
CENTER FOR DRUG EVALUATION AND 
RESEARCH 

 
 

APPLICATION NUMBER: 
 

209963Orig1s000 
 

PRODUCT QUALITY REVIEW(S) 
 











Ciby
Abraham

Digitally signed by Ciby Abraham
Date: 10/30/2017 01:17:57PM
GUID: 512518c000026e22966a3bf7c15f7809

82 Page(s) has been Withheld in Full as b4 (CCI/TS) immediately following this page

















Denise
Miller

Digitally signed by Denise Miller
Date: 7/24/2017 07:30:07AM
GUID: 508da7280002a5d546459b998253d1aa

Neal
Sweeney

Digitally signed by Neal Sweeney
Date: 7/24/2017 12:14:46PM
GUID: 508da70c00028f5119acd77351f33159



Ciby
Abraham

Digitally signed by Ciby Abraham
Date: 10/30/2017 04:27:58PM
GUID: 512518c000026e22966a3bf7c15f7809









OFFICE OF PHARMACEUTICAL QUALITY  
NDA FILING REVIEW  

 

OPQ-XOPQ-TEM-0003 v1.0                                     Page 4                                     Effective Date: 05/24/2016 
  
 

 
Application Technical Lead Name and Date: 
  
 
 
_______________________________ 
Ciby J. Abraham, Ph.D. 
Acting Quality Assessment Lead 
OPQ/ONDP/DIVII/Branch IV 

Ciby J. 
Abraham -S

Digitally signed by Ciby J. Abraham -S 
DN: c=US, o=U.S. Government, 
ou=HHS, ou=FDA, ou=People, 
0.9.2342.19200300.100.1.1=200082734
6, cn=Ciby J. Abraham -S 
Date: 2017.01.23 09:48:40 -05'00'





In order to control for the presence of BCC in your product you should consider the 
following:

1.  Identify potential sources for introduction of BCC during the manufacturing process 
and describe the steps to minimize the risk of BCC organisms in the final drug 
product.  We recommend that potential sources are examined and sampled as process 
controls.  These may include raw materials and the manufacturing environment.  A 
risk assessment for this species in the product and raw materials is recommended to 
develop sampling procedures and acceptance criteria.  

2.  Provide test methods and acceptance criteria to demonstrate the drug product is free 
of BCC.  Your test method should be validated and a discussion of those methods 
should be provided.  Test method validation should address multiple strains of the 
species and cells should be acclimated to the conditions in the manufacturing 
environment (e.g., temperature) before testing.  

As there are currently no compendial methods for detection of BCC, we have provided 
suggestions for a potential validation approach and some points to consider when 
designing your validation studies.  However, any validated method capable of detecting 
BCC organisms would be adequate.  It is currently sufficient to precondition 
representative strain(s) of BCC in water and/or your drug product without preservatives 
to demonstrate that your proposed method is capable of detecting small numbers of BCC.  
Your submission should describe the preconditioning step (time, temperature, and 
solution(s) used), the total number of inoculated organisms, and the detailed test method 
to include growth medium and incubation conditions.  It is essential that sufficient 
preconditioning of the organisms occurs during these method validation studies to insure 
that the proposed recovery methods are adequate to recover organisms potentially present 
in the environment.     

For more information, we refer you to Envir Microbiol 2011; 13(1):1-12 and J. Appl 
Microbiol 1997; 83(3):322-6. 

2) Provide a commitment to conduct antimicrobial effectiveness testing according to USP 
<51> or equivalent methodology on at least one primary stability batch at the end of the 
proposed shelf life (reference ICH Q1A Stability Testing of New Drug Substances and 
Products).

Denise Miller
OPF/DMA/Branch II  Sr. Microbiology Reviewer

Neal Sweeney Ph.D.
OPF/DMA/Branch II  Acting AQL
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