From: Janice Castillo

To: Gildner, Jean

Subject: Re: BLA 125586 Information Request
Date: Sunday, December 10, 2017 1:19:51 PM
Attachments: image003.png

Receipt of email acknowledged
Janice

Sent from my iPhone

On Dec 10, 2017, at 6:51 AM, Gildner, Jean <Jean.Gildner@fda.hhs.gov> wrote:

Dear Janice,
Please see the following information request. Please provide the information by COB

December 12, 2017. Please acknowledge receipt of this email and confirm that you
will be able to meet the requested deadline.

To the applicant

Please provide the thrombosis and thrombosis free rates for
<!--[if !supportLists]-->1) <!--[endif]-->Subjects exposed to andexanet

<!--[if !supportLists]-->2) <!--[endif]-->Subjects who received
prophylactic anticoagulation (for subjects who received
anticoagulation, please exclude subjects who developed a thrombotic
event before anticoagulation was initiated)

<!--[if !supportLists]-->3) <!--[endif]-->Subjects who did not receive
prophylactic anticoagulation (includes subjects for anticoagulation was
initiated after the event)

For the purposes of the requested analysis above, please note that AEDECOD
(provided by the applicant) has been revised or collated to the FDA term for
analyses purposes (see table below).

Please note for that for the purposes of analyses of thrombotic events, FDA
considered the following:

¢ Sudden death, embolism, venous or arterial thrombosis, infarction or
infarct, cardiac failure, cardiogenic shock as thrombotic events.

In addition, the following events were re-adjudicated

e Subject([®)(6) " — we have assessed the event termed basal ganglia
hemorrhage as brain stem infarct as the narrative notes occurrence of brain
stem infarct after the hemorrhagic event. Therefore this event is considered
a thrombotic event.



o Subject () (6) = — experienced a cardiac arrest and therefore included as
experiencing a thrombotic event since myocardial infarction cannot be
ruled out.

o Subject(B)(6) " — experienced myocardial infarction prior to cardiogenic
shock, therefore included as a thrombotic event.

o Subjects (B)(6)" and (B)(6)" experienced sudden deaths (one related to
pulmonary embolism). All sudden deaths will be considered as thrombotic
events unless clearly related solely to the hemorrhagic event.
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Jean T @Z(Z/wp MSHS, MT (ASCP)

Regulatory Project Manager

Center for Biologics Evaluation and Research
Office of Tissues and Advanced Therapies
U.S. Food and Drug Administration

Tel: 240-402-8296

jean.qgildner@fda.hhs.gov
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THIS MESSAGE IS INTENDED ONLY FOR THE USE OF THE PARTY
TO WHOM IT IS ADDRESSED AND MAY CONTAIN INFORMATION
THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM
DISCLOSURE UNDER LAW. If you are not the addressee, or a person
authorized to deliver the document to the addressee, you are hereby
notified that any review, disclosure, dissemination, copying, or other action
based on the content of this communication is not authorized. If you have
received this document in error, please immediately notify the sender by
e-mail or phone.

This email message is for the sole use of the intended recipient(s) and may contain
confidential and privileged information. Any unauthorized review, use, disclosure or
distribution is prohibited. If you are not the intended recipient, please contact the sender by
reply email and destroy all copies of the original message. If you are the intended recipient,
please be advised that the content of this message is subject to access, review and disclosure
by the sender's Email System Administrator.





