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LABELS AND LABELING ASSESSMENT 
 

Date of Assessment: July 24, 2024 

Assessor: Diana Pei, PharmD 
Labeling Assessor 
Office of Product Quality Assessment III (OPQA III) 

Through: Yongmin Liu, PhD 
Product Quality Assessor 
OPQA III/Division of Product Quality Assessment XIV 

Application: BLA 761347-ORIG-1-RESUB-30 

Applicant: Genentech, Inc., A Member of the Roche Group 

Submission Date: November 15, 2023 

Product: Tecentriq Hybrez (atezolizumab and hyaluronidase-tqjs) 

Dosage form(s): injection 

Strength and 
Container-Closure: 

1,875 mg atezolizumab and 30,000 units hyaluronidase per 15 mL 
(125 mg/2,000 units per mL) in a single-dose vial 

Purpose of 
assessment: 

The Applicant submitted a biologics license application for 
atezolizumab and hyaluronidase-tqjs seeking approval for the 
treatment of patients with  non-small cell lung 
cancer, small cell lung cancer, hepatocellular carcinoma, melanoma, 
and alveolar soft part sarcoma.  

Recommendations: The prescribing information, medication guide, container label, and 
carton labeling are acceptable from an OPQA III labeling perspective. 
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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). 
 
 
CONCLUSION 
The prescribing information and medication guide submitted on July 12, 2024 and container 
label and carton labeling submitted on November 15, 2023 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 15, 2023) 
\\CDSESUB1\EVSPROD\bla761347\0030\m1\us\redlined-label-text.docx 

 Container Labels (submitted on November 15, 2023) 
(b) (4)

1 Page(s) of Draft Labeling has been Withheld in Full as b4 (CCI/TS) immediately following this page
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BLA Executive Summary Addendum
Assessment Date: September 3, 2023

Addendum: This addendum has been prepared following the determination 
of compliance status for the drug product manufacturing facility for STN 
761347. The final determination of compliance status of the manufacturing 
facilities has concluded with a withhold approval recommendation for the 
drug product manufacturing facility (Roche GmbH (FEI: 3002806559), 
Mannheim, Germany). For all other assessment information, including the 
review of drug substance and drug product manufacturing processes, 
immunogenicity assays and microbiology, refer to the OPQ IQA executive 
summary memorandum uploaded to DARRTS on July 21, 2023. 

1. Application/Product Information 
BLA number 761347

Submission Type Original Submission

Regulatory Pathway NME 351(a)

Associated IND/BLA Clinical Development was performed under IND 140100

BLA 761034 for manufacture of atezolizumab for 
intravenous (IV) injection

BLA 761064 for the manufacture and control of 
hyaluronidase (rHuPH20).

Review Designation Standard Review

Applicant Genentech, Inc.

Indication The same as those for the atezolizumab intravenous 
(IV) formulation under BLA 761034:

Reference ID: 5237483
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Non-small cell lung cancer, small cell lung cancer, 
hepatocellular carcinoma, melanoma, and alveolar soft 
part sarcoma.

Rx/OTC dispensed Rx

Proprietary Name: TECENTRIQ HYBREZA

Non-proprietary Name/Code Name: Atezolizumab 
and hyaluronidase-tqjs

Drug Product Name

OBP Naming  
Atezolizumab: MAB HUMANIZED (IGG1 N298A) ANTI 
Q9NZQ7 (PD1L1_HUMAN) [MPDL3280A] 
Hyaluronidase: RPROTFRAG P38567 (HYALP_HUMAN) 
HYALURONIDASE PH-20 [RHUPH20]

Drug Product 
Description

Tecentriq Hybreza (Atezolizumab for subcutaneous (SC) 
administration) DP is provided as a sterile, colorless-to-
slightly yellow solution for subcutaneous injection with 
no preservatives. Each 20 mL single-dose vial contains 
1875 mg/15 mL (nominal) of atezolizumab and 2000 
U/mL rHuPH20. Atezolizumab SC DP is formulated with 
20 mM L-Histidine, 240 mM Sucrose, 0.6 mg/mL 
Polysorbate 20, 10 mM L-Methionine, and pH-adjusted 
with % Acetic Acid to a target pH of 5.8.
Atezolizumab is a humanized immunoglobulin (Ig)G1 
monoclonal antibody (mAb). Atezolizumab targets PD-
L1 and prevents the interaction of PD-L1 with PD-1 as 
well as B7.1. The interference of this interaction 
enhances tumor-specific T cell response and its 
mediated tumor cell killing. The recombinant antibody is 
produced in Chinese hamster ovary (CHO) cells and was 
engineered to eliminate Fc-effector function via a single 
amino acid substitution. 
rHuPH20 is a glycosylated single-chain protein with 447 
amino acids. rHuPH20 depolymerizes the gel-like 
hyaluronan (hyaluronic acid) at the site of injection 
resulting in a decreased resistance to fluid flow and a 
transient increase in permeability of the local 

Reference ID: 5237483
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subcutaneous tissue to support the new route of 
administration.

Dosage Form Liquid. Atezolizumab SC drug substance (DS) is a clear 
and colorless solution.

Strength Each 20 mL single-dose vial contains 1875 mg/15 mL 
(nominal) of atezolizumab and 2000 U/mL rHuPH20.

Route of 
Administration

Subcutaneous (sc)

Primary Container 
Closure System

A  glass vial with a rubber stopper crimped with 
an aluminum seal fitted with a plastic flip-off cap.

Discipline Primary Secondary

Drug substance 
(DS)

Yongmin Liu Brian Roelofs

Drug product (DP) Yongmin Liu Brian Roelofs

Immunogenicity 
Assay 

Yongmin Liu Brian Roelofs

Facility DS: Maria Scott

DP: Yi (Eva) 
Wang

Michael Shanks

Microbiology DS: Maria Scott

DP: Yi (Eva) 
Wang

Virginia Carroll

RBPM Nowrin Kakon

OPQ Review Team

ATL Brian Roelofs

OPQ Issued Consults Emerging Technology Team (ETT): Consult was 
issued for assessment by the ETT concerning the use of 
Raman spectroscopy-based ID method for finished ID 

Reference ID: 5237483
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testing. The ETT determined that the method is suitable 
for the intended purpose.

2. Recommendation and Conclusion on Approvability
Recommendation:  Complete Response 

The Office of Pharmaceutical Quality (OPQ), CDER, has completed assessment of 
BLA 761347 for TECENTRIQ HYBREZA manufactured by Genentech, Inc.. The 
data submitted in this application are not sufficient to support a conclusion that 
the manufacture of TECENTRIQ HYBREZA is well-controlled and will lead to a 
product that is pure and potent. From a CMC standpoint, OPQ is recommending 
a Complete Response letter be issued to Genentech, Inc. to outline the 
deficiencies noted below and the information and data that will be required to 
support approval.

3. Draft Complete Response Comments and Additional Comments (if 
applicable):

Facility Inspections
During a recent inspection of the Roche Diagnostics GmbH (FEI: 3002806559) 
manufacturing facility for this BLA, our field investigator conveyed deficiencies to 
the representative of the facility. Satisfactory resolution of these deficiencies is 
required before this BLA may be approved.

4. Basis for Recommendation
a. Summary: Tecentriq Hybreza (Atezolizumab for subcutaneous (SC) 

administration with hyaluronidase (rHuPH20)) DP is provided as a sterile, 
colorless-to-slightly yellow solution for subcutaneous injection with no 
preservatives. Atezolizumab is a humanized immunoglobulin (Ig)G1 
monoclonal antibody (mAb) that targets PD-L1 and prevents the interaction 
of PD-L1 with PD-1 as well as B7.1. The interference of this interaction 
enhances tumor-specific T cell response and its mediated tumor cell killing. 
The recombinant antibody is produced in Chinese hamster ovary (CHO) cells 
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and was engineered to eliminate Fc-effector function via a single amino acid 
substitution. rHuPH20 is a glycosylated single-chain protein with 447 amino 
acids that depolymerizes the gel-like hyaluronan (hyaluronic acid) at the site 
of injection resulting in a decreased resistance to fluid flow and a transient 
increase in permeability of the local subcutaneous tissue to support the new 
SC route of administration. 
Assessments of product quality from the Office of Biotechnology Products 
(OBP) and the microbiological safety from the Office of Pharmaceutical 
Manufacturing Assessment (OPMA) concluded with recommendations of 
approval. The DS manufacturing and testing site, Roche Diagnostics GmbH, 
Penzberg, Germany (Roche Penzberg; FEI: 3002806560) pre-license 
inspection (PLI) concluded with an approval recommendation.
The outcome of the determination of compliance status of the Roche 
Diagnostics GmbH (Mannheim, Germany, FEI: 3002806559) facility following 
PLI is for a withhold of this facility. Therefore, satisfactory resolution of the 
deficiencies is required before this BLA may be approved.
The immunogenicity assays to detect and confirm anti-drug antibodies (ADAs) 
against atezolizumab and rHuPH20 in the clinical studies to support this BLA 
were adequately validated and suitable for their intended purpose.
Individual assessments for each discipline are located in separate documents 
in Panorama.

b. Subdiscipline Recommendation: 
Drug Substance - Adequate
Drug Product - Adequate
Immunogenicity Assay - Adequate
Facilities - Inadequate
Microbiology - Adequate

c. Environmental Assessment (EA):  
Categorical exclusion is claimed by the applicant and deemed acceptable 
however a complete response is recommended for the application due to 
facilities deficiencies.

d. Potency Assessment for Labeling:
Not applicable as OPQ does not recommend approval of this application.
 

5. Life-Cycle Considerations 
Not applicable as OPQ does not recommend approval of this application.

a. Established Conditions based on ICH Q12 principles:  No

Reference ID: 5237483
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