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Therapeutic Biological Establishment Evaluation  
Request (TB-EER) Form 

Version 1.0 
 

Instructions:  
The review team should email this form to the email account “CDER-TB-EER” to 
submit: 

1) an initial TB-EER within 10 business days of the application filing date 
2) a final TB-EER 15-30 days prior to the action date 

 
Note: All manufacturing1 locations named in the pending submission, whether contract 
facilities or facilities owned by the applicant, should be listed on this form.  For bundled 
supplements, one TB-EER to include all STNs should be submitted. 
 

 
APPLICATION INFORMATION 

 
PDUFA Action Date: August 04, 2012 
 
Applicant Name: Sanofi-Aventis US LLC 
U.S. License #: 1752 
STN(s): 125418 
Product(s): Zaltrap (Aflibercept) 
Short summary of application: Original BLA –TB-EER request 
 
 

FACILITY INFORMATION 
 
Manufacturing Location: 
Firm Name: Sanofi-Aventis Deutschland GmbH, 
Address: Building H600, Industriepark Hoechst, 65926 Franfurt am Main, Germany. 
FEI: 3003195501 
Short summary of manufacturing activities performed: Drug product manufacturing. The 
application states aflibercept manufacturing takes place  

 
 
Inspected by IOG from 9/6/10-9/16/10 and classified OAI for sterile processing 
operations.  A warning letter was sent to the firm in February 2011.  The firm received a 
follow up CGMP inspection from 4/23/12-4/30/12 to verify corrective actions to 
deviations in the 2/2011 warning letter. This inspection was performed by IOG.  An FDA 

                                                 
1The regulations at 21 C.F.R. § 207.3(a)(8) defines “manufacturing or processing” as “the manufacture, preparation, propagation, 
compounding, or processing of a drug or drugs as used in section 510 of the act [21 U.S.C. § 360] and is the making by chemical, 
physical, biological, or other procedures of any articles that meet the definition of drugs in section 201(g) of the act.  The term 
includes manipulation, sampling, testing, or control procedures applied to the final product or to any part of the process. The term also 
includes repackaging or otherwise changing the container, wrapper, or labeling of any drug package to further the distribution of the 
drug from the original place of manufacture to the person who makes final delivery or sale to the ultimate consumer.”  
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483 was not issued and the inspection is initially classified NAI.  DIDQ has reviewed the 
available case materials and finds this site acceptable for the purposes of this BLA. 
 
Manufacturing Location: 
Firm Name: Sanofi-Aventis US LLC 
Address: 6239-6244 Lemay Ferry Road, Saint Louis, MO 63129. USA. 
FEI: 1000117606 
Short summary of manufacturing activities performed: Drug product labeling 
 
Inspected by KAN-DO from 2/29/12-3/14/12 and classified VAI.  This was a CGMP 
inspection of this licensed repackager/labeling facility.  This facility has a currently 
acceptable  profile history.  
 

OVERALL RECOMMENDATION: 
 
There are no pending or ongoing compliance actions with the facilities listed in this TB-
EER that prevent approval of this BLA. 
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Therapeutic Biological Establishment Evaluation  
Request (TB-EER) Form 

Version 1.0 
 

Instructions:  
The review team should email this form to the email account “CDER-TB-EER” to 
submit: 

1) an initial TB-EER within 10 business days of the application filing date 
2) a final TB-EER 15-30 days prior to the action date 

 
Note: All manufacturing1 locations named in the pending submission, whether contract 
facilities or facilities owned by the applicant, should be listed on this form.  For bundled 
supplements, one TB-EER to include all STNs should be submitted. 
 

 
APPLICATION INFORMATION 

 
PDUFA Action Date: August 04, 2012 
 
Applicant Name: Sanofi-Aventis US LLC 
U.S. License #: 1752 
STN(s): 125418 
Product(s): Zaltrap (Aflibercept) 
Short summary of application: Original BLA –TB-EER request 
 
 

FACILITY INFORMATION 
 
Manufacturing Location: 
Firm Name: Sanofi-Aventis Deutschland GmbH, 
Address: Building H600, Industriepark Hoechst, 65926 Franfurt am Main, Germany. 
FEI: 3003195501 
Short summary of manufacturing activities performed: Drug product manufacturing. The 
application states aflibercept manufacturing takes place  

 
 
Inspected by IOG from 9/6/10-9/16/10 and classified OAI for sterile processing 
operations.  A warning letter was sent to the firm in February 2011.  The firm received a 
follow up CGMP inspection and to verify corrective actions to deviations in the 2/2011 
warning letter from 4/23/12-4/30/12. This inspection was performed by IOG.  An FDA 
483 was not issued and the inspection is initially classified OAI.  Action on this BLA 

                                                 
1The regulations at 21 C.F.R. § 207.3(a)(8) defines “manufacturing or processing” as “the manufacture, preparation, propagation, 
compounding, or processing of a drug or drugs as used in section 510 of the act [21 U.S.C. § 360] and is the making by chemical, 
physical, biological, or other procedures of any articles that meet the definition of drugs in section 201(g) of the act.  The term 
includes manipulation, sampling, testing, or control procedures applied to the final product or to any part of the process. The term also 
includes repackaging or otherwise changing the container, wrapper, or labeling of any drug package to further the distribution of the 
drug from the original place of manufacture to the person who makes final delivery or sale to the ultimate consumer.”  
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should not be taken until this inspection classification is finalized within CDER Office of 
Compliance.  
 
Manufacturing Location: 
Firm Name: Sanofi-Aventis US LLC 
Address: 6239-6244 Lemay Ferry Road, Saint Louis, MO 63129. USA. 
FEI: 1000117606 
Short summary of manufacturing activities performed: Drug product labeling 
 
Inspected by KAN-DO from 2/29/12-3/14/12 and initially classified VAI.  This was a 
CGMP inspection of this licensed repackager/labeling facility.  This facility has 
previously acceptable  profile history.  
 

OVERALL RECOMMENDATION: 
 
Action on this BLA should not be taken until this inspection classification of Sanofi 
Duetschland is finalized within CDER Office of Compliance.  Please resubmit this TB-
EER 15-30 days prior to the planned action date for an updated compliance evaluation.  
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Inspected  and classified NAI.  This CGMP inspection 
covered drug substance manufacturing operations and found them acceptable.  The  

 profiles were updated and acceptable. 
 
OVERALL RECOMMENDATION: 
 
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. 
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PRODUCT QUALITY (Biotechnology) 
 FILING REVIEW FOR ORIGINAL BLA/NDA (OBP & DMPQ) 

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

 
 

 
IS THE PRODUCT QUALITY SECTION OF THE APPLICATION FILEABLE?             Yes    No 
 
 
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. 
 
 
 
 

 
 
 
Product Quality Reviewer(s)        Date 
 
 
 
Branch Chief/Team Leader/Supervisor      Date 
 
 
 
Division Director          Date 
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