From: Maruna, Thomas

Sent: Thursday, December 15, 2016 3:59 PM

To: Ammons, Stanley

Cc: Peng, Ze

Subject: 15-Dec-2016 Information Request - BLA 125612.0 - Response Due 06-Jan-
2017

Importance: High

STN: BL 125612/0
BLA INFORMATION REQUEST

Octapharma Pharmazeutika Produktionsges.m.b.H.
Attention: Mr. Stanley Ammons

December 15, 2016

Sent by email

Dear Mr. Ammons:

We are reviewing your biologics license application (BLA) dated June 9, 2016, for
Fibrinogen Concentrate (Human), and have determined that the following information
is necessary to take complete action. Please promptly submit your written response to
the following items so that we may continue evaluating your BLA:

1. Please include the testing of (B) (4) , a process-related impurity, and its
acceptance criterion in the release specifications of the final drug product (FDP)
of Fibrinogen (Human). Please submit the standard operating procedure, and
the method validation report for this analytical method to the BLA.

2. Please include (b) (4) in the
release specifications of the FDP of Fibrinogen (Human) to control the (b) (4)
and purity of the FDP. Please submit the standard operating
procedures, and the method validation reports for these analytical methods to the

BLA.

3. Inyour manufacturing process, the clearance of non-enveloped viruses primarily
relies on the nanofiltration step in the manufacturing process. Therefore, a
physical segregation (e.g., wall) between the pre- and post-nanofiltration steps in
your manufacturing process is essential in avoiding cross contamination of the
pre- and post-filtered materials and ensuring viral safety of the product. Please
consider physical segregation of the pre- and post-viral cleared materials for the
nanofiltration step in your manufacturing process

Please submit your response in a timely manner, as noted below, so we may continue
the review of your application. If we determine that your response to this information
request constitutes a major amendment, we will notify you in writing. If we receive your



major amendment during the last three months of the review period, we will extend the
review period an additional three months.

The review of this submission is on-going and issues may be added, expanded upon, or
modified as we continue to review this submission.

Please submit your responses as an amendment to this file by January 6, 2017,
referencing the date of this request.

The action due date for these files is June 21, 2016.
If you have any questions, you may contact me directly.

Very Respectfully,

Thomas J. Maruna, MSc, MLS(ASCP), CPH
Lieutenant Commander, U.S. Public Health Service
Senior Regulatory Management Officer

Food and Drug Administration

Center for Biologics Evaluation and Research
Office of Tissue and Advanced Therapies

10903 New Hampshire Ave.

Silver Spring, MD 20993
thomas.maruna@fda.hhs.gov

O: (240) 402-8454

www.usphs.gov

"THIS MESSAGE, INCLUDING ANY ATTACHMENTS, 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.





