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I. RECOMMENDATIONS AND CONCLUSIONS ON APPROVABILITY

The Division of Monoclonal Antibodies, Office of Biotechnology Products, OPS, CDER, 
recommends approval of STN 125486 for obinutuzumab (Gazyva™) manufactured by 
Genentech.  The data submitted in this application are adequate to support the conclusion 
that the manufacture of obinutuzumab (Gazyva™) is well controlled and leads to a 
product that is pure and potent.  It is recommended that this product be approved for 
human use (under conditions specified in the package insert).

II. APPROVAL LETTER INFORMATION

Under this license, you are approved to manufacture the obinutuzumab drug substance at 
Roche Diagnostics GmbH in Penzberg, Germany.  Obinutuzumab (Gazyva™) drug 
product will be manufactured at Roche Diagnostics GmbH in Mannheim, Germany.  

The dating period for obinutuzumab drug product shall be 36 months from the date of 
manufacture when stored at 2-8°C.  The date of manufacture shall be defined as  

.  

The dating period for obinutuzumab drug substance shall be  from the date of 
manufacture when stored at   

Upon review of the supporting data, the design space as proposed in STN 125486 was 
found to be acceptable. The Agency would like to reiterate that in addition to the 
information described in the application, it is our expectation that plans for 
implementation of the design space for the commercial process are documented within 
the firm's Quality System. Such quality systems may include plans for handling 
movements within the design space (e.g., change control procedures, plans for updating 
batch records). Additionally, in accordance with ICH Q8(R2) the Agency does not expect 
any regulatory notification for movements within the design space; however movements 
outside of the design space should be reported to the Agency in concurrence with existing 
regulations

III. POST MARKETING COMMITMENTS/POST MARKETING 
REQUIREMENTS

PMC #1
A formal verification for hold times of  from manufacturing scale 
samples for up to  will be completed in December 2013.  The final study report 
will be submitted to the Agency by February 28, 2014.

IV. LIST OF DEFICIENCIES TO BE COMMUNICATED

None
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indication that additional environmental information is warranted. The claim of 
categorical exclusion is deemed acceptable.

B. Clinical Trial Information

Obinutuzumab is intended to be used in combination with chlorambucil for the treatment
of patients with previously untreated chronic lymphocytic leukemia (CLL).

The route of administration of obinutuzumab is IV infusion. The recommended dosing is 
1000 mg for up to 6 cycles. For cycle 1, the first infusion is carried out over two days 
with 100 mg administered on day 1 (25 mg/hour over 4 hours) and the remaining 900 mg 
administered on day 2 (50 mg/hour with escalation in increments of 50 mg/hour every 30 
minutes to a maximum rate of 400 mg/hour).  For days 8 and 15 of cycle 1 and cycles 2 –
6, 1000 mg are administered starting at 100 mg/hour, increasing by 100 mg/hour 
increments every 30 minutes to a maximum of 400 mg/hour.

The pivotal clinical study (BO21004/CLL11) was a randomized, open-label, multi-center, 
international Phase III trial of obinutuzumab in combination with chlorambucil (GClb) 
versus rituximab in combination with chlorambucil (RClb) versus chlorambucil alone 
(Clb) in previously untreated CLL patients. 

In Stage 1, patients were randomized in a 2:2:1 ratio to GClb, RClb, or Clb alone. In 
Stage 2, randomization continued in a 1:1 ratio in the RClb and GClb arms only. 

In all three study arms, treatment was given for a maximum of 6 cycles, each cycle
having a duration of 28 days.

The primary efficacy endpoint of progression free survival (PFS) was a median of 23 
months in the GClb arm, ~15 months in the RClb arm and ~11 months in the Clb arm

Clinical trials are ongoing in NHL and B-cell malignancies.  At this time, obinutuzumab 
is not under development for non-oncology indications.

This BLA was designated a Breakthrough Therapy and granted priority review status.  

C. Stability

The BLA submission contained adequate stability data to support establishment of a 
drug substance and drug product shelf-life. Stability studies have been conducted in 
accordance with ICH Q1A(R2) and Q5C. Drug substance and drug product stability 
protocols, including specifications, conditions and testing intervals, were provided 
and found acceptable. 

Note that drug substance lots manufactured for clinical studies were initially stored 
at    
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While there may have been an underestimation of the risk related to safety, 
immunogenicity and PK for some quality attrributes, these attributes were classified as 
CQAs for other reasons.  Therefore, it was not thought that any of the identified non-
CQAs should have been CQAs.  In addition, all CQAs are appropriately included in the 
control strategy and the sponsor cannot change the control strategy without Agency 
approval.  Future changes to the control strategy should include consideration for whether 
the impact of variants on safety, immunogencity, and PK were underestimated. 

F. Mechanism of Action

 Obinutuzumab is a Type II anti-CD20 monoclonal antibody, distinct from Type I 
antibodies, such as rituximab. Obinutuzumab differs from rituximab in its CD20 
epitope and relative to rituximab, has enhanced antibody dependent cytotoxicity 
(ADCC) activity, enhanced induction of direct cell death and reduced 
complement dependent cytotoxicity (CDC) activity.  

G. Manufacturing Process 
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Quality by Design (QbD) Elements (Written by LG)
The sponsor used QbD principles to establish an overall control strategy for the process.  
It was determined that sufficient information was provided to recommend approval of a 
design space and post-approval lifecycle management (PALM) plan. 

The QbD elements in the submission included the following:
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5. Development of a post-approval lifecycle management (PALM) plan, which 
presents the sponsor’s intended overall control strategy, including how process 
and product monitoring will be performed post approval and how changes to the 
design space will be managed and reported to the Agency

A more detailed summary description of the QbD elements is provided below.
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The PALM plan specifies how the sponsor will monitor the process and product 
quality post-approval, manage changes within the design space, and update the 
control system based on additional process and product knowledge. 

The PALM plan includes such things as 
 The final testing strategies for DS and DP
 A list of the relevant sections of the BLA (e.g., sections that define the design 

space and in-process control testing)
 A description of the key process indicators (KPIs) 
 A description of how CPPs, non-CPPS, KPIs, in-process controls, and CQAs 

are routinely monitored and the potential outcomes of that monitoring
 A table defining the preliminary trend limits for attributes 
 A description of how changes to process parameters will be managed
 A description of how the design space will be verified when changes are 

made within the design space.  
 A description of how changes outside of the design space will be managed. 

Of particular note, changes to the design space or control strategy will require Agency 
approval.  Specifically:

  
After multiple changes during the review cycle, the final PALM plan as described above 
was found to be acceptable.   
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Laurie Graham, M.S. 
Team Leader, Division of Monoclonal 
Antibodies
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