
 

 INSTITUTIONAL REVIEW BOARD 

 

Guidance: Post-Approval Reporting (PAR) (last updated 
June 4, 2022) 

The Principal Investigator is responsible for submitting to the IRB ongoing reports 
of events that may adversely affect the safety of participants or the conduct of the 
research, and any information relevant to the conduct of the approved research. 
The types of events and information that may need to be reported to the IRB 
include, but are not limited to: 

• Adverse Events 
• Deviations and Incidents 
• Updated Study Safety Information 

Both the Department of Health and Human Services (DHHS) and the Food and Drug 
Administration (FDA) require institutions to have written procedures for ensuring 
prompt reporting to the IRB, appropriate institutional officials, and the department 
or agency head of (1) any unanticipated problems involving risks to subjects or 
others (this could include family members of the participant or research personnel) 
or any serious or continuing noncompliance with this guidance or the requirements 
or determinations of the IRB; and (2) any suspension or termination of IRB approval 
(45 CFR 46 103(b)(5) and 21 CFR 56.108(b)).  

The purpose of the PAR application is to provide the Principal Investigator with a 
mechanism to submit information relevant to the rights/welfare of research 
participants in a timely fashion to the IRB.  

The expertise of the UT Principal Investigator is relied upon to make an initial 
assessment and determine the relationship of the event/incident/new information 
(hereafter referred to as “event”) to the research activity and to determine if the 
event warrants a change to the protocol to minimize risks to human subjects and/or 
a change to the informed consent document to better inform subjects of the 
potential risks and the procedures needed to minimize such risks.  

The IRB will review the Principal Investigator’s assessment and either accept this 
assessment or ask for changes. This guidance document:  

Overview  



• Provides definitions and examples of the types of information that should be 
submitted with a Post Approval Report (PAR) via email to the IRB Chair.  

• Defines the requirements and time frame for Principal Investigators to 
prepare and submit PARs to the IRB and respond to requests for more 
information from the IRB.  

• Outlines the IRB review processes and procedures for assessing these 
reports in order to make ongoing assessments of the risks and benefits of 
the research, the adequacy of the consent document(s), the adequacy of the 
safeguards to prevent future harm to subjects, and if/how information related 
to these reports should be provided to participants.  

• Describes the IRB responsibilities to report certain events to federal agencies 
with oversight of human research.  

• Provides information on reporting of events when the UR IRB is relying on 
another IRB for oversight of human subject research. 

 

 

Adverse Event: Any untoward or unfavorable medical occurrence in a human 
subject (physical or psychological harm) temporally associated with the subject’s 
participation in the research (whether or not related to participation in the research).  

Deviation: Any intended or unintended variance or exception from the IRB 
approved protocol.  

Incident: An undesirable and unintended, although not necessarily unexpected, 
event or outcome involving any aspect of the research study.  

PAR: An acronym for Post-Approval Report.  

External Adverse Event or Outcome: An event or outcome that is experienced by 
subjects enrolled at study site(s) (e.g. multicenter clinical trial) under the jurisdiction 
of other IRBs.  

Internal Adverse Event or Outcome: An event or outcome that is experienced by 
subjects enrolled at study site(s) under the jurisdiction of the UT IRB (as reviewing 
IRB).  

Risk of Harm: Any situation/circumstance in which an individual (participant or 
other) is exposed to potential harm related to research. The potential harm may be 
physical, psychological, legal, economic, or social in nature.  

Definitions 



Related (possibly related): In the opinion of the Principal Investigator there is a 
reasonable possibility that the event or outcome may have been caused by the 
procedures involved in the research. 

Unexpected: The nature, specificity, severity or frequency of the event or outcome 
is not accurately reflected in the protocol-related documents, such as the IRB 
approved research protocol, informed consent document, and investigator’s 
brochure; and/or the characteristics of the subject population being studied.  

Unexpected Adverse Event: Any adverse event where the nature, specificity or 
frequency of the event is not consistent with either:  

1) the known or foreseeable risk associated with the procedures involved in 
the research that are described in the protocol-related documents (IRB approved 
protocol, informed consent document, investigator’s brochure), and relevant 
sources of information (product labeling/package inserts); or 

 2) the expected natural progression of any underlying disease, disorder, or 
condition of the subject(s) experiencing the adverse event and the subject’s 
predisposing risk factor profile for the adverse event.  

Serious Adverse Event: Any adverse event that may result in the following: death; 
is life threatening (places subject at immediate risk of death from the event as it 
occurred); a required or prolonged hospitalization, persistent or significant 
disability/incapacity; congenital anomaly/birth defect; or may require medical or 
surgical intervention to prevent one of the other outcomes previously listed in this 
definition. The occurrence of a serious adverse event suggests that the research 
places subjects or others at a greater risk of harm than was previously known or 
recognized.  

Deviation to eliminate apparent immediate hazards to the subject: A deviation 
from the approved protocol necessary to prevent harm to the subject. These 
deviations are not considered violations of the regulatory requirement to obtain 
prior IRB approval before implementing changes to the protocol. These necessary 
changes are in alignment with the Belmont report’s concept of “beneficence”. 
These occur infrequently and require after-the-fact reporting to the IRB.  

Non-compliance: Failure to comply with applicable laws, regulations, or institutional 
policies pertaining to the protection of human subjects, and/or with the 
requirements or determinations of an IRB.  

Continuing Noncompliance: A pattern of noncompliance that indicates an inability 
or unwillingness to comply with applicable laws, regulations, or institutional policies 
pertaining to the protection of human subjects and/or with the requirements or 
determinations of an IRB.  



Serious Noncompliance: Failure to comply with applicable laws, regulations, or 
institutional policies pertaining to the protection of human subjects and/or with the 
requirements or determinations of an IRB that has a significant adverse impact 
either on the rights or welfare of participants or on the integrity of the data.  

Unanticipated Problem: An incident, experience, or outcome that meets all of the 
following criteria:  

(1) Is unexpected (in terms of nature, severity or frequency) given (a) the 
research procedures that are described in the protocol-related documents, such as 
the IRB approved research protocol and informed consent document; and (b) the 
characteristics of the subject population being studied;  

(2) Is related or possibly related to participation in the research (possibly 
related means there is a reasonable possibility that the incident, experience, or 
outcome may have been caused by the procedures involved in the research); and  

(3) Suggests that the research places subjects or others at a greater risk of 
harm (including physical, psychological, economic, or social harm) than was 
previously known or recognized. 

 

• The Principal Investigator must submit to the IRB all post approval reports 
(PARs) that meet the submission criteria within the proper timeframe, as 
described in the Principal Investigator Reporting Responsibilities.  
 

• The IRB must review and make appropriate determinations regarding risks, 
potential benefits, the adequacy of the consent documents, ensure the 
provision of updated information to subjects, reevaluate whether adequate 
safeguards are in place to protect human subjects, including subject privacy 
and the confidentiality of data.  
 

• The Principal Investigator must make any changes to the protocol, 
recruitment materials, and/or consent documents as required by the IRB.  
 

• The IRB will report the events determined to represent an unanticipated 
problem involving risks to subjects or others, serious non-compliance, 
continuing non- compliance, suspensions, and terminations to regulatory 
agencies and the appropriate organizational officials. 

Policy 



 

 

The Principal Investigator is responsible for submitting to the IRB ongoing reports 
of events that are unanticipated problems that may adversely affect the rights 
and/or welfare of participants or the conduct of the research. The expertise of the 
Principal Investigator is relied upon to make an initial assessment and determine the 
relationship of the event to the research activity. The Principal Investigator is also 
tasked with determining whether the event warrants a change to the protocol to 
minimize risks to human subjects, and/or a change to the informed consent 
document to better inform subjects of the potential risks and the procedures 
needed to minimize such risks.  

The Principal Investigator should submit as complete information about the event 
as is available within the indicated reporting timeframes listed below.  

The PAR submission should include a description of the event; whether or not this 
event may impact current, past or future participants; any proposed changes to the 
study plan (including changes to the consent), if any, that may be necessary in 
response to the event.  

If relevant information is unavailable at the time of submission, that information may 
be added to the current PAR submission later in a request for more information or 
submitted as a follow-up PAR application. 

It is the Principal Investigator’s responsibility to maintain regular communication 
with the sponsor or coordinating center for multi-site research in order to obtain 
DSMB reports and other safety-related information about the research in a timely 
fashion.  

It is the Principal Investigator’s responsibility to inform the Sponsor (if applicable) if 
the IRB suspends or terminated the research.  

If the IRB requests additional information on a submitted PAR, the correspondence 
will indicate when a response is due.  

The types of events and information that should be reported to the IRB include 
those described below. In addition, the IRB may request the Principal Investigator 
submit information via PAR application under circumstances not described below.  

The PI should NOT include any direct identifiers (name, MRN, etc…) in PAR 
submissions. 

Principal Investigator Reporting Responsibilities 



 

 

Principal Investigators must report to the IRB all adverse events that meet all three 
of the following criteria:  

• Unexpected;  
• Related or possibly related to research participation; AND  
• Places participants or others at greater risks of harm than was previously 

known or recognized (not described in or of greater severity or frequency 
than described in the IRB-approved protocol and/or consent form)  

In reviewing (internal or external) adverse events, the IRB may request additional 
follow-up information. These can include autopsy results or terminal medical 
reports for an unexpected study-related death.  

For all adverse events (internal or external) that meet the above criteria, the IRB 
may require additional action in response to the event in order to ensure that the 
research continues to meet the criteria for approval under 45 CFR 46.111 and/or 21 
CFR 56.111. This may include:  

• revision of the consent form to include risk(s) identified as a result of this 
event  

• re-consent of enrolled participants continuing study treatment  
• notification to previously enrolled participants and/or participants in long-

term follow-up  
• protocol changes to address and minimize newly identified risk(s)  
• suspension of enrollment or all study procedures  
• termination of the research 

Internal Adverse Events 

Those internal AEs that the IRB agrees meet the above criteria will receive the 
determination of Unanticipated Problems involving risks to subjects or others under 
45 CFR 46.108(a)(4)(i), 21 CFR 56.108(b)(1), 21 CFR 312.53(c)(1)(vii) and/or 21 CFR 
312.66.  

 The IRB will report that determination to the appropriate federal 
department(s) and UT institutional officials as required. For more information 
on IRB reporting requirements, see Guidance: IRB Reporting Procedures for 
Unanticipated Problems, Noncompliance, Suspension, or Termination. 

Adverse Events (Internal and External) 



Initial and follow-up reports of internal AEs that meeting the reporting criteria 
should be submitted to provide the IRB with complete information on the internal 
adverse event. 

External Adverse Events 

Those external AEs that the IRB agrees meet the above criteria will not receive the 
determination of Unanticipated Problem Involving Risks to Subjects or others. It is 
the responsibility of the reviewing IRB for the site where the event took place to 
make that determination.  

Initial reports of external AEs should only be submitted after the Principal 
Investigator can definitively indicate that all three criteria are met.  

Tip: For external AEs, if the answer to the question of Does this problem 
place or suggest that other study participants or other people are at a 
greater risk of harm (including physical, psychological, economic, or social 
harm) than was previously known or recognized (i.e. a "serious adverse 
event")? is “not sure”, wait to submit until the answer is “yes”. At that time, 
all available materials (such as initial and follow-up reports from the sponsor) 
related to this event should be submitted in a single PAR application.  

Follow-up reports of external AEs should not be submitted unless they provide new 
information to indicate that the event was of greater severity than originally 
reported to the IRB. 

Deadlines for submission to the IRB (for both internal and external adverse events):  

 Within 3 business days of learning of the event: Internal or External Adverse 
events meeting the above criteria resulting in death, suspension, suspension 
or termination of the research  

 Within 10 business days of learning of the event: All other reportable 
adverse events meeting the above criteria  

 No PAR submission (maintain in study files):  
o Internal or external adverse events that do not meet the above criteria  
o External AEs where the investigator does not yet know whether or not 

the event placed the participants or others at increased risk  
o Follow-up reports of external AEs that do not provide information on 

increased severity of the event since the initial report to the IRB  
 No PAR submission (summarize at continuing review):  

o Deaths that are related and expected 

 



 

 

The Principal Investigator is expected to follow the IRB-approved protocol with the 
exception of deviations necessary to prevent immediate hazards to participants.  

Example:  

A protocol requires a study drug to be administered in a single IV infusion. 
During an outpatient study visit in which a participant begins the study IV 
infusion, the clinic receives a bomb threat mid-way through the infusion 
process. As a result of the bomb threat, the infusion must be interrupted to 
evacuate the participant.  

Deadlines for submission of PAR to the IRB:  

 Within 3 business days of learning of the event: All reports of deviations to 
prevent apparent immediate hazards to participants  

 No PAR submission (submit via Amendment application in advance of the 
planned change to study procedures instead):  

o Protocol modifications related to an apparent hazard that is not 
immediate. 

 

The IRB acknowledges that deviations from the approved protocol occur in many 
research studies. 

 Investigators are required to keep a log of all deviations/Incidents.  

Only the subset of those deviations that the PI determined have affected the rights 
and/or welfare of participants or others must be submitted to the IRB for review. 
However, the entire log may be reviewed by IRB and the log should be submitted at 
continuing review for those studies that are subject to continuing review.  

The following information/assessments should be recorded in the Investigator’s 
deviation/incident log:  

• Date of event  

Deviations from the approved protocol to eliminate apparent 
immediate hazards to participants 

Other Protocol Deviations/Incidents 



• Subject ID  
• Date the investigator was made aware of the event  
• A description of the event • Is this an initial event or a follow-up/update on a 

previous event?  
• Does the deviation meet the threshold for reporting to the IRB?  
• Who (which member of the study team) made the assessment of whether or 

not the deviation met the threshold for IRB reporting via PAR?  
• Date the assessment made (of whether it met the threshold for IRB reporting 

via PAR)  
• Date of submission to the IRB (if applicable)  
• PAR# (if applicable) 

A subset of deviations/incidents must be submitted via PAR application for 
timely review:  

Deviations/incidents for which the answer to any of the following questions is “yes” 
should be submitted to the IRB for review via PAR application:  

1) Did the deviation/incident cause the participant or someone else to be at 
risk of potential harm?  

a. Examples:  

i. Did the participant receive/take an over- or under-dose of 
study drug (even if there were no apparent negative consequences)? 

 ii. Was there a near-miss of a study procedure error that was 
caught by accident (and not prevented by functional checks in the 
system)?  

iii. Did a child in the household of a study participant ingest study 
medication?  

iv. Was the suicide SOP not used with a participant who 
indicated imminent threat of self-harm?  

2) Was the participant or someone else actually harmed by the 
deviation/incident?  

a. Examples:  

i. Were research staff mugged at gunpoint for the gift cards 
carried for participant payments while doing field research? 

ii. Did an overdose of study drug cause adverse effects in the 
participant?  



iii. Did malfunctioning CT equipment expose participants to 
more radiation than was planned?  

3) Does the deviation/incident negatively affect the rights of participants 
or others? 

a. Examples:  

i. Was there a breach of confidentiality of research 
records?  

ii. Was a participant not provided the information (i.e. 
results of Autism Diagnostic Observation Schedule conducted 
for research) or item (i.e. radiology images from a research scan) 
promised in the consent form for study procedures completed? 

iii. Was effective consent not obtained before study 
procedures were conducted?  

iv. Was effective HIPAA authorization or waiver not 
obtained before any medical records were 
reviewed/abstracted/shared with external collaborators for the 
research?  

v. Was the integrity of the data compromised?  

vi. Was protected information about a participant 
released in response to a subpoena when the study was covered 
by a certificate of confidentiality?  

vii. Were private records accessed/abstracted for non-
participants? 

4) Does an individual deviation not meet the above criteria, but there are 4 
or more of the same type of minor deviation in a study and those 
deviations, taken as a group, suggest a pattern of non-compliance on the 
part of the study team or ancillary staff?  

a. Examples:  

i. Did half of participants enrolled to date decline to do a 
required study procedure suggesting there might be a problem 
with communicating study procedures during the consent 
conference at enrollment?  

ii. Was the consent conference conducted by someone 
who was not yet listed in the approved IRB application as an 



approved consenter on five separate occasions suggesting a 
breakdown in communication on the study team? 

Root cause Analyses  

For all PAR applications describing deviations that meet the criteria for reporting 
(either single occurrence or aggregate) the investigator should conduct a quality 
improvement review that includes a root cause analysis. This is necessary to 
determine if there are underlying systems problems that led to this deviation. 

Corrective Action Preventive Action (CAPA) plan  

Once a root cause has been identified, a CAPA plan must be developed by the 
investigator and included in materials submitted to the IRB. The CAPA should 
address two areas:  

1) How will the deviation be resolved for the participant(s) who has already 
experienced the event? (does the participant require additional monitoring, should 
the participant be informed, does the participant need to be approached for re-
consent or be asked to provide HIPAA authorization, etc.)  

2) How will research procedures be modified to prevent similar deviations in 
the future? (does the study need an eligibility checklist, should the order process 
with pharmacy for study drug be updated, do study team members with greater 
clinical experience need to administer instruments, etc…) 

For deviations related to breach of confidentiality of campus records (student 
academic records, employee records, student health records, etc…), consult with 
the UT Compliance Office to develop the CAPA plan. The CAPA developed with the 
UT Compliance Office must be provided to the IRB for a final determination. 

Deadlines for submission to the IRB:  

 Within 3 business days of learning of the event: All reports of deviations 
resulting in death  

 Within 10 business days of learning of the event: All other reports of 
deviations (single or aggregate) that meet the threshold described above.  

 No PAR submission (submit in deviation log at continuing review):  
o All other deviations that do not meet the criteria above for studies with 

continuing review  
 No PAR submission (maintain in study files):  

o All other deviations that do not meet the criteria above for studies with 
no continuing review  

o  



Note: deviations that meet the threshold for reporting to the IRB should be reported 
in the timeframe indicated, regardless of the state of the CAPA plan development. If 
the root cause analysis has not yet been completed and/or the CAPA has not yet 
been developed, additional information may be submitted after initial PAR 
submission as a response to the IRB’s request for more information. 

In the course of research, the investigator and/or IRB may become aware of 
complaints from study participants or others regarding the conduct of the research.  

The investigator should submit PAR applications for any complaints they receive 
that meet the following criteria:  

 Unexpected;  
 Related or possibly related to research participation; AND  
 Reflects one or more of the following circumstances:  

o Places participants or others at greater risks of harm than was 
previously known or recognized (not described in or of greater severity 
or frequency than described in the IRB-approved protocol and/or 
consent form);  

o Negatively impacts the rights of research subjects or others;  
o Results in a change to the risk/benefit profile of the research;  
o Cannot be resolved by the investigator. 

Deadlines for submission to the IRB:  

 Within 3 business days of learning of the event: All complaints meeting the 
criteria above that are related to a death  

 Within 10 days of learning of the complaint: All other complaints meeting 
the criteria above.  

 No PAR submission (summarize at continuing review):  
o Complaints that do not meet the criteria above (including those limited 

to delays in participant payment) for studies with an expiration date for 
IRB approval.  

 No PAR submission (maintain in study files):  
o Complaints that do not meet the criteria above (including those limited 

to delays in participant payment) for studies that don’t have a 
continuing review requirement. 

Complaints about the research and allegations of non-compliance 


