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Assessment Date: 

1. Application/Product Information 
BLA number 761371

Submission Type Original Submission

Regulatory Pathway NME 351(a)

Associated IND/BLA IND 100593, BLA 761053, BLA 761064, BLA 761106

Review Designation Standard Review

Applicant Genentech, Inc.

Indication Multiple Sclerosis

Rx/OTC dispensed Rx

Proprietary Name Ocrevus Zunovo

Non-proprietary Name/Code Name ocrelizumab 
and hyaluronidase-ocsq

Drug Product Name

OBP Naming  COMBINATION: MAB HUMANIZED 
(IGG1) ANTI P11836 (CD20_HUMAN) [OCREVUS] AND 
RPROTFRAG P38567 (HYALP_HUMAN) 
HYALURONIDASE PH-20 [RHUPH20]

Drug Product 
Description

Sterile, preservative-free, clear to slightly opalescent, 
colorless to pale brown solution supplied in a 50 mL 
single-dose vial. 

Each single dose vial contains 920 mg (40 mg/mL) 
ocrelizumab, 23,000 U (1,000 U/mL) rHuPH20,  
mg trehalose dihydrate, 5.5 mg glacial acetic acid, 
34.3 mg methionine, 13.8 mg polysorbate 20,
mg sodium acetate , and water for injection 
(WFI) at pH 5.3. 
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Ocrelizumab is a therapeutic recombinant humanized 
IgG1 monoclonal antibody. Vorhyaluronidase alfa, or 
rHuPH-20, is a recombinant, single chain, human 
enzyme protein.

Dosage Form Liquid

Strength 920 mg/23 mL ocrelizumab and 23,000 U/23 mL 
rHuPH20

Route of 
Administration

Subcutaneous

Primary Container 
Closure System

Single dose vial

Device Information N/A

Co-packaged 
Product Information

N/A

Discipline Primary Secondary

Drug substance

Drug product

Immunogenicity 
Assay 

Milos 
Dokmanovic

Andrea George

ETT Daniel Willett

Scott Krull

Riley Myers

Facility Esther (Chani) 
Broner

Zhong Li

Microbiology DS Esther (Chani) 
Broner

Maxwell Van 
Tassell

OPQ Review Team

Microbiology DP Jeanne Fringer Maxwell Van 
Tassell
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• Yes
• Rationale, if exempted: Ocrevus Zunovo is exempted from lot release per 

FR 95-29960.
e. Draft Phase 4 (Post-Marketing) Commitments, Requirements, 

Agreements, and/or Risk Management Steps: 

• Perform real-time ocrelizumab SC drug product commercial container 
closure system leachate studies using appropriate test methods to 
identify and quantify volatile organic compounds (VOC), semi-VOC, 
non-VOC, and trace metals at regular intervals through the end of 
shelf life. The final results of this study and the toxicology risk 
evaluation for the levels of leachates detected in the drug product will 
be provided in the final study report to the BLA. 

4. Basis for Recommendation
a. Summary:

Ocrevus Zunovo (ocrelizumab and hyaluronidase-ocsq) is a combination 
product composed of ocrelizumab, a recombinant humanized IgG1 antibody, 
and rHuPH20, recombinant human vorhyaluronidase alfa, developed for 
subcutaneous administration for treatment of multiple sclerosis (MS). 
Ocrelizumab and hyaluronidase-ocsq is manufactured using the same drug 
substance as ocrelizumab I.V. (Ocrevus).

Ocrelizumab is a humanized IgG1 monoclonal antibody directed against CD20 
found on the surface of B cells. CD20 expressing B cells are thought to 
contribute to multiple sclerosis (MS) pathogenesis by presenting auto-
antigens and co-stimulatory signals to activate T cells, secrete pro-
inflammatory cytokines, potentially produce autoantibodies that activate 
macrophage and NK cells, and create meningeal lymphoid structures leading 
to inflammation and neuronal loss in the cortex.

Recombinant human hyaluronidase (rHuPH20, vorhyaluronidase alfa) is a 
glycosylated single chain protein enzyme that depolymerizes hyaluronan in 
interstitial tissue at the injection site, allowing for an increase in the volume 
of liquid drug product that be injected subcutaneously and facilitating drug 
entry into circulation.

Ocrelizumab DS is manufactured at Genentech, Inc. in Vacaville, CA, or at 
RSTO Singapore.  
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because lot variability is not a concern for Ocrevus Zunovo as Ocrevus 
Zunovo’s manufacturing process is appropriately controlled to ensure the 
consistency and quality of the final product.  
 

5. Life-Cycle Considerations 
a. Established Conditions based on ICH Q12 principles:  No

b. Drug Substance: Refer to BLA 761053 for approved ocrelizumab DS and 
BLA 761064 for approved rHuPH20 DS 

c. Drug Product:
i. Protocols approved: Annual stability protocol and stability protocol 

for the extension on DP shelf-life
ii. Residual risk: None
iii. Future inspection points to consider: None

FOIA statement: More detailed assessments of the BLA submission, which are not 
included in this integrated quality assessment, may be requested via a Freedom of 
Information Act (FOIA) request.
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LABELS AND LABELING ASSESSMENT 
 

Date of Assessment: September 4, 2024 

Assessor: Liming Lu, PharmD 
Labeling Assessor 
Office of Product Quality Assessment III (OPQA III) 

Through: Milos Dokmanovic, PhD 
Product Quality Assessor 
OPQA III/Division of Product Quality Assessment XIII 

Application: BLA 761371 

Applicant: Genentech, Inc. 

Submission Date: November 13, 2023 

Product: Ocrevus Zunovo (ocrelizumab and hyaluronidase-ocsq) 

Dosage form(s): Injection 

Strength and 
Container-Closure: 

920 mg ocrelizumab and 23000 units hyaluronidase per 23 mL (40 
mg and 1000 units per mL) solution in a single-dose vial 

Purpose of 
assessment: 

The Applicant submitted a biologics license application for a new 
product containing ocrelizumab and recombinant human 
hyaluronidase (rHuPH20) for subcutaneous injection for the same 
indication that Ocrevus (intravenous ocrelizumab) has been 
approved for.   

Recommendations: The prescribing information, medication guide, container labels, and 
carton labeling are acceptable from an OPQA III labeling 
perspective. 

 
 
 

Materials Considered for this Label and Labeling Assessment 

Materials Assessed Appendix Section 

Proposed Labels and Labeling A 

Evaluation Tables B 

Acceptable Labels and Labeling C 

n/a = not applicable for this assessment 
 
 
DISCUSSION 
We assessed the proposed labels and labeling for compliance with applicable requirements in 
the Code of Federal Regulations. Also, we assessed the proposed labels and labeling for 
consistency with recommended labeling practices (see Appendix B). 
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CONCLUSION 
The prescribing information (submitted on September 3, 2024), medication guide (submitted on 
September 3, 2024), container labels (submitted on August 19, 2024), and carton labeling 
(submitted on September 3, 2024) were assessed and found to be acceptable (see Appendix C) 
from an OPQA III Labeling perspective.  
 
APPENDICES 
Appendix A: Proposed Labeling  

 Prescribing Information and Medication Guide (submitted on November 13, 2023) 
\\CDSESUB1\EVSPROD\bla761371\0001\m1\us\draft-labeling-text.docx  

 Container Labels (submitted on November 13, 2023)  

\\CDSESUB1\EVSPROD\bla761371\0001\m1\us\11006725-920mg-vial-label.pdf  

 Carton Labeling (submitted on November 13, 2023) 

Carton US  

\\CDSESUB1\EVSPROD\bla761371\0001\m1\us\11006726-920mg-carton-coo-us.pdf  
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