6.1.1.2 Serious Adverse Events

If an adverse event meets any of the following criteria. it is to be reported to AbbVie as a

serious adverse event (SAE) within 24 hours of the site being made aware of the serious

adverse event.

Death of Subject

Life-Threatening

Hospitalization or
Prolongation of
Hospitalization

Congenital Anomaly

Persistent or
Significant
Disability/Incapacity

Important Medical
Event Requiring
Medical or Surgical
Intervention to
Prevent Serious
Outcome

An event that results in the death of a subject.

An event that, in the opinion of the mvestigator, would have
resulted in immediate fatality if medical intervention had not
been taken. This does not include an event that would have

been fatal if it had occurred m a more severe form.

An event that results in an admission to the hospital for any
length of time or prolongs the subject's hospital stay. This
does not mclude an emergency room visit or admission to an
outpatient facility.

An anomaly detected at or after birth. or any anomaly that
results in fetal loss.

An event that results in a condition that substantially mterferes
with the activities of daily living of a study subject. Disability
15 not intended to include experiences of relatively minor
medical significance such as headache, nausea, vomiting.

diarrhea. influenza, and accidental trauma (e.g.. sprained
ankle).

An important medical event that may not be immediately life-
threatening or result in death or hospitalization. but based on
medical judgment may jeopardize the subject and may require
medical or surgical intervention to prevent any of the
outcomes listed above (1.e.. death of subject. life-threatening.
hospitalization, prolongation of hospitalization. congenital
anomaly. or persistent or significant disability/incapacity).
Additionally, any elective or spontaneous abortion or stillbirth
1s considered an important medical event. Examples of such
events include allergic bronchospasm requiring intensive
treatment in an emergency room or at home, blood dyscrasias
or convulsions that do not result in mpatient hospitalization. or
the development of drug dependency or drug abuse.



For serious adverse events with the outcome of death. the date and cause of death will be

recorded on the appropriate case report form.

Hospitalizations for the following reasons will not be considered Serious Adverse Events:

e Hospitalizations for a subject with higher risk for TLS that in the opinion of
the investigator require observation and management (e.g.. IV hydration) for
the purpose of TLS prophylaxis, unless there 1s an additional reason for
hospitalization or an additional criterion for seriousness other than

hospitalization. All TLS prophylaxis measures should be appropriately
recorded 1n the eCRF.

e Hospitalizations for the observation and/or administration of the daratumumab
infusion, unless there is an additional reason for hospitalization or an
additional criterion for seriousness other than hospitalization.



SUSAR

The sponsor will be responsible for Suspected Unexpected Serious Adverse Reactions
(SUSAR) reporting for the Investigational Medicinal Product (IMP) in accordance with
Directive 2001/20/EC. The reference document used for SUSAR reporting in the EU
countries will be the most current version of the Investigator's Brochure or SmPC for

daratunmmab and bortezomib. I

Serious adverse events that meet the reporting criteria. as dictated by local regulations,
will be reported to both responsible Ethics Committees and Regulatory Agencies as
required by local regulations. During the conduct of the study. the Investigator should
promptly provide written reports (e.g.. ICH Expedited Reports or any additional reports
required by local regulations) to the IEC/IRB of any changes that affect the conduct of the
study and/or mcrease the risk to subjects. Written documentation of the submission to the

IEC/IRB should also be provided to AbbVie.



6.1.5 Adverse Event Reporting

In fhe event of a serious adverse event, whether associated with study drug or not. the
Investigator will notify Clinical Pharmacovigilance within 24 hours of the site being made
aware of the serious adverse event by entering the serious adverse event data into the
electronic data capture (EDC) system. Serious adverse events that occur prior to the site
having access to the RAVE® system. or if RAVE is not operable. should be documented
on the SAE Non-CRF forms and emailed (preferred route) or faxed to Clinical
Pharmacovigilance within 24 hours of the site being made aware of the serious adverse

event.



Email: PPDINDPharmacovigilance@abbvie.com

For safety concerns, contact the AbbVie Oncology Safety Management Team at:

Oncology Safety Management Team
Dept. R48S, Bldg. AP30

AbbVie

1 North Waukegan Road

North Chicago. IL 60064-6146

Safety Email:  SafetyManagement Oncology(@abbvie.com

For any subject safety concerns, please contact the physician listed below:

Primary Therapeutic Area Medical Director:

Paulo Maciag

Senior Medical Director

1 North Waukegan Rd

North Chicago. IL 60064-6146

USA k

Telephone Contact Information:

Office: 1 847-936-8264
Mobile: 1 847-393-5323
Email: paulo.maciag(@abbvie.com

In emergency situations involving study subjects when the primary Therapeutic Area
Medical Director (TA MD) 1s not available by phone. please contact the 24-hour AbbVie
Medical Escalation Hotline where your call will be re-directed to a designated backup
AbbVie TA MD:

Phone: +1 (973) 784-6402
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