Portland VA Medical Center Human Research

Examples of Unanticipated Problems

(a) Any unanticipated deaths

(b) any untoward occurrence (physical, psychological, social, or economic) in a human subject participating in research and where “the imminent threat of an AE” is included as a reportable event

(c) Any research-related problems involving risks not anticipated in terms of nature, severity, or frequency of occurrence (as documented in the protocol, consent document, or other materials approved by the IRB). Both risks to subjects and risks to other individuals (e.g., research personnel, subjects’ family members) are included. Risks may reflect any type of potential harm (e.g., physical, psychological, social, economic).  Some problems may not necessarily be adverse events.   

(d) Loss of VA-Sensitive Information, Potential Loss of Subjects’ Privacy: i.e., any information stored either electronically or on paper with individually identifiable information the loss of which could result in a loss of privacy for a human subject. Examples: signed informed consents or case report forms with any of the 18 HIPAA PHI identifiers cannot be found; a laptop containing identifiable private information is stolen from a research lab, is recovered from a campus dumpster several hours later and data files remain intact.

(e) Allegations and Findings of Non-Compliance with applicable regulatory requirements or with the determinations of the IRB.

(f) Changes in approved research implemented to eliminate immediate hazards to subjects.
(g) All protocol deviations.
(h) All unanticipated device or drug effects, anything reportable to the FDA (see Addendum)
(i) Unanticipated problems might also include events that are not a result of research procedures, e.g., a new publication indicating a change in risk and/or benefit related to the research, any change in FDA labeling, any breach of confidentiality. The following are examples:

·  An interim analysis or safety monitoring report indicating that the frequency or magnitude of harms or benefits might be different from those initially presented to the IRB.

· A paper published from another study shows that risks or potential benefits of the research might be different from those initially presented to the IRB.

(j) More examples of reportable problems follow:

· A subject mistakenly receives twice the dose of an investigational drug than was stipulated in the protocol, but suffers no side effects and no indication of harm. 

· A subject receives one dose of active drug instead of placebo but suffers no side effects and no indication of harm.

· A research assistant suffers a severe burn due to malfunctioning research equipment. 

· During an interview on children’s play, a parent-subject confesses a continuing problem with child abuse. The protocol, consent document, and other materials approved by the IRB did not address how such situations would be handled.

· The investigator receives a DSMB report indicating that researchers should look out for a particular side effect that may be occurring more frequently than anticipated.

· The sponsor suspends new enrollments in a trial due to suspected manufacturing problems.

· New studies in the published literature suggest that the drug being used in an investigator’s research may be associated with a previously unknown risk of stroke. 

· Incarceration of a participant in a protocol.

· Any other event that in the investigator’s judgment is unanticipated and might affect risk and benefit of the research to participants or others.
�  From VHA Handbook 1058.1: Unexpected death is defined as “The death of a research subject in which a high risk of death is not projected, as indicated by the written protocol, informed consent form, or sponsor brochure. This definition does not include deaths associated with a terminal condition unless the research intervention clearly hastened the subject’s death. A subject’s death that is determined to be clearly not associated with the research is also not an “unexpected death” for purposes of the reporting requirements of this Handbook.”
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