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Issuing Office: OD/OIR/OHSRP Phone: (301) 402-3713
Release Date: 5/14/2019 ? Partial Revision Date: 8/09/2021 ?
Transmittal Notice
1. Explanation of Material Transmitted: NIH Human Research Protection Program
(HRPP) policies have been revised to comport with the revised HHS Common Rule (45
CFR 46) and to reflect the newly consolidated IRB structure within the NIH Intramural
Research Program. This policy describes the requirements for reporting research-related
events to the Institutional Review Board (IRB). Partial Revision Date: 6/3/2021: This
revision specifies reporting requirements to the OHSRP office of Compliance and
Training when a PI receives a 483 from the Food and Drug Administration. Partial
Revision Date: 8/9/2021: This revision specifies reporting requirements to the OHSRP
office of Compliance and Training when an external reviewing IRB suspends or
terminates research activities at an NIH site; adds IRB responsibilities when reviewing
reportable events and includes minor edits for clarity and consistency.
2. Filing Instructions:
o Insert: NIH Manual Chapter 3014-801, dated 5/14/2019, Partial Revision Date:
6/3/2021, 8/9/2021
o Implementation Date: 7/1/2019
3. PLEASE NOTE: For information on:
o The current policies can also be found at:
https://irbo.nih.gov/confluence/display/ohsrp/Policy.
o Content of this chapter, contact the issuing office listed above.
o NIH Policy Manual, contact the Division of Compliance Management, DCM, on
301-496-4606 or enter this URL: https://oma.od.nih.gov/DMS/Pages/ManualChapters.aspx

A. Purpose
1. This policy outlines the requirements for reporting research-related events to the
Institutional Review Board (IRB) and, when applicable, the Office of Human Subjects
Research Protections (OHSRP), office of Compliance and Training.
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B. Scope
1. This policy applies to all NIH investigators conducting human subjects research (also
referred to in this policy as “studies”) and to the OHSRP.
2. This policy applies to investigators not covered by the NIH Federalwide Assurance
(FWA) when the NIH is the Reviewing IRB for human subjects research conducted by
these investigators.

C. Policy
1. For all human subjects research in which an NIH IRB is the Reviewing IRB, NIH
Principal Investigators (PIs) and, as applicable, non-NIH Site PIs/Lead Investigators
(further referred to as non-NIH investigators), are required to ensure that all reportable
events, as defined in this policy, are reported to the OHSRP office of Compliance and
Training within the time frames as specified in this policy.
a. The NIH Principal Investigators (PIs)/designees and, as applicable, non-NIH
Investigators must report events to the OHSRP office of Compliance and
Training via the Reportable Event Submission Form (REF) in the NIH electronic
IRB system in accordance with Section E.1., whether the events occur at the NIH
or a non-NIH site;
2. For human subjects research when the Reviewing IRB is not an NIH IRB IRB (referred
to in this policy as an “external IRB”), NIH PIs/Lead investigators (further referred to
as NIH PI(s) to include NIH PIs, NIH Site PIs in the case of multi-site research, and
NIH AIs participating in a collaborative research protocol with a non-NIH PI) are
required to ensure that the reporting requirements of the Reviewing IRB are followed
by NIH staff.
a. When the Reviewing IRB is an external IRB, and the reportable event occurred at
an NIH site, or directly impacts the NIH site, the NIH PI must report the event to
the Reviewing IRB in accordance with that IRB’s instructions, and also to the
OHSRP office of Compliance and Training via the REF in the NIH electronic
IRB system within 7 calendar days of the NIH PI becoming aware of the event;
b. When the Reviewing IRB is an external IRB, and the event occurred at a nonNIH site, the NIH PI/Lead Investigator is required to ensure that the reporting
requirements of the Reviewing IRB are followed. The investigator does not also
report these events to the OHSRP office of Compliance and Training, except as
specified in Section E.1.b.I.i. below.
3. Additional reporting may also be required as specified by an NIH Institute/Center (IC)
or other NIH policy.
4. This policy’s reporting requirements are in addition to the requirements of regulatory
agencies (such as the FDA) and/or any institutionally agreed-upon requirements, e.g.,
with study sponsors or through reliance agreements.
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D. Definitions
OHSRP has developed a comprehensive glossary of definitions that describe the terms
listed below. The glossary can be found at the following link: NIH IRP HRPP Policy
Glossary.
Note: There may be more than one definition per term, so please review terms carefully to
make sure they match the terms listed below. Qualified terms are indicated with a
parenthetical qualification. When reviewing a definition, be sure that you are reviewing
the appropriate definition that links to this policy. To further assist the reader, each term in
the glossary cites the relevant policy number(s) indicating where the term is utilized.
1. Adverse Event (AE)
2. NIH Investigator
3. Non-Compliance
o Continuing non-compliance
o Serious non-compliance
4. Protocol Deviation (PD)
5. Reportable Event
6. Reviewing Institutional Review Board (IRB)
7. Serious Adverse Event (SAE)
8. Unanticipated (Unexpected)
9. Unanticipated Adverse Device Effect (UADE)
10. Unanticipated Problem Involving Risks to Subjects or Others (UP)

E. Responsibilities and Requirements
1. Responsibilities of investigators:
a. The PI must ensure that all AEs and SAEs are appropriately identified, tracked,
and recorded, according to the IRB-approved protocol, data and safety
monitoring plan, and in accordance with any additional NIH, regulatory, ICspecific and/or study sponsor requirements. (Policy 3014-503 Data and Safety
Monitoring)
b. The NIH PI/designee and, as applicable, non-NIH Investigators, must ensure that
the following events are reported to the NIH IRB or OHSRP office of
Compliance and Training within the time frames specified below. (See Appendix
1: Investigator Reporting Requirements and Timeframes for tabular view of these
requirements)
I.

Non-compliance: Any actual or suspected non-compliance by any
investigator or entity associated with the protocol must be reported by the
NIH PI/designee within 7 calendar days of any investigator or individual
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associated with the protocol first becoming aware, unless otherwise
indicated in this policy. Please refer to Policy 3014-802 Non-compliance
in Human Subjects Research.
i.

II.

III.
IV.

V.

VI.

Major Deviation: A deviation must be reported within 7 calendar days of
an investigator becoming aware of an actual or suspected deviation.
Although protocol deviations are also non-compliance, these should only
be reported once as deviations.
Unanticipated Problem (UP): A UP must be reported within 7 calendar
days of an investigator becoming aware of the actual or suspected UP.
Death: Any death of a research subject that is possibly, probably or
definitely related to the research must be reported within 24 hours of an
investigator becoming aware of the death.
New information that might affect the willingness of a subject to enroll or
remain in the study should be reported within 7 calendar days of an
investigator first becoming aware.
Any suspension or termination of research activities, including holds on
new enrollment, placed upon the research by the study sponsor, NIH or IC
leadership, or any regulatory agency must be reported within 7 calendar
days of an investigator becoming aware.
i.

VII.

External IRB determinations of serious and/or continuing noncompliance about an NIH investigator: If the NIH is relying on an
external IRB and the Reviewing IRB makes a determination of
serious and/or continuing non-compliance regarding an NIH
investigator, then, even if the determination has already been
provided to OHSRP either directly or via the NIH Institutional
Official (IO)/designee, the NIH PI/designee must report this in the
NIH electronic IRB system within 7 calendar days of any member of
the NIH research team being notified of the determination by the
Reviewing IRB. The NIH PI must provide the OHSRP office of
Compliance and Training with documentation from the Reviewing
IRB.

Suspension or termination of research activities at NIH by an
external IRB: If the NIH is relying on an external IRB and the
Reviewing IRB suspends or terminates NIH research activities, this
must be reported to OHSRP office of Compliance and Training
within 7 calendar days of any NIH member of the research team
being notified.

Investigators must provide the following information to the IRB in
summary format at the time of continuing review, or when otherwise
specifically requested by the IRB or the OHSRP office of Compliance and
Training. Investigators should provide a high-level summary of these
events that have occurred since the time of the last IRB review and not a
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line item listing:
i.
ii.
iii.
iv.

Major and minor protocol deviations.
Noncompliance reported to the IRB that is not related to a protocol
deviation.
Adverse Events and Serious Adverse Events that do not meet the
definition of an UP.
UPs reported to the IRB

c. For FDA regulated studies, investigators are required to report events to the study
sponsor as described in the protocol and to immediately (i.e., no longer than 10
days) report SAEs or UADEs to the study sponsor and, if also an actual or
suspected UP, to the IRB within 7 calendar days of an investigator becoming
aware. In addition, investigators must provide to the OHSRP office of
Compliance and Training a copy of any and all FDA Form 483 issued regarding
an NIH research protocol. This must occur within 7 calendar days of receipt of an
FDA Form 483.
2. Responsibilities of the OHSRP Office of Compliance and Training and the IRB(s):
a. When NIH is the Reviewing IRB, the OHSRP office of Compliance and
Training is responsible for the following:
I.

Conducting initial evaluation and triage of all reportable events submitted
using the NIH electronic IRB system .
II. In consultation, as needed, with the OHSRP Director, IRBO Director,
and/or Executive Chair, determining if any reported event requires
immediate action to protect the rights, safety or welfare of research
subjects and if so, communicating such actions to the PI and the IRB.
III. Referring potentially serious and/or continuing non-compliance to the
Research Compliance Review Committee (RCRC).
IV. Referring reported UPs and new information that might affect the
willingness of a subject to enroll or remain in the study to the convened
IRB for determination and review of any proposed changes to the protocol
or consent made by the PI in response to the UP or new information.
V. Reporting to the HHS Office for Human Research Protections (OHRP)
and, as applicable, FDA, all NIH IRB determinations of serious and/or
continuing non-compliance, UPs, or NIH IRB suspensions or terminations
of IRB approval within 30 days of the determination, suspension or
termination of IRB approval. The Office may make interim reports in
advance of the IRB’s final determination as deemed necessary.
i.

When the Reviewing IRB is an external IRB, unless otherwise
specified in the reliance agreement, the external IRB has the
regulatory responsibility for any necessary reporting to federal
agencies overseeing human subjects research protections (e.g.,
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reporting to OHRP and as applicable, the FDA).
b. When NIH is the Reviewing IRB, the RCRC, as a duly constituted IRB, is
responsible for the following:
I.
II.

Reviewing possible serious and/or continuing non-compliance occurring
within studies under the NIH IRB’s purview.
Determining whether serious and/or continuing non-compliance occurred
and evaluating the adequacy of any proposed corrective action. (See Policy
3014-802 Non-compliance in Human Subjects Research).

c. When the NIH IRB is the Reviewing IRB, it is responsible for the following:
I.

Reviewing reportable events (e.g., unanticipated problems, noncompliance, or new information that may impact a subject’s decision to
enroll or remain on the study) occurring on studies under the NIH IRB’s
purview.
II. Reviewing the high-level summary of research events submitted at time of
continuing review (see E.1.b.VII. above) to determine whether there is any
change that would impact the criteria for approval at 45 CFR 46.111 (e.g.,
risk benefit assessment or frequency of review) or notification of subjects.
III. Assessing and determining whether a research event is an unanticipated
problem to subjects or others, and evaluating the adequacy of any proposed
actions or notifications to subjects in response to the reported event,
consistent with Policies 3014-200 IRB Scope and Authority and 3014-204
Levels of IRB Review and Criteria for IRB approval of research.
IV. In its review of reportable events, the IRB has the authority to suspend or
terminate IRB approval of research, for example, research that has been
associated with unexpected serious harm to subjects. In response to a
reportable event, the IRB also has the authority to:
i.
ii.
iii.
iv.
v.
vi.
vii.

Request additional information;
Require revision of the protocol or consent(s);
Require notification of subjects;
Require the investigator to suspend new enrollment to the protocol
Increase the type and/or frequency of safety monitoring;
Change the period of review, or
Other measures to protect the rights, safety and welfare of subjects.

(See Policy 3014-200 IRB Scope and Authority and 3014-204 Levels of IRB
Review and Criteria for IRB approval of research.)
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F. References
1. Federal Regulations
o HHS: 45 CFR 46
o FDA: 21 CFR parts 312 and 812
2. NIH Policies
o
o
o
o

Policy 3014-200 IRB Scope and Authority
Policy 3014-204 Levels of IRB Review and Criteria for IRB approval of research
Policy 3014-503 Data and Safety Monitoring
Policy 3014-802 Non-Compliance in Human Subjects Research

3. Guidance
o E6(R2) Good Clinical Practice: Integrated Addendum to ICH E6(R1): Guidance
for Industry
o OHRP Guidance on Reviewing and Reporting Unanticipated Problems Involving
Risks to Subjects or Others (2007)

APPENDIX 1: PRINCIPAL INVESTIGATOR/DESIGNEE REPORTING
REQUIREMENTS AND TIMEFRAMES
Investigator
Status
NIH PI, or as
applicable, the
NIH lead site
investigator,
and/or any NIH
study team
member

NIH IRB is Reviewing IRB
 Report the following reportable
events to the NIH IRB within 7
calendar days of any
investigator first becoming
aware*
o Actual or suspected noncompliance
o Actual or suspected major
deviations
o Actual or suspected
Unanticipated Problems
(UPs)
o New information that
might affect the
willingness of a subject to
enroll or remain in the
study
o Suspension or termination
of research activities,
including holds on new

External IRB is Reviewing
IRB
 Report events to the
Reviewing IRB as per its
policy
 If event occurs at an NIH
site, also report to the
OHSRP office of
Compliance and
Training within 7
calendar days*
 For FDA regulated
studies, report events to
the study sponsor as
described in the protocol
and immediately report
(i.e., no longer than 10
days) SAEs or UADEs
to the study sponsor and,
if also a UP, to the IRB
within 7 calendar days.
 Provide a copy of any
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Investigator
status
Non-NIH
Investigator

enrollment, placed upon
the research by the study
sponsor, NIH or IC
leadership, or any
regulatory agency
 Death of a research subject that
is possibly, probably or
definitely related to the research
must be reported within 24
hours of the investigator
becoming aware of the death.
 For FDA regulated studies,
report events to the study
sponsor as described in the
protocol and immediately report
(i.e., no longer than 10 days)
SAEs or UADEs to the study
sponsor and, if also an actual or
suspected UP, to the IRB within
7 calendar days of the
investigator becoming aware.
 Provide a copy of any and all
FDA Form 483 regarding an
NIH research protocol received
by the NIH PI within 7 calendar
days to OHSRP office of
Compliance and Training.
 At the time of CR, submit a
high-level summary (not a line
item listing) of events
including: major and minor
protocol deviations;
noncompliance reported to the
IRB that is not related to a
protocol deviation; Adverse
Events and Serious Adverse
Events that do not meet the
definition of an UP; and UPs
reported to the IRB.
NIH IRB is Reviewing IRB
Requirements for reporting events to
the NIH IRB are the same as those for
the NIH investigators as defined
above** (Non-NIH investigators
should consult their institution’s
policies if local reporting is also
required.)

and all FDA Form 483
regarding an NIH
research protocol
received by the NIH PI
within 7 calendar days to
OHSRP office of
Compliance and
Training.
 Report any
determinations by the
External IRB of serious
and/or continuing noncompliance by an NIH
investigator in the NIH
electronic IRB system
within 7 calendar days .*
Also, provide the
OHSRP office of
Compliance and
Training with
documentation from the
Reviewing IRB.
 Report any suspension or
termination of research
activities at an NIH site
by the external IRB
within 7 calendar days.

External IRB is Reviewing
IRB
Report events to the
Reviewing IRB as per its
policy

*Submit a Reportable Event Form in the NIH electronic IRB system.
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** Mode of submission by the Non-NIH Investigator will be determined by the IRBO
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