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 A more detailed description of the procedures and data for shipping validation, including the procedures 
for validating protection from temperature fluctuations.

 A post-approval commitment that includes the use of container closure integrity in lieu of sterility 
testing for product stability assessment, and performance of testing on commercial lots placed on 
stability.

The current addendum considers Amendments containing this information that were received 12/16/2013 
(Amendment 125390/0.55); 12/27/2013 (Amendment 125390/0.56), and 1/21/2014 (Amendments 
125390/0.59 and 125390/0.60).  The responses are presented according to topic, with the relevant IR 
questions being indicated in italic font and the responses in regular font.  For reference, a summary of all 
microbiology quality-related submissions for the BLA, including the submission numbers, sequences, and 
dates for Amendments, is presented below in Table 1.  The table specifies the Amendments being 
considered in the current Addendum, and the IR questions that the Amendments are responding to. 

TABLE 1.  Summary of Submissions Considered in Current DP Microbiology Quality Review
_______________________________________________________________________________________________________

Sequence Submission Submission
Submission Number Type Date IR Being Responded To Comments                                                                                         

125390/0.2 0003 Amendment 4/2/2012 N/A Amendment containing CMC information.

125390/0.18 0017 Amendment 3/27/2013 N/A Amendment containing updates to CMC
information.

125390/0.36 0036 Amendment 10/07/2013 IR-1 submitted 9/16/2013 Response to IR-1 Questions 2, 3, 4, 11, 12,
and 16.

125390/0.37 0037 Amendment 10/22/2013 IR-1 submitted 9/16/2013 Response to IR-1 Questions 1, 5, 6, 7, 8. 9.
10, 13, 14, and 15.

125390/0.55
*

0055 Amendment 12/16/2013 IR-1 submitted 9/16/2013 Updated responses to IR-1 Questions 
3 and 15.  Initial responses were provided
in Amendments 125390/0.36  and 
125390/0.37.

125390/0.56
*

0056 Amendment 12/27/2013 IR-3 submitted 12/03/2013 IR-3 was submitted after submission of
Review 1, and contained questions 
Regarding CCI method sensitivity
studies, a LOA for DMF , shipping
validation, and stability testing.

125390/0.59
*

0059 Amendment 1/21/2014 IR-2 Question 1 Amendment response to IR-2 received after
submitted 11/12/2013 submission of Review 1.  IR-2 was sub-

mitted 11/9/2013 but wasn’t recorded in
DARRTS until 11/12/2013.  Response
contained data for LER issue.

125390/0.60
*

0060 Amendment 1/21/2014 IR-4 submitted 1/9/2014 IR-4 requested a PMC for performance of 
CCI method sensitivity studies and 
clarification regarding shipping validation. 

________________________________________________________________________________________________________
*
Amendments considered in current Review 2.
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CONCLUSION: 

I. Sections 3.2.S of the BLA pertaining to microbial control of the drug substance 
manufacturing process were reviewed.  The BLA, as amended, is recommended for 
approval from a CMC microbiology product quality perspective. 

 
II. CMC product specific information and data should be reviewed by the OBP reviewer. 
 

III. The Sandoz GmbH facility located at Biochemiestrasse 10 Kundl,Tyrol A-6250, Austria 
was inspected by a team of investigators (Kalavati Suvarna, Ph.D., Susan Kirshner, 
Ph.D., and Cecilia Tami, Ph.D.) from August 16 - 24, 2012. A 3-item FDA form 483 was 
issued at the end of inspection. The inspection was classified as VAI. Please see final TB-
EER for the compliance status of the manufacturing and testing sites. 
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