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1. Application/Product Information  
BLA number 761232 

Submission Type Original Submission 

Regulatory Pathway 351(a), new molecular entity  

Associated IND/BLA IND 126875 

Review Designation Standard 

Applicant BeiGene USA, Inc. 

Indication Treatment of adult patients with unresectable or 
metastatic esophageal squamous cell carcinoma (ESCC) 
after prior systemic chemotherapy that did not include a 
PD-(L)1 inhibitor. 

Rx/OTC dispensed Rx 

Drug Product Name Proprietary Name: Tevimbra 

Non-proprietary Name: Tislelizumab-jsgr 

Code Name: BGB-A317 

OBP Naming: MAB HUMANIZED (IGG4) ANTI Q15116 
(PDCD1_HUMAN)[BGB-A317] 

Drug Product 
Description 

BGB-A317 drug product is a clear to slightly opalescent, 
colorless to slightly yellow solution. It is supplied in a 
vial as a sterile, single-use, preservative-free solution 
intended for intravenous infusion, containing 100 mg 
drug product. The vial contains 10.0 mL extractable 
volume of 10 mg/mL tislelizumab-jsgr (drug substance), 

 citrate,  histidine, trehalose-
polysorbate 20 at pH 6.5. 

(b) (4) (b) (4) (b) (4)

(b) (4)
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BGB-A317 drug substance is a recombinant humanized 
monoclonal antibody (IgG4) that specifically binds to 
human PD-1. 

Dosage Form Injection (solution) 

Strength 10 mg/mL 

Route of 
Administration 

Intravenous infusion 

Primary Container 
Closure System 

Vial 

Device Information N/A 

Co-packaged 
Product Information 

N/A 

 
 

 

 

 

 

OPQ Review Team 

Discipline Primary Secondary 

Drug substance Anshu Rastogi Brian Janelsins 

Drug product Eun Hee Koh 

Immunogenicity 
Assay  

Eun Hee Koh 

Facility Wendy Tan (DS), 
Lindsey Brown 
(DP) 

Zhong Li 

Microbiology Maxwell Van 
Tassell 

RBPM Andrew Shiber  

ATL Brian Janelsins 

OPQ Issued Consults None 

 
 
 
 



 

 

 
Page 3 of 6 

 

Department of Health and Human Services 
Food and Drug Administration 

Center for Drug Evaluation and Research 
Office of Biotechnology Products 

2. Recommendation and Conclusion on Approvability 
Recommendation: Approval with PMCs 
 
The Office of Pharmaceutical Quality, CDER, recommends approval of BLA 
761232 for Tevimbra manufactured by BeiGene USA, Inc. The data submitted in 
this application are adequate to support the conclusion that the manufacture of 
Tevimbra 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. 
 

3. CMC Information for Action Letter 
a. Manufacturing Location: 

• Drug Substance: Boehringer Ingelheim Biopharmaceuticals (China) Ltd. 
(FEI 3015009021) 

• Drug Product: Boehringer Ingelheim Biopharmaceuticals (China) Ltd. 
(FEI 3015009021) 

b. Fill size and dosage form: 100 mg/10 mL solution, injection 
c. Dating Period:  

• Drug Product: 36 months at 5°C 
• Drug Substance: months at °C 
• Stability Option:  

 We have approved the stability protocol(s) in your license 
application for the purpose of extending the expiration 
dating of your drug substance under 21 CFR 601.12. 

d. Exempt from lot release:  
• Yes, Tevimbra is exempted from lot release per FR 95-29960. 

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

Agreements, and/or Risk Management Steps, as applicable 
 
PMCs (OPMA) 

1. Develop a reliable endotoxin detection method that can overcome the LER 
phenomenon for the tislelizumab drug product. 
 

2. Implementation of in-line pressure monitoring of sterile filtration for the 
tislelizumab drug product 

 
4. Basis for Recommendation  

a. Summary: 
BGB-A317 is a recombinant humanized monoclonal antibody (IgG4) that 
specifically binds to human PD-1. Binding of BGB-A317 to PD-1 inhibits PD-1-
mediated negative signaling and enhances the functional activity of T cells. 

(b) (4) (b) (4)





 

 

 
Page 5 of 6 

 

Department of Health and Human Services 
Food and Drug Administration 

Center for Drug Evaluation and Research 
Office of Biotechnology Products 

 
The assays used for immunogenicity assessment in the clinical studies to 
support this BLA are adequately validated and suitable for their intended 
purpose. Adequate descriptions of the facilities, equipment, environmental 
controls, cleaning, and contamination control strategy were provided for the 
Boehringer Ingelheim Biopharmaceuticals (China), Ltd. facility (FEI 
3015009021), which is proposed for BGB-A317 drug substance and drug 
product manufacture. All proposed manufacturing and testing facilities are 
acceptable based on their currently acceptable CGMP compliance status and 
recent relevant inspectional coverage. The BLA is recommended for approval 
from product quality, facility, microbiology, and sterility assurance 
perspectives. 
 

b. Subdiscipline Recommendation:     
   Drug Substance       - Adequate 
   Drug Product   - Adequate 
   Immunogenicity Assay - Adequate    
   Facilities   - Adequate 
   Microbiology   - Adequate with PMCs/PMRs 

                    
c. Environmental Assessment (EA):   

Categorical exclusion is claimed by the applicant and deemed acceptable. 
 

d. Potency Assessment for Labeling: 
As an initial matter, we determined that no U.S. standard of potency has 
been prescribed for Tevimbra (i.e., there is no specific test method described 
in regulation for Tevimbra that establishes an official standard of potency).  
We next considered whether potency is a factor for Tevimbra within the 
meaning of 21 CFR 610.61(r), which requires a statement about potency on 
the package (carton) label if “potency is a factor” and “no U.S. standard of 
potency has been prescribed.”  We have determined that potency is not a 
factor for Tevimbra for purposes of § 610.61(r) because lot variability is not a 
concern for Tevimbra as Tevimbra’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: 

i. Protocols approved: 
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1.  monitoring 
protocol 

2. 
3. 

4. 

5. 
6. Drug substance annual stability protocol (with shelf-life 

extension) 
ii. Residual risk: None 
iii. Future inspection points to consider: None 

 
c. Drug Product: 

i. Protocols approved: 
1. Drug product annual stability protocol (no shelf-life 

extension) 
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. 

 

 

 

 

  

(b) (4)

(b) (4)
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LABELS AND LABELING ASSESSMENT 
 

Date of Assessment: January 11, 2024 

Assessor: Jennifer Kim, PharmD 
Labeling Assessor 
Office of Biotechnology Products (OBP) 

Through: Eun Hee Koh, PhD, Product Quality Assessor 
OBP/Division of Biotechnology Review and Research 1 

Application: BLA 761232 

Applicant: BeiGene USA, Inc 

Submission Date: July 10, 2021 

Product: Tevimbra (tislelizumab-jsgr) 

Dosage form(s): Injection 

Strength and 
Container-Closure: 

100 mg/10 mL (10 mg/mL) in a single-dose vial 

Purpose of 
assessment: 

The Applicant submitted a biologics license application to seek 
approval of tislelizumab-jsgr for the treatment of patients with 
unresectable recurrent locally advanced or metastatic esophageal 
squamous cell carcinoma (ESCC) after prior systemic therapy. 
 

Recommendations: The prescribing information, medication guide, container labels, and 
carton labeling are acceptable from an OBP 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, medication guide, container labels, and carton labeling submitted 
on January 10, 2024 were assessed and found to be acceptable (see Appendix C) from an OBP 
labeling perspective.  
 
APPENDICES 
Appendix A: Proposed Labeling  

 Prescribing Information (submitted on July 12, 2021) 
\\CDSESUB1\evsprod\bla761232\0001\m1\us\draft-labeling-text.doc 

 Medication Guide (submitted on July 12, 2021) 
\\CDSESUB1\evsprod\bla761232\0001\m1\us\medication-guide.pdf 

 Container Labels (submitted on July 12, 2021) 

 

 

 

 

 

(b) (4)

1 Page of Draft Labeling has been Withheld in Full as b4 (CCI/
TS) immediately following this page
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APPENDIX C.  Acceptable Labels and Labeling  
 Prescribing Information (submitted on January 10, 2024) 

 

19 Pages of Draft Labeling have been Withheld in Full as b4 (CCI/TS) 
immediately following this page
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