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Executive Summary: 
 

I.  Recommendations: 
 

A. Recommendation and Conclusion on Approvability: 
 

The Office of Pharmaceutical Quality (OPQ), CDER recommends approval of STN 761208 for 
Tivdak manufactured by Seagen Inc. The data submitted in this application are adequate to 
support the conclusion that the manufacture of Tivdak 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.  
 
The original OPQ Application Team Lead (ATL) review concluded that the OPQ recommendation 
was pending final assessment of a late cycle amendment pertaining to microbiology control 
information was completed and signed on August 10, 2021. The original ATL review memo was 
updated with this memo on August 13, 2021 to update the outcome of the microbiology 
assessment. Additional typographical corrections were made on August 24, 2021. This review 
reflects the final OPQ ATL review and recommendation. 
 

B. Approval Action Letter Language: 
 

 Manufacturing location: 
 
o Drug Substance Intermediate (DSI): 

o SGD-1006 intermediate: 
 

o Drug Substance (DS): 
 

o Drug Product (DP): 

 
 Fill size and dosage form 

40 mg/vial tisotumab vedotin as a lyophilized cake or powder in a single-dose vial for 
reconstitution. 

 
 Dating period: 

 
o Drug Product: 36 months: 5°C 
o Drug Substance:  months: °C 
o Drug Substance Intermediate:  months: °C 
o Stability Option: 

 Results of on-going stability should be submitted throughout the dating 
period, as they become available, including the results of stability studies 
from the first three production lots. 
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 Exempt from lot release: 
 
o Yes: Tivdak is exempted from lot release per FR 95-29960. 

 
C. Benefit/Risk Considerations: 

 
The assessment of manufacturing information provided in the application and in the cross-
referenced drug master file (DMF) has concluded that the methodologies and processes used 
for drug substance intermediate, vcMMAE intermediate, drug substance, and drug product 
manufacturing, release and stability testing are robust and sufficiently controlled to result in a 
consistent and safe product. The manufacturing processes are robust for removal and control of 
adventitious agents. No approvability issues were identified from a sterility assurance or 
microbiology product quality perspective. 
 
The tisotumab drug substance intermediate (DSI) will be manufactured at  

 the vcMMAE intermediate will be manufactured at  
 tisotumab vedotin drug substance (DS) will be manufactured at  

 the TIVDAK drug product (DP) at  
 
Quality control testing will be performed as summarized in Summary of Quality Assessments of 
this document below.  
 
In lieu of on-site pre-licensing inspections (PLI) for the DS manufacturing facility,  and 
DSI manufacturing facility,  a review of requested manufacturing site 
records under Section 704(a)(4) was conducted. A PLI waiver was granted for the DP 
manufacturing facility,  based on its currently acceptable CGMP 
compliance status and recent relevant inspectional coverage. The manufacturing facility for 
vcMMAE (SGD-1006) intermediate,  is found acceptable as part of quality assessment 
for vcMMAE intermediate. All facilities used for the manufacture and quality control testing are 
summarized in Sections H and I of this document. 
 
The immunogenicity assays are sufficiently sensitive to detect anti-drug antibodies (ADA) in 
presence of tisotumab vedotin at plasma concentrations. 
 
The OBP product quality and immunogenicity assay, OPMA facility, microbiological DS and DP, 
as well as OBP labeling technical assessments are located as separate documents in Panorama. 
 

D. Recommendation on Phase 4 (Post-Marketing) Commitments, Requirements, 
Agreements, and/or Risk Management Steps, if approvable: 
The following post-marketing commitments (PMCs) have been discussed and agreed by the 
Applicant during the BLA review. These PMCs will be effective once the application is approved. 
 
OBP-1: 
To perform a real-time leachable study for tisotumab vedotin drug product in its commercial 
container closure system to detect, identify, and quantify potential organic, non-volatile, 
volatile, and semi-volatile species, and metals through the end of shelf life. The final study 
reports and risk evaluation will be submitted to the BLA. 
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Final report submission date: 12/2024 
 
OBP-2: 
To develop, characterize, validate, and implement functional activity assay(s) with appropriately 
justified acceptance criteria to control for Fc effector functions of tisotumab vedotin drug 
substance at release. The final study results, analytical procedures, method validation reports, 
and updates to the drug substance release specification will be submitted to the BLA per 21 CFR 
601.12. 
 
Final report submission date: 11/2022 
 
OPMA-3: 
Implement  monitoring  of tisotumab vedotin drug product 
and update module 3.2.P.3.4 of the BLA with  as a Critical Process Parameter. 
 
Final report submission date: 12/2020 
 
OPMA-4: 
Implement a validated dye ingress method for container closure integrity testing with the 
sensitivity to detect breaches ≤ µm that could allow microbial ingress. 
 
Final report submission date: 10/2021 
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 (Process-
related impurities) 

Safety 

(Process-related 
impurities) 

Safety 

 (Process-
related impurities) 

Safety 

(Process-related 
impurities) 

Safety 

Leachables Safety, Purity N/A 

Endotoxin 
(contaminant) 

Safety, Purity 
 

Assessed by 
CDER/OPQ/OPMA 
 

Bioburden Safety, Purity, and 
Immunogenicity 

Appearance Stability N/A 

Protein concentration Efficacy N/A 

pH Efficacy and Stability N/A 

Osmolality Stability  N/A 

 
 Description: Tisotumab vedotin is an antibody-drug conjugate (ADC) composed of 

tisotumab DSI and monomethyl auristatin E (MMAE), linked through a protease 
cleavable linker, maleimidocaproyl-valine-citrulline-p- aminobenzyloxycarbonyl (mc-vc-
PAB). The linker-drug is bound to the  interchain cysteine residues of the 
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 Potency and Strength: 40 mg of tisotumab vedotin as a lyophilized cake or powder in 

a single-dose vial for reconstitution. 

 Summary of Product Design: Reconstitution of the DP with 4.0 mL of sterile water 
for injection (SWFI) results in 10 mg/mL tisotumab vedotin. 

 List of Excipients: Each mL of reconstituted DP contains the following excipients: 
o D-mannitol (30 mg) 
o L-histidine (2.11 mg) 
o L-histidine monohydrochloride (3.44 mg) 
o Sucrose (30 mg) 

 Reference Materials: Same as tisotumab vedotin DS. 
 Manufacturing process summary: The tisotumab vedotin DP is manufactured on the 

 Container closure: Tisotumab vedotin DP is packaged  

 Dating period and storage conditions: 36 months at 5°C 
 
F. Novel Approaches/Precedents: 

Use of authority under Section 704(a)(4) to request records from the  manufacturing facilities 
in lieu of performing on-site pre-license inspections of the DSI  

 and DS  manufacturing facilities. Refer also to the 
FDA Staff Manual Guide SMG 9004.1, Policy and Procedures for Requesting Records in Advance of 
or in Lieu of a Drug Inspection. 
Rationale:  
Sec. 704 (a)(4) (FDASIA Sec. 706) Records Request for  and 

 were initiated due to satisfactory inspectional history of the two 
facilities and travel restrictions during COVID19 pandemic.   
 

G. Any Special Product Quality Labeling Recommendations: 
 Store vials refrigerated at 2°C to 8°C in the original carton 
 Do not freeze 
 Do not shake 

 Reconstituted solution:  
o Reconstituted with Sterile Water for Injection (SWFI). 
o Do not expose to direct sunlight. 
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J. Lifecycle Knowledge Management: 
 

i. Protocols approved: 
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ii. Outstanding assessment issues/residual risk:  

 
Four PMCs are recommended (listed in Section D above) to address the residual 
risks that pertain to (1) potential leachables from the commercial container 
closure system for tisotumab vedotin DP, (2) control strategy for Fc effector 
functions for tisotumab vedotin DS, (3)  monitoring  

 of tisotumab vedotin DP, and (4) validation of the dye ingress method 
for container closure integrity testing. 
 

iii. Future inspection points to consider: None  
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