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APPENDIX A:
Adverse Event Definitions

(Excerpted from Protocol version 3.0, 30 March 2020)

Definition of Adverse Event (AE)

AEs means any untoward medical occurrence associated with the use of an intervention in humans, whether
or not considered intervention-related (21 CFR 312.32 (a)). An AE can therefore be any unfavorable and
unintended sign (including an abnormal laboratory finding), symptom, or disease temporally associated
with the use of medicinal (investigational) product.

Any medical condition that is present at the time that the subject is screened will be considered as baseline
and not reported as an AE. However, if the severity of any pre-existing medical condition increases, it
should be recorded as an AE.

AEs can be further divided into solicited AEs and unsolicited AEs. Solicited AEs are those for which the
study team will specifically query the subject whether they occurred. Unsolicited AEs are those events that
the subject report occurring without being queried about the specific event.

All AEs will be assessed for severity and relationship to study intervention (see section 8.3.3 of the
protocol). Reporting of all AEs, solicited and unsolicited, will occur during the period from study product
administration at Day 1 through 28 days after the last vaccination. After Day 57 through the end of study
on Day 394, only SAEs, MAAEs, and NOCMCs will be recorded as AEs.

All AEs, solicited and unsolicited, will be captured on the appropriate DCF. Information to be collected for
AEs includes event description, date of onset, assessment of severity, relationship to study product and
alternate etiology (assessed only by those with the training and authority to make a diagnosis and listed on
the Form FDA 1572 as the participating site Pl or appropriate sub-investigator), date of resolution,
seriousness, and outcome. AEs occurring during the study-collection and reporting period will be
documented appropriately regardless of relationship.

AEs will be followed to resolution or stabilization.

Severity of Adverse Events: All AEs or SAEs will be assessed for severity, according to the toxicity
grading scales in the FDA “Toxicity Grading Scale for Healthy Adult and Adolescent Volunteers Enrolled
in Preventive Vaccine Clinical Trials”.

For AEs not included in the protocol-defined grading system, the following guidelines will be used to
describe severity.

« Mild (Grade 1): Events that are usually transient and may require only minimal or no treatment or
therapeutic intervention and generally do not interfere with the subject’s usual activities of daily living.

o Moderate (Grade 2): Events that are usually alleviated with additional specific therapeutic intervention.
The event interferes with usual activities of daily living, causing discomfort but poses no significant
or permanent risk of harm to the research subject.

Report Date: 02JUN2020
Data Cutoff Date: 25MAY2020
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Appendix A (continued)
Adverse Events Definitions

(Excerpted from Protocol version 3.0, 30 March 2020)

« Severe (Grade 3): Events interrupt usual activities of daily living, or significantly affects clinical
status, or may require intensive therapeutic intervention. Severe events are usually incapacitating.

AEs characterized as intermittent require documentation of onset and duration of each episode. The start
and stop date of each reported AE will be recorded on the appropriate DCF. Changes in the severity of an
AE will be documented to allow an assessment of the duration of the event at each level of intensity.

Relationship to Study Intervention: For each reported adverse reaction, the participating site PI or
qualified designee must assess the relationship of the event to the study product using the following
guidelines:

« Related — The AE is known to occur with the study intervention, there is a reasonable possibility that
the study intervention caused the AE, or there is a temporal relationship between the study intervention
and event. Reasonable possibility means that there is evidence to suggest a causal relationship between
the study intervention and the AE.

« Not Related — There is not a reasonable possibility that the administration of the study intervention
caused the event, there is no temporal relationship between the study intervention and event onset, or
an alternate etiology has been established.

Definition of Serious Adverse Event (SAE)

An SAE is defined in 21 CFR 312.32 as follows: “An AE or suspected adverse reaction is considered
serious if, in the view of either the participating site PI or appropriate sub-investigator or the sponsor, it
results in any of the following outcomes:

Death,

e alife-threatening AE,
« inpatient hospitalization or prolongation of existing hospitalization,

e a persistent or significant incapacity or substantial disruption of the ability to conduct normal life
functions,

e or a congenital anomaly/birth defect.

Important medical events that may not result in death, be life-threatening, or require hospitalization may be
considered serious when, based upon appropriate medical judgment, they may jeopardize the patient or
subject and may require medical or surgical intervention to prevent one of the outcomes listed in this
definition. Examples of such medical events include allergic bronchospasm requiring intensive treatment
in an emergency room or at home, blood dyscrasias or convulsions that do not result in inpatient
hospitalization, or the development of drug dependency or drug abuse.

Report Date: 02JUN2020
Data Cutoff Date: 25MAY2020
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Appendix A (continued)
Adverse Events Definitions

(Excerpted from Protocol version 3.0, 30 March 2020)

“Life-threatening” refers to an AE that at occurrence represents an immediate risk of death to a subject. An
event that may cause death if it occurs in a more severe form is not considered life-threatening. Similarly,
a hospital admission for an elective procedure is not considered an SAE.

All SAEs, as with any AE, will be assessed for severity and relationship to study intervention.
All SAEs will be recorded on the appropriate SAE DCF.

All SAEs will be followed through resolution or stabilization by a study clinician, licensed to make medical
diagnoses and listed on the Form FDA 1572 as the participating site PI or appropriate sub-investigator.

All SAEs will be reviewed and evaluated by DMID and will be sent to the SMC (for periodic review unless
related) and IRB/IEC.

Report Date: 02JUN2020
Data Cutoff Date: 25MAY2020
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