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Examples of Adverse Events that are
Unanticipated Problems

Hypothetical Examples of Adverse Events that Represent Unanticipated Problems and Need

to be Reported Promptly Under the HHS Regulations at 45 CFR Part 46

Example 1: A subject with chronic gastroesophageal reflux disease enrolls in a randomized, placebo-
controlled, double-blind, phase 3 clinical trial evaluating a new investigational agent that blocks acid
release in the stomach. Two weeks after being randomized and started on the study intervention the
subject develops acute kidney failure as evidenced by an increase in serum creatinine from 1.0 mg/dl
pre-randomization to 5.0 mg/dl. The known risk profile of the investigational agent does not include
renal toxicity, and the IRB-approved protocol and informed consent document for the study does not
identify kidney damage as a risk of the research. Evaluation of the subject reveals no other obvious
cause for acute renal failure. The investigator concludes that the episode of acute renal failure
probably was due to the investigational agent. This is an example of an unanticipated problem that
must be reported because the subject’s acute renal failure was (a) unexpected in nature, (b) related
to participation in the research, and (c) serious.

Example 2: A subject with seizures enrolls in a randomized, phase 3 clinical trial comparing a new
investigational anti-seizure agent to a standard, FDA-approved anti-seizure medication. The subject is
randomized to the group receiving the investigational agent. One month after enroliment, the subject
is hospitalized with severe fatigue and on further evaluation is noted to have severe anemia
(hematocrit decreased from 45% pre-randomization to 20%). Further hematologic evaluation
suggests an immune-mediated hemolytic anemia. The known risk profile of the investigational agent
does not include anemia, and the IRB-approved protocol and informed consent document for the
study do not identify anemia as a risk of the research. The investigators determine that the hemolytic
anemia is possibly due to the investigational agent. This is an example of an unanticipated problem
that must be reported because the hematologic toxicity was (a) unexpected in nature; (b) possibly
related to participation in the research; and (c) serious.

Example 3: The fifth subject enrolled in a phase 2, open-label, uncontrolled clinical study evaluating
the safety and efficacy of a new oral agent administered daily for treatment of severe psoriasis
unresponsive to FDA approved treatments, develops severe hepatic failure complicated by
encephalopathy one month after starting the oral agent. The known risk profile of the new oral agent
prior to this event included mild elevation of serum liver enzymes in 10% of subjects receiving the
agent during previous clinical studies, but there was no other history of subjects developing clinically
significant liver disease. The IRB approved protocol and informed consent document for the study
identifies mild liver injury as a risk of the research. The investigators identify no other etiology for the
liver failure in this subject and attribute it to the study agent. This is an example of an unanticipated
problem that must be reported because although the risk of mild liver injury was foreseen, severe
liver injury resulting in hepatic failure was (a) unexpected in severity; (b) possibly related to
participation in the research; and (c) serious.
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Example 4: Subjects with coronary artery disease presenting with unstable angina are enrolled in a
multicenter clinical trial evaluating the safety and efficacy of an investigational vascular stent. Based
on prior studies in animals and humans, the investigators anticipate that up to 5% of subjects
receiving the investigational stent will require emergency coronary artery bypass graft (CABG) surgery
because of acute blockage of the stent that is unresponsive to non-surgical interventions. The risk of
needing emergency CABG surgery is described in the IRB-approved protocol and informed consent
document. After the first 20 subjects are enrolled in the study, a DSMB conducts an interim analysis,
as required by the IRB-approved protocol, and notes that 10 subjects have needed to undergo
emergency CABG surgery soon after placement of the investigational stent. The DSMB monitoring the
clinical concludes that the rate at which subjects have needed to undergo CABG greatly exceeds the
expected rate and communicates this information to the investigators. This is an example of an
unanticipated problem that must be reported because (a) the frequency at which subjects have
needed to undergo emergency CABG surgery was significantly higher than the expected frequency;
(b) these events were related to participation in the research; and (c) these events were serious.

Example 5: Subjects with essential hypertension are enrolled in a phase 2, non-randomized clinical
trial testing a new investigational antihypertensive drug. At the time the clinical trial is initiated, there
is no documented evidence of gastroesophageal reflux disease (GERD) associated with the
investigational drug, and the IRB-approved protocol and informed consent document do not describe
GERD as a risk of the research. Three of the first ten subjects are noted by the investigator to have
severe GERD symptoms that began within one week of starting the investigational drug and resolved
a few days after the drug was discontinued. The investigator determines that the GERD symptoms
were most likely caused by the investigational drug and warrant modification of the informed consent
document to include a description of GERD as a risk of the research. This is an example of an adverse
event that, although not serious, represents an unanticipated problem that must be reported because
it was (a) unexpected in nature; (b) possibly related to participation in the research; and (c) suggested
that the research placed subjects at a greater risk of physical harm than was previously known or
recognized.

Example 6: A behavioral researcher conducts a study in college students that involves completion of a
detailed survey asking questions about early childhood experiences. The research was judged to
involve no more than minimal risk and was approved by the IRB chairperson under an expedited
review procedure. During the completion of the survey, one student subject has a transient
psychological reaction manifested by intense sadness and depressed mood that resolved without
intervention after a few hours. The protocol and informed consent document for the research did not
describe any risk of such negative psychological reactions. Upon further evaluation, the investigator
determines that the subject’s negative psychological reaction resulted from certain survey questions
that triggered repressed memories of physical abuse as a child. The investigator had not expected
that such reactions would be triggered by the survey questions. This is an example of an
unanticipated problem that must be reported in the context of social and behavioral research
because, although not serious, the adverse event was (a) unexpected; (b) related to participation in
the research; and (c) suggested that the research places subjects at a greater risk of psychological
harm than was previously known or recognized.
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In all of these examples, the adverse events warranted 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.

NOTE: For purposes of illustration, the case examples provided above represent generally unambiguous
examples of adverse events that are unanticipated problems. OHRP recognizes that it may be difficult to
determine whether a particular adverse event is unexpected and whether it is related or possibly related to
participation in the research.




