45/section-46.114
https://grants.nih.gov/policy/humansubjects/single-irb-policy-multi-site-research.htm
https://grants.nih.gov/policy/humansubjects/single-irb-policy-multi-site-research.htm
https://grants.nih.gov/policy/humansubjects/single-irb-policy-multi-site-research.htm

IRB Review

Institutional Review Board (IRB): committee charged with
reviewing human subjects research to ensure that the
rights and welfare of research participants are protected.

Initial IRB review | Amendments |_

« Convened review | * Expedited review
» Expedited review | * Convened review

 Limited review

SLIDE | 20
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Continuing Review

Periodic review (annually or more frequently) of ongoing research,
Including study progress and if risks and benefits have changed.
Evaluates if research still satisfies criteria for approval.

{(, m) National Institutes of Health SLIDE | 21
i Office of Extramural Research



Continuing Review Requirements

No NIH requirement for annual review if not
required by Common Rule unless otherwise
specified in Notice of Funding Opportunity

« Examples: Studies eligible for expedited review,
studies that have completed interventions

NOTE: Institutions/IRBs may have

additional requirements

See the HHS regulations at 45 CFR 46.109(e)

{(Q National Institutes of Health
rrina Office of Extramural Research



Informed Consent Requirements

— Include Key Information

Concise and focused presentation of key
information needed by a “reasonable person”
to decide on participation

9 basic elements & 9 additional elements

* Obtain written informed consent from
participant or legally authorized
representative, unless consent waived or

documentation of consent waived
(& DD siopnssnes of voatn SLIDE |23



Certificates of Confidentiality (CoC) Policy

Prohibits disclosure of names or information, documents, or
biospecimens containing identifiable, sensitive information

» To persons not connected to the research

* In any Federal, State, or local civil, criminal, administrative, legislative, or other proceeding
(unless with participants’ consent)

» For any other purpose, with some exceptions

Deemed issued to all NIH-funded research that collects or uses
identifiable, sensitive information as of December 13, 2016

Copies of research protected

Covered information protected in perpetuity

See Guide Notice NOT-OD-17-109

{(Q NIH National Institutes of Health
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https://grants.nih.gov/grants/guide/notice-files/NOT-OD-17-109.html
https://grants.nih.gov/grants/guide/notice-files/NOT-OD-17-109.html
https://grants.nih.gov/grants/guide/notice-files/NOT-OD-17-109.html
https://grants.nih.gov/grants/guide/notice-files/NOT-OD-17-109.html
https://grants.nih.gov/grants/guide/notice-files/NOT-OD-17-109.html
https://grants.nih.gov/grants/guide/notice-files/NOT-OD-17-109.html
https://grants.nih.gov/grants/guide/notice-files/NOT-OD-17-109.html

NIH Inclusion Policies

« \Women and members of racial and
ethnic minority groups must be included
in all NIH-funded clinical research
studies unless there is a compelling
rationale for exclusion

« Additional reporting and analysis
requirements for NIH-defined phase 3
clinical trials

 Individuals of all ages must be included
in NIH human subjects research unless
there are scientific or ethical reasons not
to do so

Policy Notices: NOT-OD-18-014 and

w{&c m) National Institutes of Health POI'Cy NO’[ICG NOT‘O D'1 8'1 1 6 25
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https://grants.nih.gov/grants/guide/notice-files/NOT-OD-18-014.html
https://grants.nih.gov/grants/guide/notice-files/NOT-OD-18-014.html
https://grants.nih.gov/grants/guide/notice-files/NOT-OD-18-014.html
https://grants.nih.gov/grants/guide/notice-files/NOT-OD-18-014.html
https://grants.nih.gov/grants/guide/notice-files/NOT-OD-18-014.html
https://grants.nih.gov/grants/guide/notice-files/NOT-OD-18-014.html
https://grants.nih.gov/grants/guide/notice-files/NOT-OD-18-014.html
https://grants.nih.gov/grants/guide/notice-files/NOT-OD-18-116.html
https://grants.nih.gov/grants/guide/notice-files/NOT-OD-18-116.html
https://grants.nih.gov/grants/guide/notice-files/NOT-OD-18-116.html
https://grants.nih.gov/grants/guide/notice-files/NOT-OD-18-116.html
https://grants.nih.gov/grants/guide/notice-files/NOT-OD-18-116.html
https://grants.nih.gov/grants/guide/notice-files/NOT-OD-18-116.html
https://grants.nih.gov/grants/guide/notice-files/NOT-OD-18-116.html

Subaward/Pilot Project Requirements

Obtain IRB approval before involving
participants in nonexempt human
subjects research activities.

* Note: Single IRB requirements may apply

« All applicable NIH policies and
regulations apply to subawards

i I a. Prior NIH IC approval may be
and pIIOt !orOJec_ts (e g ’ fOI’ needed, if research activity was not
research involving human described in grant application.
subjects, regulations at 45 CFR 'E,‘u‘iéﬁ;tiﬁé“éra?‘fé’;‘;Y%'orZ%‘;iséZfTr‘fé?oeposed

. gm acCtlivity occurs
46 and NIH Certificate of -

Confidentiality Policy may apply)

Recipient institution will submit
progress reports that include relevant
information on pilot projects,
subawardee activities

{(Q NIH National Institutes of Health
rrina Office of Extramural Research



A

Submit reportable events
to the IRB, NIH, and
others

Unanticipated problems
involving risks to subjects
or others

Serious or continuing
noncompliance with 45
CFR 46 or the
requirements or
determinations of the IRB

Suspension or termination
of IRB approval

Post Award Human Subject Activities

o ==
o =
v—
==

Reporting adverse events

{é m) National Institutes of Health
rrina Office of Extramural Research

Research Performance
Progress Reports (RPPR)

Annual, Final, and Interim

v

Request prior NIH
approval for changes to
human subject research
activities



or Approval for Changes in Human Subjects

Situations That May Require Prior
Approval:

Results in an overall increase in risk level for
subjects

— Human subjects added to project with no
human subjects

— Exempt to non-exempt human subjects
research

— “No Clinical Trial” to “Includes a Clinical Trial”

— Adding a performance site to a single-site
study

« See NOT-OD-15-128 and NOT-OD-
15-129 (delayed onset), both
published on July 30, 2015

w {é m) National Institutes of Health SLIDE | 28
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https://grants.nih.gov/grants/guide/notice-files/NOT-OD-15-128.html
https://grants.nih.gov/grants/guide/notice-files/NOT-OD-15-128.html
https://grants.nih.gov/grants/guide/notice-files/NOT-OD-15-128.html
https://grants.nih.gov/grants/guide/notice-files/NOT-OD-15-128.html
https://grants.nih.gov/grants/guide/notice-files/NOT-OD-15-128.html
https://grants.nih.gov/grants/guide/notice-files/NOT-OD-15-128.html
https://grants.nih.gov/grants/guide/notice-files/NOT-OD-15-128.html
https://grants.nih.gov/grants/guide/notice-files/NOT-OD-15-129.html
https://grants.nih.gov/grants/guide/notice-files/NOT-OD-15-129.html
https://grants.nih.gov/grants/guide/notice-files/NOT-OD-15-129.html
https://grants.nih.gov/grants/guide/notice-files/NOT-OD-15-129.html
https://grants.nih.gov/grants/guide/notice-files/NOT-OD-15-129.html
https://grants.nih.gov/grants/guide/notice-files/NOT-OD-15-129.html
https://grants.nih.gov/grants/guide/notice-files/NOT-OD-15-129.html

Resources: Human Subjects Protections

¥

{(Q National Institutes of Health
rrina Office of Extramural Research

See flyer with QR code, Human Subjects,
Clinical Trials and Inclusion Resources
One-Pager

and

Human Subjects Research websites

SLIDE | 29



Human Subjects System (HSS) Troubleshooting

Dawn Corbett, MPH
NIH Inclusion Policy Officer
Office of Extramural Research
National Institutes of Health
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What is HSS/ASSIST?

* Application Submission System HppHeRy AR baanta
& Interface for Submission Sl o - A g T o
Tracking (ASSIST)

— Online system to prepare grant
applications and forms i

PHS Human Subjects and Clinical Trials Information
PHS Human Subjects and Clinical Trials Information v3.0 @

Use of Human Specimens and/or Data

* Does any of the proposed research in the application involve human specimens and/or O Yes O No

data?

* H u m a n S u bj eCtS SySte m ( H S S ) Provide an explanation for any use of human specimens and/or data not considered to

be human subjects research.

- Uses ASSIST interface to aIIOW NIH Delete Attachment  View Attachment

grant recipients and contract
R Please complete the human subjects section of the Research & Related Other Project Information form prior to completing this form.
vendors to submit and update study
The following items are taken from the Research & Related Other Project Information form and displayed here for your reference. Any changes to these fields must be made on
d ata O n h u m a n S u bj ectS the Research & Related Other Project Information form and may impact the data items you are required to complete on this form.

Are Human Subjects Involved? Yes No
Is the Project Exempt from Federal regulations? Yes No
1 2 3 4 5 6 7 8

Exemption number:

{é m) National Institutes of Health
e Office of Extramural Research 31



Who Uses HSS/ASSIST?

. : Signing Official
Principal Investigator Jning
(SO)

View study records X X
Receive notifications

X

Edit fields

X X

Initiate study record submission X X
Submit study record

X (if delegated by SO) X

{é m) National Institutes of Health
rrina Office of Extramural Research
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Direct updates

National Institutes of Health
Office of Extramural Research

&

When is HSS/ASSIST Used?

PHS Human Subjocts and Glinical Trials Information

o i v Ow Ow
e s vt st [ [Ves [N
P

p—
e e e (3
R —————
S——
[
R
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application R
 I— - | e |

[S——
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oy o P
e
o [(C_—_—_— "1
ot Acmer ] s o] [vow o]

Progress
Reports

v G.4 Human Subjects

Click here for complete instructions about this requirement -

Please click on the Human Subjects link below to update the Human Subjects and Clinical Trials Information Form(s)
for this project, including the inclusion enrollment report(s). Be sure to submit updates before submitting the RPPR

via eRA
Commons

Status Result - List of Applications/Awards @ @)

08/31/2028 (Froject Period)

~ RO1EBO70707 © os/01/2023 - SMITH, JOHN (PD/P)  COVID Therapy Outcomes
(Tite) =

Current
Application/Award  Grants.gov eSubmission  Application Stats  Avallable
[} Tracking# Proposal Title PD/PIName  Status Status Date Actions
COVID Therapy SMITHJOHN®)  Submission  Awarded. Non-  02/13/2023
Complete fellowships only

Responsible Party

ClinicalTrials.gov

HSS

Human Subiecls System

33



What Information is Entered in HSS/ASSIST?

PHS Human Subjects and Clinical Trials Information

1. Basic Information S

The iolowing Eems. ans teken from S Aessarch & Flied Ofer Project Information fom and daplayed hers ior your nelesence. ey changes 1o Hhese
P il o b6 01 i Pl . Mokt CHtes Propinct IVATAREN 15078 B0 ity Tict Wb FABT ErTsl s il OB 13 CORSEMRNS 0 IS NBrTr

OIS Ko OROS-000 1
Epiraion Diste: B31GI00

A Faman Sebgects Inoteed? ] ¥es ] Na

2. Study Population e
Characteristics — T

L] L] L] [
3 . P rote Ctl O n a n d M O n Ito rl n g ¥ You, provide b e Study Record: PHS Human Subjects and Clinical Trials Information
‘OMB Number: 0925-0001
P I a n S i e et of P PHS Fuman Sutyects ang Clical Trials infgeason Fam, * Always required field Expiration Date: 09/30/2024
H ¥en to Human Subjeces Section 1 - Basic Information

Ak recore ot mach progoned haman Subgec Shudy by sslecting ‘A New Sy’ o had New Dumys — ~ e o e (each study title must be unique)

il e P 5 which o i 5 wellSafiie] FAan 167 Busfult iBje] radhvirminsl o e e of il

4. Protocol Synopsis (CT only) e e

5. Other Clinical Trial-related = Renene
Attachments (CT only) —— 1

14,1 Ith-related biomedical or behavioral outcome? Yes o
Owlaryed Onuet Studypes) 1.5. Provide the ClinicalTrials.gov Identifier (e.g., NCT87654321) for this trial, if applicable l:l

6. Clinical Trial Milestones
(post-submission CT only)

See the Application Guide for detailed instructions
& atons) nstttes of ol )



https://grants.nih.gov/grants/how-to-apply-application-guide/forms-g/general/g.100-how-to-use-the-application-instructions.htm

Section 1: Basic Information

For trials, select “Yes” to all 4

uestions
PHS Human Subjects and Clinical Trials Information - Study Record 1 OMB Number: 0925-0001 g

PHS Human Subjects and Clinical Trials Information v2.0 @ =

Expiration Date: 02/28/2

Edit ¥ Expand All " Required field(s)

P . Answer drives validations for:

* 1.1. Study Title (each study title must be

unique) NOFOS tO Wh|Ch the
application may be submitted

* 1.2. Is this Study Exempt from Federal () Yes (U No _ . .
Regulations? Clinical Trial Required
1.3. Exemption Number 1 2 3 4 73 6 7 8 L. .
Clinical Trial Not Allowed
* 1.4. Clinical TriatQuestionnaire
fthe answers to all four questions below are yes, this study meets the definition of a Clinical Trial. Clinical Trial Optional
1.4.a. Does the study involve human participants? ® Yes No
1.4.b. Are the participants prospectively assigned to an QO Yes © No - . .
intervention? Required/accessible sections
1.4.c. Is the study designed to evaluate the effect of the ) Yes () No Of the form:
: : 5 5
intervention on the participants? . NCT
1.4.d. Is the effect that will be evaluated a health-related 0 Yes U No
biomedical or behavioral outcome? ® Data and Safety
Provide the ClinicalTrials.gov Identifier (e.g., NCT87654321) for this trial, if applicable Monitoring Plan
Click theRepulate button to retrieve data from ClinicalTrials.gov registration once Identifier is entered- .
iy e Sections 4, 5, & 6

{é m) National Institutes of Health
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Section 2: Study Population Characteristics

iti - Inclusion Enrollment Report 2 v1.0 I TR
2.1 Conditions or Focus of Study Action P! L Expiration Date: 09,3
Condition 1
e Edit
Add Hew C tion
Gl b ol * 1. Inclusion Enrollment Report Test stua
2.12. Eligibility Criteria Title "
Eligibility Criteria
Characters Remaining: 590
% 2_ Using an Existing Dataset or O Yes ® No
Resource
* 3. Enrollment Location Type ® Domestic ) Foreign
Characters Remaining: 14980 4. Enrollment Country(ies) UNITED STATES OF AMERICA
2.3 Age Limits Minimum Age HAA (Mo limit) ¥ Maximum Age H/A (Mo imit) ¥ 5. Enrollment Location(s) Enter up to 255 characters
. [ 1
4. Inclusion of Women, [\ 0¢Children, (5).pdf Replace Attachment | Delete Attachment. | View Attachment |
Mincrities, and | Characters Remaining: 255
Children
; T A T 1 6. Comments Enter up to 500 characters
2.5. Recruitment and |RecruitmentRetention_(5).pdf Replace Attachment | Delete Attachment m
Retention Plan - G
Z.6. Recruitment Status Mot yet recruiting v
2.7. Study Timeline |StudyTimetine_(5).pdf fj Replace Attachment | Delete Attachment m Chiiracters Remainiti: 500
Planned
Inclusion Enrollment Report(s)
Ethnic Categories
Add Hew Inclusion Enrollment Report Not Hispanic or Latino Hispanic or Latino Total
. n = Racial
Entry # Enrollment Location Type Enrollment Location n Crenaris Female Male Famale Make
ITEITO Diomestic P
\merican 4 3 o a2 10
Indian/ Alaska ] = ]
Hative
20 20| 1 1 42
5 5 1 1 R
Islander
Black or African ; &0
Ao 24 20 10 10
80
ey 20 20 20 20
Mars than One 1d 1ol 10 10 Rt
Race i
Total 78 78 44 44 244

oy,
T

&

(Q N|H National Institutes of Health
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Section 3: Protection and Monitoring Plans

SECTION 3 - PROTECTION AND MOMITORING PLANS

3.1. Protection of Human | PR aeviirsl @ Delete Attachment  View Attachment
Subjects

3.2. Is this a multi-site study that will use the same protocol to conduct non-exempt human subjects research at more than
one domestic site?

(O Yes O No O H/A

Not required Single IRB plan | | Add Attachment  Delete Attachment  View Attachment
attachment
CT only 3.3. Data and Safety | T oclete Attachment  View Attachment
Monitoring Plan
CT only 3.4. Will a Data and Safety Monitoring Board be 2 Yes O Mo
appointed for this study?
Optional 3.3. Overall Structure of | FYLRtaetsa =l Delete Attachment  View Attachment

the Study Team

{(Q NIH National Institutes of Health
rrvena Office of Extramural Research 37



Section 4: Protocol Synopsis

SECTION 4 - PROTOCOL SYNOPSIS &

4.1. Study Design / Maps to \

ClinicalTrials.gov
4.1.a. Detailed

Enter up to 32000 Characters

CT.gov

Description

\_ J

Characters Remaining: 32000

CT.gov 4.1.b. Primary Purpose v

4.1.c. Interventions

Intervention Type Name Description Action

CT.gov
Nothing found to display

Add New Intervention

CT.gov 4.1.d. Study Phase ' —
Is this an NIH-defined Phase lll clinical trial? () Yes () No
\ . .
CT.gov 4.1.e. Intervention ' - This field does not map to
Hoce! | Clinicaltrials.gov
CT.gov 4.1.f. Masking () Yes () No
Participant Care Provider Investigator Outcomes Assessor
CT.gov 4.1.g. Allocation '

National Institutes of Health

e
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rrvena Office of Extramural Research 38


https://prsinfo.clinicaltrials.gov/definitions.html
https://prsinfo.clinicaltrials.gov/definitions.html

Section 2
* |Inclusion enrollment
 Recruitment status

If applicable:
« Convert delayed onset study

« Additional information requested
by NIH program officer

Section 1
 NCT (Clinicaltrials.gov ID)

Section 6

* Clinical trial milestones
— Enrollment of First Participant Date
— Study Completion Date
— 25% Enrollment Date, etc.

{(. m) National Institutes of Health
rrina Office of Extramural Research

What’s Updated in the Progress Report?
For all study types For clinical trials
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Editing a study record

Home » Search for Applications » Application Information

Actions @

4 Hide Navigation

VALIDATE
VIEW STATUS HISTORY

UPDATE SUBMISSION STATUS

5| Application Information

Application Information @

4 Show Help

HSCT Post
Submission

ROTHG123456
059999 (Post Award Action)

Nexien and analu<ic of human sene mannine chdies

PD/P Mame:

Organizatio Surmamary

Status:

Clinical Trial Post Submission
Clinical Trial Post Submission v1.0 @

Status Date:

“,

iy,
T

O\

Study Record(s)

Climical Trial?

Study 1D Study Title

123456 Differentiation Therapy fior Yes
GMNAL Mutated Uveal Melanoma

Last Submission
Study Status Date
RecervedbyAgency 0211472019

Summary

Post Submission Summary > Study Record: 1

Clinical Trial Post Submission - Study Record 1
Climical Trial Post Submission v1.0 @

|| Expand All * Reguired field(s)

Showing 1 - 1 of total 1
See also How Do | Edit
Studies? in the HSS Online

Help

National Institutes of Health
Office of Extramural Research
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https://era.nih.gov/erahelp/HSS_External/#edit_studies.htm%3FTocPath%3DThe%2520Human%2520Subjects%2520System%2520(HSS)%7C_____3
https://era.nih.gov/erahelp/HSS_External/#edit_studies.htm%3FTocPath%3DThe%2520Human%2520Subjects%2520System%2520(HSS)%7C_____3

Inclusion Enroliment Report

Cumulative (Actual)

Ethnic Categories

A | B | C | D | E | Unknowni{MHot Reported
1 R E h . S A A U N Mot Hispanic or Lating Hispanic or Latino Ethnicity Total
ace thnicity ex ge ge Unit
Unknown Unknown Unknown
2 |Asian Not Hispanic or Latino Male 23 Years Racial /Mot ot /Not
| . . . . Categoriss Femals Mals Reported Female Male Reported  Femals Mals Reported
3 White Hispanic or Latino Female 6 Months -
— s o a D D ! a 0 D o 1
4 Unknown Unknown Unknown 15 Days e
5 More than onerace NotHispanic or Latino Male 30 Years P 121 189 0 0 o 0 0 0 o -
6 American Indian Not Hispanic or Latino Male 10 Years e 37 3§ 0 0 o 0 0 0 o 88
- : k ) Other Facifi
7 |Black Not Hispanic or Latino Female 15 Years i
8 Hawaiian Not Hispanic or Latino Male Unknown Black or Mrican 103 92 E 0 0 0 0 0 0 1
9 |Unknown Unknown Female Ninety Plus White 24 23 0 7 i 0 0 0 0 2
Yiare than One 21 12 0 5 4 a 0 0 0 <1
Unknown or 10
Mot Reported 5 3 0 1 1 a ¥ 0 0
Total EA L] 355 3 13 7 0 0 o o 594

Need Help @

Participant level data file (CSV):

Age Enrollment Report

Unknown/
Download Participant Level Data Template Upload Participant Level Data Attachment Age Not
Categories 0-1 2-5 6-12 1317 18-25 26-45 46-64 65-75 76+ Reported Total

Download Current Participant Level Data Remove Current Participant Level Data Total 54 53 41 20 191 102 119 95 7 12 £94
Note: Less than 5 participants will not appear in any Age Enrollment Report category except within the Total.
Save and Keep Lock Save and Release Lock Save and Add Cancel and Release Lock Remove Report

{é N|H National Institutes of Health
e Office of Extramural Research 41



Populate Feature

C D ACHT 1} i i
s |, 8 LAY - DA LTt e ML

* 1.1. Study Title (each study title must TEST for Documentation 1
be unique)

* 1.2. Is this Study Exempt from Federal ':._.:' Yes '.'I'l Na
Regulations?

Once an NCT is entered, the 1.3. Exemption Number 010203040506 07 08
Populate button can be used to * 1.4. Clinical Trial Questionnaire
update HSS fle|dS that map to If the answers to all four questions below are yes, this study meets the definition of a Clinical Trial.

.. . 1.4.a. Does the study involve human participants? ® Yes () Mo

CllnlcalTrlalngV 1.4.b. Are the participants prospectively assigned to an ® Yes () Mo
intervention?

1.4.c. Is the study designed to evaluate the effect of ® Yes () No

the intervention on the participants?

1.4.d. Is the effect that will be evaluated a health- ® Yes () No
related biomedical or behavioral outcome?

. Provide the ClinicalTrials.gov ldentifier (e.g., NCTB7654321) for this trial, if applicable

Click the Populate button to retrieve data from ClinicalTrals. gov registration once |dentifier is entered.

NCT12345678 [ “—

{é N|H National Institutes of Health
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Populated Fields

HSS Fields

Clinicaltrials.gov Fields

Study Title

Brief Title

Conditions or Focus of Study

Primary Disease or Condition Being Studied in the Trial, or the Focus
of the Study

Eligibility Criteria

Eligibility Criteria

Age Limits

Age Limits

Recruitment Status

Overall Recruitment Status

Narrative Study Description

Detailed Description

Primary Purpose

Primary Purpose

Study Phase

Study Phase

Interventions Interventions, including Intervention Type and Intervention Name(s)
Intervention Model Interventional Study Model

Masking Masking

Allocation Allocation

Outcome Measures

Primary Outcome Measure Information

Study Primary Completion Date

Primary Completion Date

Study Final Completion Date

Study Completion Date

Enrollment of the first participant

Study Start Date

Reporting of results in ClinicalTrials.gov

Results First Submitted

{é m) National Institutes of Health
rrina Office of Extramural Research
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SECTION 6 - Clinical Trial Milestone Plan

6.1, Study Primary
Completion Date

6.2, Study Final
Completion Date

6.3, Enr it and randomization

Enrollment
of the first
participant
{Study Start
Date)

25% of
planned
enrolinent
rrrrr ited
by

uuuuuuuu

6.5, Reporting of
results in
ClinicalTrials .gov

6.6, Is this an applicable

clinical trial under FDAAA?

Oves O

Ho

O Anticipated O

O Anticipated O

O Anticipated O

O Anticipated O

O Anticipated O

O Anticipated O

O Anticipated O

O Anticipated O

O Anticipated O

National Institutes of Health
Office of Extramural Research

Actual

Actual

Actual

Actual

Actual

Actual

Actual

Actual

Actual

Section 6: Update Clinical Trial Milestones

» Update dates to “actual” when
milestones are met

* Enrollment of First Participant and
Study Primary Completion date
are locked once set to “actual”

— Can still be refreshed directly from
Clinicaltrials.gov if registered

— NIH program officer must contact

inclusion@mail.nih.gov for assistance

when needed

44
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HSS/ASSIST and Clinicaltrials.gov Match Checks

Clinicaltrials.gov Fields HSS Fields HSCT Form Section
Age Limits Age Limits Section 2
Overall Recruitment Status Recruitment Status Section 2
Primary Purpose Primary Purpose Section 4
Study Phase Study Phase Section 4
Masking Masking Section 4
Allocation Allocation Section 4
Primary Completion Date Study Primary Completion Date Section 6
Study Completion Date Study Final Completion Date Section 6
Study Start Date Enrollment of the First Participant Section 6
Results First Submitted Reporting of Results in ClinicalTrials.gov  [Section 6

TIP: It's typically easiest to have separate study record for trial and non-trial activities

(e.g. 1 Clinicaltrials.gov record = 1 HSS/ASSIST Study Record)

{é N|H National Institutes of Health
e Office of Extramural Research
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Common HSS warnings and errors

Warning or error Have you...?

No participant-level data and falls under  ...submitted individual-level inclusion data?
Inclusion Across the Lifespan Policy

Enrollment of 1st participant is more than 21 ...registered in Clinicaltrials.gov?

days ago and no NCT has been provided

Primary completion date is more than 12 ...reported results in Clinicaltrials.gov?

months ago and no results have been

provided

Information does not match the information ...refreshed data from Clinicaltrials.gov using the
in Clinicaltrials.gov “‘Populate” feature?

TIP: Update Clinicaltrials.gov first, then use the “Populate” feature to refresh the data in

HSS/ASSIST

{(C m) National Institutes of Health
e Office of Extramural Research 46



HSS Quick Guide

Human Subjects System

(HSS)

Quick Guide for Warnings and
Errors

This guide describes some of the warnings and errors commaonly encountered by users in
the Human Subjects System, or H35. The guide provides instructions on how to resolve the
warnings and errors, and general tips on getting information updated and submitted.

Werdion date: 5/10/2023

NIH National Institutes of Health
Offce of Exiramursl fassareh

https://www.era.nih.qgov/files/HSS-error-and-warning-PlI-
(£ DY nationat instiutos of Hoartn and-SO-quick-quide.pdf
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https://www.era.nih.gov/files/HSS-error-and-warning-PI-and-SO-quick-guide.pdf
https://www.era.nih.gov/files/HSS-error-and-warning-PI-and-SO-quick-guide.pdf

AR R R

Before submitting:

* Resolve all warnings and errors
— “Validate” feature can be used to check prior to submission
— Read the warnings and errors in the RPPR Module and in HSS: they often mention what the problem is

« Make sure you have submitted updated cumulative individual-level participant data if you have
enrolled participants

« Change status from Work in Progress to Ready for Submission

Warnings and errors remain for NIH staff and may delay award!

Submit HSS data prior to submitting RPPR

{é m) National Institutes of Health
rrina Office of Extramural Research
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HSS Training Page

& Commons Login & ASSIST Login

‘Search this Site Q‘

eRA

FAQS | Subscribe | Glossary ™ | @ eRA Intranet | Need Help?

HOME NEW TO eRA COMMONS APPLICANTS RECIPIENTS REVIEWERS ACCOUNTS NEWS ABOUT eRA | AGENCY PARTNERSHIP

Home » Help & Tutorials » eRA Training - Human Subjects System (HSS)

eRA Training - Human Subjects System (HSS)

Video Tutorials

» Overview video of the Human Subjects System (See transcript) -- 7:30 minutes; April 30,2018

s How to Export Study Records (See transcript) -- 5:53 minutes; March 4, 2019 E
L ]
L
n ' H
L
L]
LN ] ]
Resources .
a8 &
 HSS: Quick Guide for Warnings and Errors -- PDF; May 10, 2023 ® ool
* Participant-level Data Template -- CSV; February 7, 2025
— s Tip Sheet:¥ Using the Participant-level Data Template -- PDF; January 20, 2022
. « Infographic of the HSS process (for principal investigators and signing officials) -- PowerPoint; May 21, 2018
o sewvices - - _ - _ - - _
(<& DY natona institutes of Heatn https://www.era.nih.gov/help-tutorials/era-training-hss.htm
rrina Office of Extramural Research 49
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