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APPROVAL LETTER 



  
 
 DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service 

 
 Food and Drug Administration 

Rockville, MD  20857 
 
 SUPPLEMENT BLA APPROVAL 
   
Our STN:  BL 103792/5275              February 23, 2012 
 
 
Genentech, Incorporated  
Attention: Mary B. Sliwkowski, Ph.D. 
Vice President, Pharma Technical Regulatory 
1 DNA Way  
South San Francisco, CA 94080-4990 
 
Dear Dr. Sliwkowski: 
 
Your request to supplement your biologics license application for Herceptin® (trastuzumab), to 
allow for  the manufacture of trastuzumab drug substance  at the Roche 
Diagnostics GmbH, Biologics IV facility in Penzberg, Germany, has been approved.  
  
This information will be included in your biologics license application file. 
 

 
Sincerely, 
 
 
 
 
 
Kathleen A. Clouse, Ph.D. 
Director 
Division of Monoclonal Antibodies 
Office of Biotechnology Products 
Office of Pharmaceutical Science 
Center for Drug Evaluation and Research 
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CHEMISTRY REVIEW(S) 
 

 



DEPARTMENT OF HEALTH & HUMAN SERVICES  Public Health Service 

Center for Drug Evaluation and Research - Food & Drug Administration 
Laboratory of Molecular Oncology, Division of Monoclonal Antibodies – HFD-123 

Office of Biotechnology Products/ Office of Pharmaceutical Sciences 
  NIH Campus, Bldg. 29B, Rm. 4NN20, 29 Lincoln Drive MSC 4555 

  Bethesda, MD 20892-4555 
 

 

Subject:  STN 103792/5275, PRODUCT QUALITY REVIEW 
 
Date:  February 22, 2012 
  
From:   Wendy C. Weinberg, HFD-123 
 
Through:  Patrick Swann, Deputy Director, DMA 
 
To:  File STN 103792 (file 1048) 
cc:  Andrew Shiber, Regulatory Project Manager, OPS/OBP 
 
Product:   Trastuzumab  
 
Submission type:  Prior Approval Supplement 
 
Purpose of submission:  To support the licensure of the Biologics IV facility in 

Penzberg, Germany as an additional manufacturing facility for 
Herceptin (trastuzumab)  drug substance (DS), as well as 
additional testing sites for drug substance release and stability 
testing, and for mycoplasma and viral testing. 

 
Date of Submission:  October 21, 2011/received October 24, 2011 
 
Action Date:    February 23, 2012 
 
Sponsor:  Genentech, Inc. 
Contact: Jenifer Lundberg (650) 225-3106 

 
EDR location: (sequence 47) 
http://cberedrweb.fda.gov:8080/esp/cberedr.jsp?folderObjId=0bbcaea680f1a91f  
 
Recommendation:  Approval.  Based on the information provided, the manufacturing 
of Trastuzumab drug substance  process at the Roche Diagnostics GmbH, 
Biologics IV facility in Penzberg, Germany is adequately controlled and Trastuzumab 
drug substance manufactured at this site is deemed comparable to licensed 
trastuzumab .  
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•   STN: BL 103792/5073, Herceptin  at Vacaville, Approved 5 April 2004  
•   STN: BL 103792/5118, Approved 1 September 2005  
•   STN: BL 103792/5131, Approved 15 December 2005  
•   STN: BL 103792/5154, Herceptin , Approved 

1 September 2006  
•   STN: BL 103792/5258,  Approved 

09 December 2010  
•   STN: BL 103792/5268, Herceptin  at Roche Singapore Technical 

Operations B10, Approved 12 September 2011 
 

 
1.12.14: Environmental Analysis 
Genentech requests a categorical exclusion under 21 CFR 25.31(c).  This is deemed 
appropriate. 
 

3.2.S: Drug Substance 
 
3.2.S.2.1: Manufacturing 
 
Current facilities approved under STN 103792: 
 

Trastuzumab drug substance manufacture, release testing, and stability testing:  
Genentech South San Francisco (SSF) 
Genentech Vacaville 
Roche Singapore (RSTO) 

  
Herceptin drug product (DP) manufacture: 

Genentech SSF 
 

 
Release testing of Herceptin DP:   

Genentech SSF 
Genentech Vacaville 

 
 

Herceptin DP stability testing: 
Genentech, SSF 
Genentech, Vacaville 
 

Herceptin DP final vial labeling and packaging: 
 

 
Additional testing sites:  virus and mycoplasma testing: 

Genentech, Oceanside, CA 
Roche Singapore (RSTO) 
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In addition to testing in South San Francisco, virus and mycoplasma testing may 
occur at the Quality Control Virus and Mycoplasma lab at the following locations: 

• Genentech 
One Antibody Way, Oceanside, CA 92056-5802. FEI No. 3006129086 

• Roche Singapore Technical Operations Pte. Ltd. 
10 Science Park Road, Singapore 637394. FEI No. 3007164129 

The following Quality Control Mycoplasma lab is proposed as an additional lab for 
mycoplasma testing: 

• Roche Diagnostics GmbH Pharma Biotech Penzberg 
Nonnenwald 2, D-82377 Penzberg, Germany. FEI No. 3002806560 

The following Quality Control Virus lab is proposed as an additional lab for virus 
testing: 

• 

Reviewer comments: 
Refer to the cGMP status section of this review for the compliance status of 
the manufacturing and testing sites.  

3.2.S.2.2 
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Environmental Assessment 
The supplement does not involve the introduction of a new unlicensed molecular entity or an 
increase in the use of the active moiety; therefore, environmental assessment information is not 
required. 
 
cGMP Status 
The Manufacturing Assessment and Pre-Approval Compliance Branch has completed its review and 
evaluation of the submitted site. The sites have an acceptable cGMP compliance status. The status 
for the site as of 2/21/2012 is the following: 
 

Establishment FEI Inspection Date Classification Profile 
Roche Diagnostics GmbH, 
Nonnenwald 2, D-82377 
Penzberg, Germany 

3002806560 From 9-Jan-12 
to 17-Jan-12 

VAI Acceptable 

 

 

  
 
Conclusion 
I. The Prior-approval Supplement was reviewed from a microbial control and microbiology 

product quality perspective and is recommended for approval.  

II. The supplement should be reviewed by an OBP/DMA reviewer, specifically concerning 
stability. 

III. The Roche Diagnostics GmbH, Penzberg, Germany was inspected by a team of investigators 
(Bo Chi, Ph.D., Reyes Candau-Chacon, Ph.D., Carla SR. Lankford, Ph.D. and Linan Ha, 
Ph.D.) from January 09, 2012 to January 17, 2012.  

 
Cc: OC/ OMPQ/DGMPA/WO Bldg 51, Candau-Chacon 
 OC/ OMPQ/DGMPA/WO Bldg 51, Hughes 
 OPS/OBP/WO Bldg 21, Shiber 
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FDA Information Request for STN 103792/5275 
 

1. 

2. 

3. 

4. 

5. 

6. 

7. 

8. 

9. 

10

11

12
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