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LABELS AND LABELING ASSESSMENT 
 

Date of Assessment: May 13, 2024 

Assessor: Jennifer Kim,  
Labeling Assessor 
Office of Product Quality Assessment III (OPQA III) 

Through: Odile Engel, PhD 
Product Quality Assessor 
OPQA III/Division of Product Quality Assessment XV 

Application: BLA 761344 

Applicant: Amgen Inc. 

Submission Date: October 12, 2023 

Product: Imdelltra (tarlatamab-dlle) 

Dosage form(s): For injection 

Strength and 
Container-Closure: 

1 mg in single-dose vial 
10 mg in single-dose vial 

Purpose of 
assessment: 

The Applicant submitted a biologics license application to seek 
approval of tarlatamb-dlle for the treatment of adult patients with 
advanced small cell lung cancer (SCLC) with disease progression on 
or after platinum-based chemotherapy. 

Recommendations: The prescribing information, medication guide, patient labeling, 
instructions for use, container labels, 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 
The applicant initially submitted Patient Information on October 12, 2023. In an Information 
Request (IR) dated March 29, 2024, the agency requested the applicant to convert the Patient 
Information section of the proposed product labeling to a Medication Guide. In response, the 
applicant submitted the Medication Guide on April 9, 2024.  
 
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 submitted on April 24, 2024, medication guide submitted on April 9, 
2024, container labels submitted on April 26, 2024, and carton labeling submitted on April 24, 
2024, were assessed and found to be acceptable (see Appendix C) from an OPQA III Labeling 
perspective.  
 
APPENDICES 
Appendix A: Proposed Labeling  

(b) (4)

2 Pages of Draft Labeling have been Withheld in Full as b4 (CCI/TS) 
immediately following this page
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BLA Executive Summary
Assessment Date: 4/29/2024

1. Application/Product Information 
BLA number 761344

Submission Type Original Submission

(Orphan Drug Designation, Breakthrough Therapy 
Designation, Real-Time Oncology Review, Project Orbis)

Regulatory Pathway NME 351(a)

Associated IND/BLA IND 134859

Review Designation Priority Review

Applicant Amgen Inc.

Indication Extensive stage small cell lung cancer (ES-SCLC) with 
disease progression on or after platinum-based 
chemotherapy

(This indication is approved under accelerated approval 
based on response rate and duration of response. 
Continued approval for this indication may be 
contingent upon verification and description of clinical 
benefit in a confirmatory trial(s).)

Rx/OTC dispensed Rx

Proprietary Name: IMDELLTRA 

Non-proprietary Name/Code Name: tarlatamab-dlle 

Drug Product Name

OBP Naming: FUS: MABFRAG HUMAN (IGG1 SCFC); 
MABFRAG HUMAN (SCFV) ANTI Q9NYJ7 
(DLL3_HUMAN); MABFRAG HUMAN (SCFV) ANTI 
P07766 (CD3E_HUMAN) [AMG757]  

Drug Product 
Description

IMDELLTRA (tarlatamab-dlle) for injection is a sterile, 
preservative-free, white to slightly yellow, lyophilized 

Reference ID: 5372298
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powder supplied in 1 mg or 10 mg strength in a single-
dose vial for reconstitution and further dilution.

Each 1 mg vial contains tarlatamab-dlle (1 mg), 
glutamic acid (0.72 mg), polysorbate 80 (0.04 mg), 
sucrose (37.1 mg), and sodium hydroxide to adjust pH 
to 4.2. After reconstitution with 1.3 mL of Sterile Water 
for Injection the resulting concentration is 0.9 mg/mL 
IMDELLTRA. The amount of reconstituted IMDELLTRA 
to add to the IV bag is 1.1 mL. 

Each 10 mg vial contains tarlatamab-dlle (10 mg), 
glutamic acid (3.7 mg), polysorbate 80 (0.2 mg), 
sucrose (194.4 mg), and sodium hydroxide to adjust pH 
to 4.2. After reconstitution with 4.4 mL of Sterile Water 
for Injection the resulting concentration is 2.4 mg/mL 
IMDELLTRA. The amount of reconstituted IMDELLTRA 
to add to the IV bag is 4.2 mL.

Tarlatamab-dlle is a bispecific T cell engager (BiTE) that 
consists of two single-chain variable fragment (scFv) 
binding domains, one specific for delta-like ligand 3 
(DLL3) and the other specific for the T-cell co-receptor 
CD3, fused to a single chain fragment crystallizable half-
life extension (scFc HLE) moiety. Tarlatamab-dlle is 
aglycosylated by engineering and is produced using 
recombinant DNA technology in Chinese Hamster Ovary 
(CHO) cells. The fusion protein has 982 amino acids, 
with a molecular weight of approximately 105  kDa. 

Dosage Form Lyophilized powder for injection

Strength • 1 mg of lyophilized powder in a single-dose vial for 
reconstitution and further dilution 

• 10 mg of lyophilized powder in a single-dose vial for 
reconstitution and further dilution

Route of 
Administration

Intravenous (IV) Infusion 

Reference ID: 5372298
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Primary Container 
Closure System

(for 1 mg strength) or  (for 10 mg strength) Type 
clear colorless glass vial, closed with an elastomeric 

stopper with film laminated on product 
contact surface and an aluminum seal flip-off cap.

Device Information Not applicable

Co-packaged 
Product Information

For each package containing one single-dose vial of 1 
mg or 10 mg IMDELLTRA, two vials of 7 mL IV Solution 
Stabilizer (IVSS) are co-packaged. IVSS is used to coat 
the IV bag prior to addition of reconstituted IMDELLTRA 
to prevent adsorption of IMDELLTRA to IV bags and IV 
tubing. It is not used to reconstitute IMDELLTRA.

IVSS is supplied as a sterile, preservative-free, colorless 
to slightly yellow, clear solution. Each vial of IVSS 
contains citric acid monohydrate (36.75 mg), lysine 
hydrochloride (1598.8 mg), polysorbate 80 (7 mg), 
sodium hydroxide to adjust pH to 7.0, and water for 
injection. The primary container closure system is the 
same as IMDELLTRA drug product, except that the vial 
size is  

Discipline Primary Secondary

Drug substance Davinna Ligons Nailing Zhang

Drug product Odile Engel Nailing Zhang

Immunogenicity 
Assay 

Yanyan Cao Ian McWilliams

Facility Michael Shanks Virginia Carroll

Microbiology Maria (Reyes) 
Candau-Chacon

Virginia Carroll

RBPM Shazma Aftab N/A

OPQ Review Team

ATL Nailing Zhang

Reference ID: 5372298

(b) 
(4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)
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c. Dating Period: 
• Drug Substance: months at ℃

• For packaged products: 
o Drug Product: 30 months at 2°C - 8°C, protected from light
o IV Solution Stabilizer (IVSS) months at C, 

• Stability Option: 
o For stability protocols:

▪ We have approved the stability protocols in your license 
application for the purpose of extending the expiration 
dating of your  drug product under 21 
CFR 601.12.

d. Exempt from lot release: 
• Yes
• IMDELLTRA 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

One OPMA PMC (to be submitted by 01/31/2026) is listed below:
• To develop a Monocyte Activation Test (MAT) for reliable endotoxin 

detection of the IVSS. The method feasibility study results will be 
submitted to the Agency by January 2025. If the method feasibility 
study is successful, method validation with three batches of IVSS 
product will be submitted by January 2026. If the MAT method proves 
infeasible, Amgen commits to develop an alternative endotoxin 
detection method which is not subject to low endotoxin recovery for 
the IVSS and to provide a timeline for those studies.

4. Basis for Recommendation
a. Summary:

IMDELLTRA (tarlatamab-dlle) is a bispecific T cell engager (BiTE) that binds 
to DLL3 expressed on the surface of tumor cells and CD3 expressed on the 
surface of T-cells, leading to T-cell activation, release of inflammatory 
cytokines, and lysis of DLL3-expressing cells. It is indicated for treatment of 
adult patients with extensive stage small cell lung cancer (ES-SCLC) with 
disease progression on or after platinum-based chemotherapy. Potency of 
IMDELLTRA (tarlatamab-dlle) is controlled using a T cell-dependent cellular 

Reference ID: 5372298

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

(b) (4) (b) (4)
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The immunogenicity assays are sufficiently sensitive to detect anti-drug 
antibodies (ADA) in presence of IMDELLTRA at concentrations presented in 
patient samples. The cell-based neutralizing antibody (NAb) assay is fit-for-
purpose only when NAb levels are high; when NAb levels are low, the assay 
has drug tolerance issues and results are uninterpretable. However, after 
discussion with the clinical pharmacology review team, it was determined that 
development of a new NAb assay is not necessary, because in the pivotal 
study 20200491 ADA rates are low and have low titer. The need for future 
NAb assay development will be assessed when additional clinical data become 
available.

The overall IMDELLTRA (tarlatamab-dlle) control strategy incorporates control 
over raw materials, facilities and equipment, the manufacturing process, 
adventitious agents, microbial contamination, and release and stability of the 
drug substance, the drug product, and the IV Solution Stabilizer (IVSS). The 
manufacturing processes and overall control strategies for IMDELLTRA 
(tarlatamab-dlle) are appropriately established to ensure consistency and 
quality of the final product; therefore, lot variability is not a concern. The BLA 
is recommended for approval from the product quality, facility, microbiology 
and sterility assurance perspectives. 

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

                   
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 IMDELLTRA (i.e., there is no specific test method 
described in regulation for IMDELLTRA that establishes an official standard of 
potency).  We next considered whether potency is a factor for IMDELLTRA 
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 IMDELLTRA for purposes of § 610.61(r) because lot 

Reference ID: 5372298
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variability is not a concern for IMDELLTRA as IMDELLTRA’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:

ii. Residual risk: None

iii. Future inspection points to consider: None 

c. Drug Product:
i. Protocols approved:

• Stability protocols for drug product shelf-life extension
• Post-approval stability protocols for drug product
• Post-approval stability protocol for IV Solution Stabilizer (IVSS)

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.

Reference ID: 5372298
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