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Unanticipated Problems
Fact Sheet
1.  What are unanticipated problems?

Federal regulations considers unanticipated problems, in general, to include any incident, experience, or outcome that meets ALL of the following criteria: 

· 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; 

· Related or possibly related to participation in the research (in this guidance document, 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

· 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

OHRP recognizes that it may be difficult to determine whether a particular incident, experience, or outcome is unexpected and whether it is related or possibly related to participation in the research and that if the incident, experience or outcome meets all three criteria, that this will warrant consideration of substantive changes in the research protocol or informed consent or other corrective actions in order to protect the safety, welfare or rights of the subject or others. 


The following diagram illustrates three key points

· The vast majority of adverse events occurring in human subjects are not unanticipated problems. 

· A small proportion of adverse events are unanticipated problems

· Unanticipated problems include other events that are not adverse events. 

There are types of incidents, experiences, and outcomes that occur during the conduct of human subjects research that represent unanticipated problems but are not considered adverse events.  For example, some anticipated problems involve social or economic harm instead of the physical or psychological harm associated with adverse events.  In other cases, unanticipated problems place subjects or others at increased RISK of harm, but no harm occurs. 
Algorithm for Determining Whether an Adverse Event

Is an Unanticipated Problem
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For more information regarding Unanticipated Problems, please contact Harrison IRB at (740) 845-0814 or visit appropriate links for 

FDA regulated research at http://www.fda.gov/downloads/RegulatoryInformation/Guidances/UCM126572.pdf
DHHS regulated research at http://www.hhs.gov/ohrp/policy/AdvEvntGuid.htm.
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B=Adverse Events that are Unanticipated Problems





C=Unanticipated Problems that are NOT Adverse Events ticipated Problems





Unanticipated Problems 





An adverse event occurs in one or more subjects











Is the adverse event unexpected in nature severity or frequency?











Is the adverse event related or possibly related to the participation in the research?





Does the adverse event suggest that the research places subjects or others at a greater risk of psychological harm than was previously known or recognized? NOTE: If the adverse event was serious, than answer is always YES.





Report the adverse event as an unanticipated problem under 45 CFR 46











The adverse event is not an unanticipated problem and does not need to be reported under 45 CFR 46
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