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Good evening Dr. L’Italien, 
  
We have the following request for additional information regarding BLA 125694. 
Please respond no later than March 28, 2019. 
  

1. During the pre-license inspection (PLI), we noted that some parts of the filler 
are .  Please update the BLA submission Section 3.2.A.1 with 
information of cleaning and sterilization of  parts. 

  
2. In Section 3.2.S.2.2 of STN 125694/0 you stated that the  

 (i.e., the  
 is not re-used).  During the PLI we noted that a  

was mentioned in the Master Batch Record for .  It was not clear if the  
  Please clarify. 

  
3. Please address the suitability of your Container Closure Integrity Test method 

(i.e. CCIT by ) to detect the potential compromised container 
closure integrity due to loss of elastic properties of the CL Butyl stopper 
(material number  Gray) during the long term (up to  storage at 
≤ - 60°C.  Information provided should address the potential regaining of 
elastomeric properties of the stopper and the re-sealing of the container closure 
system once thawed. 

   
Please confirm recipt. 
  
Regards, 
  
Candace N. Jarvis 
Regulatory Project Manager 
Center for Biologics Evaluation and Research 
Office of Tissues and Advanced Therapies 
U.S. Food and Drug Administration 
Tel: 240-402-8315 
candace.jarvis@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 immediately by e-mail or phone. 
   
  
  




