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Recommendation: Approval 
 

BLA 761270 Number: 
Assessment Number:1 

Assessment Date: September 08, 2022 
 
Drug Name/Dosage 
Form 

tremelimumab-actl; MEDI 1123; Imjudo™; Injection 

Strength/Potency 20 mg/mL; 25 mg/vial and 300 mg/vial 
In vitro cell-based IL-2 reporter assay 

Route of Administration Intravenous infusion 
Rx/OTC dispensed RX 
Indication  Tremelimumab in combination with durvalumab (FDA approved drug 

product) and platinum-based chemotherapy, is indicated for the first-line 
treatment of adult patients with metastatic NSCLC with no sensitizing 
epidermal growth factor receptor (EGFR) mutations or anaplastic 
lymphoma 
kinase (ALK) genomic tumor aberrations. 

Applicant/Sponsor AstraZeneca AB, Sweden 
US agent, if applicable  AstraZeneca Pharmaceuticals LP 

 
Product Overview: 

 
Tremelimumab (Imjudo)) is a fully human immunoglobulin gamma-2 (IgG2) monoclonal antibody 
(mAb) engineered to bind to cytotoxic T lymphocyte-associated antigen-4 (CTLA-4; CD152), a cell 
surface receptor expressed on activated T cells. Upon T-cell activation, CTLA-4 expression is 
upregulated and acts to dampen immune responses, modulating and eventually switching off T-cell 
activation. The natural ligands for CTLA-4 are CD80 [B7.1] and CD86 [B7.2], which are present on 
antigen-presenting cells (APCs). Binding of CTLA-4 to CD80/CD86 functions to limit T-cell activation, 
primarily by competing with CD28 for access to CD80/CD86. Tremelimumab is manufactured in NS0 
cells  
Tremelimumab is supplied at a 20 mg/mL strength as a 25 mg/vial and 300 mg/vial for intravenous 
infusion. Tremelimumab has one N-linked glycosylation site at Asn 301 in the Fc region on each of the 
two heavy chains in the consensus sequence Asn-Ser-Thr (NST).  
 
 

Quality Assessment Team: 
 

Discipline Assessor Branch/Division 
Drug Substance Xu Di OBP/Division of 

Biotechnology 
Review and Research 
(DBRR) III 

Drug Product Xu Di OBP/DBRRIII 
Immunogenicity Xu Di OBP/DBRRIII 
Labeling Vicky Borders-Hemphill OBP Labeling 
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Host Cell DNA Immunogenicity and 
Safety 

 n/a 

Host Cell Protein Immunogenicity  n/a 

 Immunogenicity  n/a 

Product stability Formulation n/a 
Product stability formulation n/a 

Bioburden Safety, purity, efficacy  Contamination during 
manufacturing process 

n/a 

Endotoxin  Safety and purity Endotoxin can be 
introduced by raw 
materials and 
contamination during 
manufacturing process 

n/a 

Mycoplasma Safety Contamination during 
manufacturing process 

n/a 

Adventitious Viruses  Safety Contamination during 
manufacturing process 

 

n/a  Not applicable 
 

• Description:  
 
Tremelimumab drug substance is a fully human monoclonal antibody from the 
immunoglobulin (Ig) G2a isotype targeted against Cytotoxic T Lymphocyte-associated 
Antigen 4 (CTLA-4 or CD152) being developed to treat cancer. CTLA-4 is a cell surface 
receptor expressed on activated T cells. Tremelimumab consists of two heavy chains 
and two light chains covalently connected with 6 inter-chain disulfide bonds. 
Tremelimumab has one N-linked glycosylation site at Asn (N) 301 in the Fc region on 
each of the two heavy chains in the consensus sequence Asn-Ser-Thr (NST).  
 

• Mechanism of Action (MoA):  
 
The MOA of tremelimumab is to block CTLA-4 from binding to B7 ligands (CD80 and 
CD86) on antigen-presenting cells. This blockade results in enhanced T cell mediated 
immune response (e.g., T cell activation, proliferation, and lymphocyte infiltration into 
tumors) to kill the tumor cells. 

 
• Potency Assay: 

The potency of tremelimumab is determined using an IL-2 reporter potency assay, 
which is a cell-based assay using Jurkat cells expressing CTLA-4 and an IL-2-promoter 
driven lucifierase, and Raji cells expressing B7 ligands. The potency assay was 
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Sterility Infections in patients, 
product stability 

Accidental during fill, 
container closure 
failure 

n/a 

Endotoxin Adverse reactions in 
patients, DP failure 

Accidental throughout 
process 

n/a 

Container Closure 
Integrity (CCI) 

Infections in patients, 
product stability 

container closure 
failure 

n/a 

Appearance (clarity, 
color) 

Product stability Formulation and 
storage 

n/a 

Visible particles Patient safety and 
product stability  

Formulation n/a 

Osmolarity Product stability, 
patient discomfort 

Formulation n/a 

pH Product stability and 
DP failure 

Formulation n/a 

Extractable Volume Inaccurate dosing Filling n/a 

Sub-visible particles Product stability Formulation n/a 

Leachable impurities Safety Process-related 
impurities, and DP 
container closure 
system 

n/a 

Polysorbate 80 Product stability Formulation n/a 

 
 

• Potency and Strength: 25 mg/vial and 300 mg/vial, protein concentration is 20 mg/mL 
 
The in vitro cell-based assay is used to measure the potency of tremelimumab DS and 
DP for release and stability testing. The potency assay is discussed above in DS 
section. The strength of the DP is 20 mg/mL. Tremelimumab is supplied as a 25 mg/vial 
and 300 mg/vial for intravenous infusion.  

 
• Summary of Product Design: 
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inspection be 
classified as VAI. 

Release and 
stability testing a 

n/a n/a  
 

Approve - Based 
on Previous 

History 

Release and 
stability testing a 

n/a n/a  
 

Approve - Based 
on Previous 

History 

Stability testing b 
Warehousing 

n/a n/a  
 

Approve - Based 
on Previous 

History 

Stability testing n/a n/a  
 

Approve - Based 
on Previous 

History 
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       c. Both Drug Substance and Drug Product   
         

      9. DS and DP annual post approval stability protocols (Tables 1and 2 for DS, Table 1for DP).    
                 10. Comparability Protocol - New Product Introductions (this is not the new    
  protocol. This is a protocol to introduce new products at DS manufacturing site  2.R                           
  Reginal Information)                 
             ii. Outstanding review issues/residual risk: None 

iii. Future inspection points to consider:  

 
Durvalumab 
 

Durvalumab is an FDA approved product under BLA 761069. The Sponsor cross-references BLA 761069 
for durvalumab and a letter of authorization to cross reference BLA 761069 was provided. There are no 
outstanding issues in BLA 761069. Under BLA 761270 and BLA 761289, the proposed dosing for 
durvalumab is within the range described in BLA 761069 labeling. Therefore, the maximum allowable 
endotoxin and host cell DNA exposure are within acceptable limits. Tremelimumab and durvalumab will 
be administered separately over a period of one hour for each product. Therefore, the maximum 
allowable endotoxin exposure should not exceed the acceptable limits. Durvalumab will be prepared, 
stored and administered according to its labeling in BLA 761069, and its use is not expected to 
significantly impact the environment. Refer to the durvalumab BLA for the CMC review 
(https://panorama.fda.gov/document/view?ID=58cbecae01aa87e53d46ab0939ee4a76). 
 

. 
 
 
 
III Review documents related to this Executive Summary:   
 
 
1. DS and DP product quality review memo dated August 19, 2022, by Dr. Xu Di 
 
https://panorama.fda.gov/document/view?ID=62ff9b0e001c930e5affb1a39e250c21 
 

 
2. Product quality microbiology/facility review memo in panorama dated September 07, 2022, by 
Dr. Maria Scott 
 
https://panorama.fda.gov/document/view?ID=630f801f00039817fe650c5083b12511 
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3. Product quality microbiology/facility assessment review memo in panorama dated September 08, 
2022, by Dr. Zhongli Hu 
 
https://panorama.fda.gov/document/view?ID=62f591b200760ad951379b35be97c1d8 
 
 
4. Establishment inspection report for drug product by Zonglin Hu, Ph.D. and Wayne Seifert 
(OPQ/OPMA/DBM) will be available in CMS. 

 
5. Review memo for Durvalumab (BLA 761069) in panorama dated March 17, 2017, by Dr. Howard             
Anderson 

 
       https://panorama.fda.gov/document/view?ID=58cbecae01aa87e53d46ab0939ee4a76 
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