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Any untoward medical occurrence in a clinical 
research participant administered an investigational 
product and which does not necessarily have a causal 
relationship with the investigational product.  

An AE can therefore be an unfavorable or unintended 
sign (including an abnormal laboratory finding), 
symptom, or disease temporally associated with the 
use of an investigational product, whether or not 
considered related to the investigational product.

ICH E6, Glossary 1.2

Definition: Adverse Event



Definition: Adverse Event

u For HPTN 035, the ICH definition of adverse event 
will be applied:
• To all participants in all four treatment groups
• Beginning from the time of randomization

u For HPTN 035, the term “investigational product” in 
the definition refers to: 
• BufferGel
• PRO 2000/5 Gel (P)
• Placebo gel



Definition: Serious Adverse Event

Any untoward medical occurrence that at any dose:

u Results in death
u Is life-threatening
u requires inpatient hospitalization or prolongation 

of existing hospitalization
u Results in persistent or significant disability/ 

incapacity
u Is a congenital anomaly/birth defect

ICH E6, Glossary 1.50



Definition: Serious Adverse Event

Important medical events that may not be 
immediately life-threatening or result in death or 
hospitalization, but may jeopardize the participant 
or may require intervention to prevent one of the 
above-listed outcomes, also may be considered 
serious. 

ICH E2A, Clinical Safety Data Management: 
Definitions and Standards for Expedited Reporting



Definition: Expedited Adverse Event

AE that meets criteria for expedited reporting to DAIDS 
(term used for ease of reference, not a “definition” per se)



AE Evaluation and Reporting

u All AEs in all treatment groups must be graded for 
severity and assessed for relationship to study 
product

u All AEs in all treatment groups must be reported on 
AE case report forms
• AE term
• Onset date
• Severity
• Relationship to study product
• Study product administration
• Status/outcome and date
• Treatment
• SAE/EAE



AE Case Report Form



u Grade 1:  Mild
u Grade 2:  Moderate
u Grade 3:  Severe
u Grade 4:  Life-Threatening
u Grade 5:  Death

Severity and Relationship

u Definitely related
u Probably related
u Possibly related
u Probably not related
u Not Related 

Severity Relationship

Based on the DAIDS Table for 
Grading Adult and Pediatric 
Adverse Events (TBA Fall 2004)

Based on the Manual for 
Expedited Reporting of AEs to 
DAIDS, IBs, clinical judgement



Relationship

u Definitely Related:  AE and administration of study 
product are related in time, and a direct association 
can be demonstrated

u Probably Related:  AE and administration of study 
product are reasonably related in time, and AE is 
more likely explained by study product than other 
causes

u Possibly Related:  AE and administration of study 
product are reasonably related in time, and AE can 
be explained equally well by causes other than 
study product



u Probably Not Related: Potential relationship 
between AE and study product could exist (I.e., the 
possibility cannot be excluded), but AE is most 
likely explained by causes other than study product

u Not Related:  AE is clearly explained by another 
cause not related to study product

Relationship



Definition: Expedited Adverse Event

AE that meets criteria for expedited reporting to DAIDS  



Definition: Expedited Adverse Event

AE that meets criteria for expedited reporting to DAIDS  

u Intensive EAE reporting in Phase II

u Standard EAE reporting in Phase IIb

u EAE reporting required through each participant’s 
scheduled duration of follow-up (plus reportable 
pregnancy outcomes post study exit)



Intensive EAE Reporting

In Phase II, report within 3 business days all AEs that:
u Result in death 
u Are congenital anomalies, birth defects, or fetal losses
u Result in persistent or significant disabilities or 

incapacities
u Requires or prolong hospitalization, or requires 

intervention to prevent significant/permanent disability 
or death, AND are judged definitely, probably, possibly, 
or probably not related, to study product

u Are Grade 3 or 4 AEs AND are judged definitely, 
probably, possibly, and probably not related to study 
product



Standard EAE Reporting

In Phase IIb, report within 3 business days all AEs that:
u Result in death 
u Are congenital anomalies, birth defects, or fetal losses
u Result in persistent or significant disabilities or 

incapacities
u Requires or prolong hospitalization, or requires 

intervention to prevent significant/permanent disability 
or death, AND are judged definitely, probably, possibly, 
or probably not related, to study product

u Are Grade 4 AEs AND are judged definitely, probably, 
possibly, and probably not related to study product



EAE Reporting

u Are judged definitely, probably, possibly, or probably 
not related, to study product AND of sufficient 
concern to be reported on an expedited basis to 
DAIDS  

u Are SAEs not related to study product but could be 
associated with study participation or procedures

u Are unexpected SAEs judged definitely, probably, 
possibly, or probably not related, to study product 
that occur after the protocol-defined EAE reporting 
period if study staff become aware of their occurrence

In both Phases II and Phase IIb, additionally report 
within 3 business days all AEs that:
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Questions?


