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M E M O R A N D U M

control points that you have identified.  Verify the suitability of your testing methods for your 
drug product.  Conformance to the acceptance criteria established for each critical control 
point should be documented in the batch record in accordance with 21 CFR 211.188.   

3. Describe activities taken when microbiological acceptance criteria are not met at control 
points.

If you choose to omit microbial limits testing for release, then remove the microbial limits tests and 
acceptance criteria from the drug product release specification.  Alternatively, you may retain a 
microbial limits specification for product release, but testing must be performed on every lot of drug 
product produced.
Please submit a revised drug product release specification for whichever microbial limits testing 
alternative that you select.

Summary of response received 06 November 2014 
 The applicant now proposes microbiological release testing.   

The drug product is tested for Microbial Limits at release using a method consistent with USP 
Chapter <61> (Microbiological Examination of Non-sterile Products: Microbial Enumeration Tests) 
and <62> (Microbiological Examination of Non-sterile Products: Tests for Specified 
Microorganisms). The Microbial Limits acceptance criteria are consistent with USP Chapter <1111> 
(Microbiological Examination of Non-sterile Products: Acceptance Criteria for Pharmaceutical 
Preparations and Substances for Pharmaceutical Use).  The specification includes NMT  CFU/g 
total aerobic microbial count, NMT  CFU/g total yeast and mold count, and the absence of 
Escherichia coli, Pseudomonas aeruginosa, and Staphylococcus aureus.

The Microbial Limits test methods were verified to be appropriate for use with the drug product 
following procedures consistent with those in USP Chapter <61> and <62>.

The drug product will also be tested for Microbial Limits annually as part of the post-approval 
stability protocol. 

ADEQUATE

Reviewer Comments – The microbiological quality of the drug product is controlled via a 
suitable testing protocol.
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control point should be documented in the batch record in accordance with 21 CFR 

211.188.  

3. Describe activities taken when microbiological acceptance criteria are not met at control 

points.

If you choose to omit microbial limits testing for release, then remove the microbial limits tests 

and acceptance criteria from the drug product release specification.  Alternatively, you may retain 

a microbial limits specification for product release, but testing must be performed on every lot of 

drug product produced.  

Please submit a revised drug product release specification for whichever microbial limits testing 

alternative that you select.  

Jessica G. Cole, PhD 18 September 2014
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