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What is an Adverse Event?What is an Adverse Event?

An AE is any untoward medical occurrence in 
a subject undergoing a study related 
procedure and believed reasonably to be 
caused by that study related procedure.
–– DMID Greater than Minimal Risk protocol DMID Greater than Minimal Risk protocol 

templatetemplate
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Reason for Adverse Event Reason for Adverse Event 
Collection and ReportingCollection and Reporting

The most important responsibilities of The most important responsibilities of 
investigators and sponsors of clinical investigators and sponsors of clinical 
research studies:research studies:

–– Protection of study participantsProtection of study participants..
–– Collection of accurate and reproducible data.Collection of accurate and reproducible data.

All clinical studies greater than minimal risk All clinical studies greater than minimal risk 
must have an AE collection and reporting must have an AE collection and reporting 
system in place.system in place.
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Do Not Ignore SafetyDo Not Ignore Safety
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Detecting Adverse EventsDetecting Adverse Events

–– Symptoms Symptoms 
(headache, nausea)(headache, nausea)

–– Syndromes of diseaseSyndromes of disease
–– Physical findings Physical findings 

(elevated BP, lump)(elevated BP, lump)
–– Abnormal lab valuesAbnormal lab values
–– PregnancyPregnancy
–– Behavioral changesBehavioral changes
–– ToxicitiesToxicities
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Wherever possible, describe AE in Wherever possible, describe AE in 
terms of a terms of a change in the statuschange in the status or or 
diagnosis, NOT the symptoms. diagnosis, NOT the symptoms. 

Example: Example: ““decrease in Hb from 10.1 to 7.3decrease in Hb from 10.1 to 7.3””

Example: Example: ““influenzainfluenza”” rather than stomach rather than stomach 
cramps, fever, chills.cramps, fever, chills.

How Would You Describe an AE?How Would You Describe an AE?
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Assess Severity of the AEAssess Severity of the AE

AEs assessed by the investigator using AEs assessed by the investigator using 
protocol defined grading systemprotocol defined grading system

If protocol has no defined grading system, If protocol has no defined grading system, 
use guidelines such as Toxicity Tablesuse guidelines such as Toxicity Tables

The protocol or Toxicity Tables will define 
what values or findings are considered 
abnormal
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Assess Relatedness of AEAssess Relatedness of AE

In a clinical study the study product or In a clinical study the study product or 
procedure must always be suspect.procedure must always be suspect.

–– Is there a Is there a reasonablereasonable possibility that the AE may possibility that the AE may 
have been caused by the investigational have been caused by the investigational 
product/intervention?product/intervention?

NONO-- not reasonably associatednot reasonably associated
YESYES-- possibly associatedpossibly associated
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What Is a What Is a SeriousSerious Adverse Event?Adverse Event?

DeathDeath
Congenital anomaly or birth defectCongenital anomaly or birth defect
Permanent DisabilityPermanent Disability
Hospitalization or prolongation of Hospitalization or prolongation of 
hospitalizationhospitalization
Life threateningLife threatening (at immediate risk of death)(at immediate risk of death)
Condition that requires medical or surgical Condition that requires medical or surgical 
intervention to prevent one of the aboveintervention to prevent one of the above
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SeriousSerious vs Severevs Severe

SeriousSerious::
““Serious AESerious AE”” is a regulatory definition (21 CFR is a regulatory definition (21 CFR 
312.32)312.32)

SevereSevere::
Severe is defined as an intensity classification Severe is defined as an intensity classification 
(mild, moderate, severe)(mild, moderate, severe)

Severe AE  Severe AE  ≠≠ Serious AESerious AE
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What happens when an AE is What happens when an AE is 
identified?identified?

Ensure a qualified physician who is an investigator Ensure a qualified physician who is an investigator 
is responsible for medical decisionsis responsible for medical decisions
Provide appropriate medical care to participantProvide appropriate medical care to participant
Gather all source documents: lab reports, xGather all source documents: lab reports, x--rays, rays, 
hospital records, etc.hospital records, etc.
Complete AE case report form & SAE form if Complete AE case report form & SAE form if 
neededneeded
FollowFollow--up until resolved or stabilizedup until resolved or stabilized
Report according to study requirements.Report according to study requirements.
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Documentation of AEDocumentation of AE

Adverse Event Case Report FormAdverse Event Case Report Form
SAE report form if neededSAE report form if needed
Source documents Source documents 
ALL must match and be completeALL must match and be complete
Principal Investigator (or other designated Principal Investigator (or other designated 
investigator) must sign SAE reportinvestigator) must sign SAE report
Report to sponsor and IRB as required.Report to sponsor and IRB as required.
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Design study to reduce risksDesign study to reduce risks
Weigh the risks and benefits of Weigh the risks and benefits of allall study study 
activitiesactivities
Consider possible AEs when developing Consider possible AEs when developing 
inclusion/exclusion criteriainclusion/exclusion criteria
Include Safety Labs and Safety AssessmentsInclude Safety Labs and Safety Assessments
Build in followBuild in follow--up proceduresup procedures
Search for AEsSearch for AEs
Consult with DMIDConsult with DMID
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Protocol DevelopmentProtocol Development
State explicitly in the protocol:State explicitly in the protocol:

Known risks and possible AEsKnown risks and possible AEs
If assessing preIf assessing pre--existing conditions and existing conditions and 
concomitant medsconcomitant meds
Timeline for detecting and reporting AEsTimeline for detecting and reporting AEs
How severity and relationship assessedHow severity and relationship assessed——if if 
using Toxicity Table or other resourcesusing Toxicity Table or other resources
Reporting plansReporting plans——who does what whenwho does what when
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Safety VigilanceSafety Vigilance

Design for safetyDesign for safety

Identify SafetyIdentify Safety Execute Execute 
Issues                                    Issues                                    protocolprotocol
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AE SummaryAE Summary
Define in protocol all procedures for Define in protocol all procedures for detectingdetecting
and and reportingreporting AEs.AEs.
PI or designated PI or designated clinicianclinician must assess intensity must assess intensity 
and relatednessand relatedness
Treat AEs based on best clinical practice Treat AEs based on best clinical practice 
availableavailable
Ensure source documentation, CRFs and SAE Ensure source documentation, CRFs and SAE 
form match  form match  
Design protocol for participant safetyDesign protocol for participant safety
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