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Environmental Assessment 
 
A claim for a categorical exclusion from preparing an Environmental Assessment under 21 CFR 
25.31(c) was provided by the firm on the grounds the substances associated with this submission 
occurs naturally in the environment and the actions associated with this submission do not 
significantly alter the concentration or distribution of the substance, its metabolites, or 
degradation products in the environment. The concentration of the active moiety aflibercept in 
the aquatic environment in the United States is below 1 ppb. Additionally, the firm stated that to 
the company’s knowledge, no extraordinary circumstances exist [21 CFR 25.15 (d)].  
 
 
 
cGMP Status 
Inspected  and classified NAI. This CGMP inspection 
covered drug substance manufacturing operations and found them acceptable. The  
profiles were updated and acceptable. 
 
There are no pending or ongoing compliance actions that prevent approval of this BLA. Please 
resubmit this TB-EER 15-30 days prior to the planned action date for an updated compliance 
evaluation. 
 

 
 
Conclusion 

 
  I. The drug substance (DS) part of this BLA, as amended, is recommended for approval from 

a product quality/microbiology and CGMP perspective. 
 
II. All other sections of the BLA not related to microbial control and microbial product quality 

attributes should be reviewed by the OBP/DTP reviewer. 
 
III. No inspectional follow-up items for drug substance. 
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PRODUCT QUALITY (Biotechnology) 
 FILING REVIEW FOR ORIGINAL BLA (OBP & BMAB/OC) 

File Name: 5_Product Quality (Biotechnology) Filing Review (OBP & DMPQ) 022409.doc Page 8 

 
 
 
 

IS THE PRODUCT QUALITY SECTION OF THE APPLICATION FILEABLE?             Yes     
 
 
If the application is not fileable from product quality perspective, state the reasons and provide comments to be 
sent to the Applicant. 
 
 
 
 
 
 
Please identify and list any potential review issues to be forwarded to the Applicant for the 74-day letter. 
 

1. Microbiological studies in support of the storage time of diluted aflibercept-DP have not been 
provided. Please provide a summary of a risk assessment and a report from studies that show 
adventitious microorganims do not grow under the storage conditions for the diluted aflibercept 
DP. The report should describe test methods and results that employ a minimum countable 
inoculum to simulate potential microbial contamination that may occur during product dilution 
and storage. It is generally accepted that growth is evident when the population increases more 
than 0.5 Log10. The test should be run at the label's recommended storage conditions and be 
conducted for 2 to 3-times the label's recommended storage period and using the label 
recommended fluids. Periodic intermediate sample times are recommended. Challenge 
organisms may include strains described in USP <51> plus typical skin flora or species 
associated with hospital-borne infections. 

 
 
 
 
Michelle Clark-Stuart- Drug Substance 
 
Kalavati Suvarna – Drug Product       2/22/2012 
 
Product Quality Microbiology Reviewer(s)      Date 
 
 
 
Branch Chief/Team Leader/Supervisor      Date 
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