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Regulations

Department of Health & Human Services (HHS)

 (45 CFR 46.103(a)). Ensuring prompt reporting of 
unanticipated problems to the IRB, appropriate 
institutional officials, any supporting department or 
agency head (or designee), and OHRP. The purpose 
of prompt reporting is to ensure that appropriate 
steps are taken in a timely manner to protect other 
subjects from avoidable harm.

 45 CFR 46.103(b)(5) Require written procedures for 
ensuring prompt reporting to the 
IRB…unanticipated problems involving risks to 
subjects or others with this policy or the 
requirements or determinations of the IRB…

Food and Drug Administration (FDA)

 21 CFR 312.53(c)(1)(vii), Requires the Investigator to 
promptly report to the IRB all changes in the 
research activity and all unanticipated problems 
involving risks to human subjects or others

 21 CFR 812.3(s)) IDE regulations require reporting of 
unanticipated adverse device effects (UADE) to the 
IRB

 21 CFR 56.108(b) Follow written procedures for 
ensuring prompt reporting to the IRB, appropriate 
institutional officials, and the Food and Drug 
Administration of: (1) Any unanticipated problems 
involving risks to human subjects or others



What are Unanticipated Problems?

In the conduct of research, there may arise types of incidents, experiences, and outcomes. 

• Unexpected

• May be related or unrelated

• Unanticipated problems may or may not be adverse events. 

• Unanticipated problems may involve an increased risk of harm to participants 

• Unanticipated problems may not involve actual harm to participants



What are Adverse Events (AEs)?

Any untoward or unfavorable medical occurrence in a human subject, including any abnormal sign (for 
example, abnormal physical exam or laboratory finding), symptom, or disease, temporally associated with 
the subject’s participation in the research, whether or not considered related to the subject’s participation 
in the research

• Serious or not serious

• Physical and psychological harms

• Commonly occur in biomedical research 

• Occasionally occur in social and behavioral research

• May be a UPIRSO



What are Non-Adverse Events?

• Can be related or unrelated

• These events may also suggest that the research places subjects or others at a greater 
risk  psychological, economic, or social harm than was previously known or recognized

• Non-adverse events are those that do not involve a reaction to a study drug

• Do not involve physical harm

• May be a UPIRSO



What are Unanticipated Problems Involving Risks to Subjects or 
Others (UPIRSOs)?

Unanticipated problems, in general, include any incident, experience, or outcome that meets all of the 
following criteria:

1. Unexpected in nature, frequency, or severity (i.e., generally not expected in a subject’s underlying condition 
or not expected as a risk of the study; therefore, not included in the investigator’s brochure (IB), protocol, 
or informed consent document), AND

2. Definitely or probably related to participation 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.

NOTE: Any incident, experience, or outcome meeting this criteria will warrant consideration of substantive 
changes in the research protocol or informed consent process/document or other corrective actions in order to 
protect the safety, welfare, or rights of subjects or others. 



What is an Unanticipated Adverse Device Effect (UADE)?

Unanticipated Adverse Device Effect - UADE:

 Any serious adverse effect on health or safety or any life-threatening problem or death 
caused by, or associated with, a device, if that effect, problem, or death 

• was not previously identified in nature, severity, or degree of incidence in the 
investigational plan or application (including a supplementary plan or application)

• or any other unanticipated serious problem associated with a device that relates to 
the rights, safety, or welfare of subjects



Determining Which AE’s are Unanticipated Problems?



How to

determine whether

an adverse event is

unanticipated?



Tracking AE’s & UPIRSO’s
• Adverse Events and UPIRSO’s should be tracked

• Help with prompt reporting of unanticipated events and reporting adverse events at the time of 
continuing review

• To assist with local data safety monitoring
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Reporting of Adverse Events (AE’s and Non-AE’s)
• Prompt Reporting of AE’s or Non-AE’s that do not meet the criteria for UPIRSOs to the IRB is NOT required 

and should be reported at the time of continuing review.

• All non-UPIRSO adverse events should be reported at the time of continuing review in Section 8.0 of the 
CR Smartform



Reporting of Unanticipated Problems (AE/Non-AE or UADE)

• Report to the IRB within 5 days of the PI becoming aware of the occurrence using the Reportable Event 
Form

• All unanticipated problems should also be noted at the time of continuing review in Section 8.0 of the CR 
Smartform

• This pertains to both unanticipated problems that are adverse events and non-adverse events.
• This includes UADEs



Examples – Adverse Event
Participant 899 experiences an event of cardiac arrest. The consent form, protocol, and investigator’s 
brochure (IB) list cardiac arrest is a risk of the study drug. The Sponsor (industry or sponsor-
investigator) assesses that cardiac arrest as related to the administration of study drug.

• Expected

• Related – While this event is related to the study, drug we know it is expected

• Report this event at the time of the next continuing review



Examples – AE UPIRSO
Participant 123 experiences an event of anaphylactic shock. The consent form, protocol, or investigator’s brochure 

(IB) for drug xyz does not list the risk of anaphylactic shock. The Sponsor (industry or sponsor-investigator) assesses 

that anaphylactic shock as definitely related to the administration of study drug xyz. 

• Unexpected – it is not a risk listed in the consent form, protocol, or IB

• Related – definitely

• 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

• Promptly report within 5 business days of the PI becoming aware of the event via an RE  submission. And 

ensure the CR Smartform is consistent with this.



Examples – Non-AE UPIRSO
Clinical Trial studying “everything” involves payment to participants for time and effort in study participation. An 

internal audit finds that 20 participants were never paid. 

• Unexpected – Not paying participants is an unexpected event as payment to participants is an expectation 

of study participation. 

• Related – definitely related to the research.

• 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

• Promptly report within 5 business days of the PI becoming aware of the event via an RE submission. And 

ensure the CR Smartform is consistent with this.



Examples
Clinical Trial studying an investigational device that stimulates the vagus nerve to prevent focal or partial seizures in 

participants that do not respond to seizure medications. During the research procedure for a participant the device 

did not execute and in turn did not stimulate the vagus nerve and the participant experiences a seizure. 

• Unexpected – the device failed to execute which is an unanticipated serious problem associated with the  

device 

• Related – definitely related to the research.

• 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

• Promptly report within 5 business days of the PI becoming aware of the event via an RE submission. And 

ensure the CR Smartform is consistent with this.



Prompt Reporting of 
Unanticipated Problems to 
the IRB

https://www.utsouthwestern.edu/research/hrpp/assets/policy_memo_upirso_sponsors_2019.pdf
https://www.utsouthwestern.edu/research/hrpp/assets/policy_memo_upirso_sponsors_2019.pdf
https://www.utsouthwestern.edu/research/hrpp/assets/policy_memo_upirso_sponsors_2019.pdf


Resources

Reportable Events Guidance

AE and UPIRSO Tracking Log

HHS AE & UPIRSO Guidance

FDA AE, UPIRSO, UADE Guidance

https://swlxwsvauthprd1edu.swmed.edu/research/hrpp/assets/policy_9.5reportable.pdf


Thank You!
• We’d love to hear your feedback. 

We invite you to provide your 
evaluation of Research Matters and 
of the Human Research Protection 
Program. 

• Visit: 
https://ais.swmed.edu/redcap/surv
eys/?s=3PRJFCFJJW
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