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Obinutuzumab is a recombinant, humanized, monoclonal, type II glycoengineered anti-CD20 
monoclonal antibody (mAb) which is produced in Chinese hamster ovary (CHO) cells. The 
antibody targets CD20 + malignancies and is currently investigated in clinical trials for different 
indications, i.e., chronic lymphocytic leukemia (CLL), indolent non-Hodgkin’s lymphoma 
(iNHL), diffuse large B-cell lymphoma (DLBCL).

Obinutuzumab is provided as a sterile liquid, and contains no preservatives.  Each single-use 50 
mL vial contains 1000 mg (nominal) obinutuzumab for intravenous (IV) infusion. The Drug 
Product is formulated as 25 mg/mL obinutuzumab in 20 mM L-histidine / L-histidine 
hydrochloride 240 mM trehalose, and 0.02% (w/v) poloxamer 188 at pH 6.0. 
Obinutuzumab is supplied as a clear , colorless to pale brown, sterile liquid 
solution. The product is intended for IV administration.

Included here are product quality microbiology amendments reviewed in response to information 
requests.

Sequence number Date Description
Sequence No. 0010 July 18, 2013 Response to Request for 

Information dated  July 
12, 2013

Sequence No. 0013 July 25, 2013 Response to question 6 
requested at the Pre-BLA 
meeting on March 5, 
2013: Attachment 7

Sequence No: 0036 Sept 25, 2013 Final update to requests 
from March 5, 2013:

During the review of this BLA, Roche updated the BLA with product quality information as 
agreed during a CMC Pre-BLA meeting. Updates to the BLA in response to the pre-BLA 
meeting on March 5, 2013 were provided in Amendments e-CDT sequence 0010, 0013 and 
0036. The data and information provided in these amendments were reviewed in this review. 

MANUFACTURERS [OBINUTUZUMAB]
3.2. S.2.1.MFR, manufacturer

1. MANUFACTURE AND BATCH RELEASE

FACILITY INFORMATION

The Drug Substance is manufactured and released by:
Roche Diagnostics GmbH
Nonnenwald 2

Reference ID: 3393836
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SATISFACTORY  

 
 
 
 
 
 
Additional Information 
 
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. 

  
 
CGMP Status 
 
Please refer to the response to the TB-EER request in DARRTS. 
 
 
Conclusion 
 
I. The BLA, as amended, was reviewed from a product quality microbiology perspective and is 

recommended for approval. 
 
II. Product quality aspects other than microbiology should be reviewed by OBP. 
 
III.  No inspection follow-up items were identified. 
 
 
 

Reference ID: 3390175
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Germany. The drug product is manufactured  at Roche Diagnostics in 
Mannheim, Germany. This review covers microbial control of the drug product manufacturing 
process, sterility assurance of the drug product, and microbiological specifications for the drug 
product. Aside from endotoxin testing validation for the drug substance (which also applies to 
the drug product), the drug substance module is covered in a separate review memo.  
 

Product Quality Microbiology Information Reviewed 

Sequence Number Date Description 

0000 22 April 2013 Original BLA 

0013 25 July 2013 Amendment (response to 25 July IR) 

0019 14 August 2013 Amendment (response to 8 August IR) 

0021 19 August 2013 Amendment (response to 25 July IR, question 9b) 

0028 10 September 2013 Amendment (response to 26 August IR) 

0035 24 September 2013 Amendment (response to 20 September IR) 

 
Drug Substance Review 
 
The hold time validation study for endotoxin testing is reviewed below. The remainder of the 
drug substance information in Module 3 is reviewed in a separate memo. 
 

Module 3.2 
 
S.4.3 Validation of Analytical Procedures 
 

Reference ID: 3380198
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PRODUCT QUALITY MICROBIOLOGY REVIEW AND EVALUATION 
     

REVIEWER: Kalavati Suvarna, Ph.D. 
TEAM LEADER: Patricia Hughes, Ph.D. 

 
BLA 125486/0 
APPLICANT  Genentech, Inc. 
US LICENSE NUMBER  1752 
SUBMISSION REVIEWED  Original BLA 
PRODUCT Gazyva (obinutuzumab) 
MANUFACTURING 
FACILITY 

Drug Substance: Roche Diagnostics GmbH, Nonnenwald 2, D-82377 
Penzberg, Germany, Inc. (FEI No. 3002806560). 

INDICATION For the treatment of patients with previously untreated chronic 
lymphocytic leukemia 

DOSAGE FORM  Liquid for intravenous infusion (1000 mg/40 mL i.e. 25 mg/ml in 
single use vial) 

CDER RECEIPT DATE  April 22, 2013 
REVIEW ASSIGN DATE  July  16, 2013 
REVIEW COMPLETE DATE  August 26, 2013 
GRMP GOAL DATE October 22, 2013 
PDUFA GOAL DATE  November 22, 2013 
PROJECT MANAGER  Kallungal, Beatrice 
DIVISION  Division of Hematological Products  
  
TO  S:\archive\BLA\125486\STN125486.rev.mem.BLA.08-26-2012.doc 

Reference ID: 3364571
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SATISFACTORY 
 
CONCLUSION:  
The real time Leptospira PCR assay was validated to detect  Leptospira in  

. Appropriate positive and negative controls were 
used. The validation assessed the specificity, sensitivity, and robustness of the assay. Overall, the 
real time qualitative PCR assay is acceptable for the detection of Leptospira in the 
Obinutuzumab  samples. 

Reference ID: 3364571
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SIGNATURES/DISTRIBUTION LIST  
 
Primary BMAB Reviewer: Kalavati Suvarna, Ph.D.                                             Date: 
Concurring BMAB Team leader: Patricia. F. Hughes, Ph.D.                   Date: 
 
cc: 
OND/OHOP/DHP/ Kallungal, Beatrice 
Building 51/OC/OMPQ/DGMPA/BMAB Hughes, Patricia 
OND/OHOP/DHP/CDTL/ Kwitkowski, Virginia 
OND/OHOP/DHP/MO/Hyon-Zu Lee 
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Information Request dated 7/23/2013: 
 
Leptospira PCR assay: 

1. Please provide the raw data obtained for the Leptospira PCR assay validation and 
calculations of Cp values. 

2. Please clarify if the PCR products were sequenced. 
3. Please provide the Leptospira assay results for all obinutuzimab  lots tested. 
4. Please explain your choice of internal control for the assay. 
5. Please explain how you assessed matrix interference for the Leptospira PCR assay. The 

 used in the matrix interference studies should be specified.  
6. Please explain how the  instrument performance is assessed and the 

frequency of the assessment. 
 
Information request dated 8/12/2013: 
 
 With regards to the Leptospira PCR assay, please provide the following information: 
 

1. Please provide the acceptance criterion used for the internal control to ensure consistent 
DNA recovery from sample using the . Information on the 
impact of spiked sample storage on DNA recovery should be provided.  

2. Please clarify which of the assay validation activities used more than one analyst. 
3. Please clarify how false positive Cps are assessed. 
4. Please explain how cycle threshold was determined for the Leptospira PCR assay. 
5. Please commit to evaluate the matrix interference and sensitivity of the Leptospira assay 

if used to test samples of obinutuzumab  where the  
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