
From: Maruna, Thomas 
Sent: Wednesday, February 17, 2016 1:38 PM 
To: 'Janice Castillo' 
Cc: Ovanesov, Mikhail V. 
Subject: Information Request - BLA 125586.0 - Please Respond by March 3. 2016 
 
Importance: High 
 

Portola Pharmaceuticals Inc. 
Attention:  Ms. Janice Castillo 
February 17, 2016 
Sent by email  
 
Dear Ms. Castillo: 
 
We are reviewing your December 17, 2015 biologics license application (BLA) for the 
following: 
 
STN                             Name of Biological Products 

 

125586/0   Coagulation Factor Xa (Recombinant), Inactivated 
 
We determined that the following information is necessary to continue our review:  
 
1. With reference to Module 3: Quality, please provide the following: 
  

a. An explanation of the batch numbering system, including information regarding any 
 or intermediates and batch size or scale (Section 3.2.S.2.2); 

b. The container closure system(s) used for storage of the drug substance (DS) (details 
in Section 3.2.S.6.); and storage and shipping conditions for the DS (Section 

3.2.S.2.2); 
c. In-process control testing for  (Section 3.2.S.4.2); 
d. Stability protocol and data, including those for urden, to support 

the stability and shipping conditions of the DS (Section 3.2.S.7.3); 
e. Description and status update on the validation studies to support the in-process hold-

times in the manufacture of the Drug Product (DP) (Section 3.2.P.3.5); 
f. Standard Operating Procedures (SOPs) in Sections 3.2.S.4 and 3.2.P.5 for all the 

analytical methods used for the release of the DS and DP, respectively; 
g. Update on the Adventitious Agents Safety Evaluation report (Section 3.2.A.2) with 

information on measures to assure sterility, which should include, but not be limited 
to, the description of sterility testing and measures to prevent and control potential 
contamination; 

h. Analysis and risk assessment of the extractables and leachables in Sections 3.2.S.3.2 
and 3.2.P.5.5 Impurities for materials used in the manufacture of the  DP, 
respectively; 

i. Document AD-2015-001-007 Version 3 referenced in Section 3.2.S.4.5.  Please also 
correct any links to this document.  

(b) (4)

(b) (4)
(b) (4)

(b) (4)



 
2. With reference to Clinical Study Protocols, e.g., protocol 15-507 dated 09 June 2015, in 

which you stated that “blood specimens will continue to be evaluated for antibodies against 

andexanet and against fX and fXa.  Samples that are positive for antibodies will be further 

assayed for the ability to neutralize the activity of andexanet, fX or fXa”, please  
 

a. Develop and validate assays to measure the activity of the antibodies that inhibit the 
activities of endogenous human Factors X and Xa.  For example, the anti-Factor X 
inhibitor assay should be based on the  assay for Factor X activity, 
and the results should be presented in  of anti-Factor X activity; 

b. Assess how the presence of the anti-Factor Xa inhibitory antibodies may interfere 
with the assays used to evaluate the pharmacodynamics, pharmacokinetics, and 
immunogenicity in the clinical studies; 

c. Test the retained clinical samples for anti-Factor X and anti-Factor Xa inhibitory 
antibodies; 

d. Provide a timeline for the completion of the activities described in items 2.a., 2.b. and 
2.c. 

 
3. With reference to Section 5.3.1.4., please provide the following: 

a. A table summarizing all the analytical methods used in the assessment of 
pharmacokinetics, pharmacodynamics and immunogenicity in the clinical studies.  
For each of the methods and its respective method revisions, please include the 
following information: the principle and intended use of the method, the protocol 
number and title of the clinical studies in which the method was used, and the date of 
introduction of the method; 

b. Information to support the comparability of different versions of a method that was 
changed between or during the clinical studies.  The methods should include, but not 
be limited to, the thrombin generation assay.  

 
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 March 3, 2016 referencing the date 
of this request. 
 
The action due date for these files is August 17, 2016. 
 
If you have any questions, please contact me. 
 
Very Respectfully, 
 
Thomas J. Maruna, MSc, MLS(ASCP), CPH 
Lieutenant, U.S. Public Health Service 
Senior Regulatory Management Officer 
Food and Drug Administration 
Center for Biologics Evaluation and Research 

(b) (4)
(b) (4)



Office of Blood Research and Review 
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. 
 
 




