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LABELS AND LABELING ASSESSMENT 
 

Date of Assessment: December 16, 2021 

Assessor: Vicky Borders-Hemphill, PharmD 
Labeling Assessor 
Office of Biotechnology Products (OBP) 

Through: Samuel Mindaye, PhD, Product Quality Assessor 
OBP/Division of Biotechnology Review and Research 2 

Application: BLA 761180 

Applicant: LEO Pharma A/S 

Submission Date: July 2, 2021 

Product: Adbry (tralokinumab-ldrm) 

Dosage form(s): injection 

Strength and 
Container-Closure: 

150 mg/mL solution in a single-dose prefilled syringe with needle 
guard 

Purpose of 
assessment: 

The Applicant resubmitted a biologics license application for Agency 
assessment to address deficiencies outlined in the complete response 
letter dated April 23, 2021. The Applicant resubmitted labeling. 

Recommendations: The prescribing information, patient labeling, and instructions for use 
and container labels and carton labeling (submitted on December 14, 
2021) were assessed and found to be acceptable (see Appendix C) 
from an OBP 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 (N/A) 

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 and for consistency with recommended labeling practices in a 
previous assessment.1 The Applicant resubmitted a biologics license application for Agency 
assessment to address deficiencies outlined in the complete response letter dated April 23, 
2021. The Applicant resubmitted labeling revised to include a different proprietary name than 
that provided in the previously approved labeling (See Appendix A). OBP Labeling previously 
determined that prescribing information, patient labeling, and instructions for use, container 
and carton labeling submitted on March 25, 2021 were acceptable.  
 
This assessment confirms revisions to OBP sections of prescribing information, patient labeling, 
and instructions for use and container and carton labeling submitted on December 14, 2021 
revised only the proprietary name and are acceptable.  
 
CONCLUSION 
The prescribing information, patient labeling, instructions for use, and container labels and 
carton labeling (submitted on December 14, 2021) were assessed and found to be acceptable 
(see Appendix C) from an OBP labeling perspective.  
 
APPENDICES 
Appendix A: Proposed Labeling  
Prescribing Information (submitted on July 2, 2021 
\\CDSESUB1\evsprod\bla761180\0041\m1\us\draft-labeling-text-uspi-clean.pdf) 
Medication Guide (N/A) 
Patient Information Labeling (submitted on July 2, 2021 
\\CDSESUB1\evsprod\bla761180\0041\m1\us\draft-labeling-text-ppi-clean.pdf)   
Instructions for Use (submitted on July 2, 2021 
\\CDSESUB1\evsprod\bla761180\0041\m1\us\draft-labeling-text-ifu-clean.pdf) 
 
  

                                                            
1 V. Borders-Hemphill. STN 761180 tralokinumab labeling assessment. April 15, 2021. P32.  
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Department of Health and Human Services
Food and Drug Administration

Center for Drug Evaluation and Research
Office of Biotechnology Products

First Approval for Indication/First Biosimilar/Expedited or Breakthrough Review: No

Recommendation: Complete Response

BLA Number: 761180
Review Number: 2

Review Date: 04/16/2021

Drug Name/Dosage Form  tralokinumab-ldrm/Injection
Strength/Potency 150 mg in a volume of 1 mL in a single-dose, accessorized prefilled syringe 

(APFS)
Route of Administration Subcutaneous injection
Rx/OTC dispensed Rx
Indication Moderate-to-severe atopic dermatitis with or without topical corticosteroids (TCS) 

in adults who are candidates for systemic therapy
Applicant/Sponsor LEO Pharma A/S
US agent, if applicable LEO Pharma Inc.

Summary
The drug substance manufacturing facility at Astrazeneca Pharmaceuticals LP Frederich Manufacturing Center 
(FEI 3002617771) was not inspected at the time of finalization of the original OPQ Executive Summary due to 
the travel restriction during COVID-19 pandemics. The current addendum provides a summary of the inspection 
conclusion and OPQ recommendations. Refer to the original OPQ Executive Summary for the detailed 
benefit/risk considerations, action letter language, product issues for BLA 761180.

I.  Recommendations:

A. Recommendation and Conclusion on Approvability:

The application will not be approved during this assessment cycle due to Center for Devices and 
Radiological Health (CDRH) deficiencies. From the product quality and sterility assurance perspective, 
the Office of Pharmaceutical Quality (OPQ), CDER, does not note any product quality deficiencies that 
would preclude approval of STN 761180 for  manufactured by LEO Pharma A/S at this 
time. Because the application will not be approved in this cycle, the product quality issues listed below 
will be communicated to the sponsor in the FDA Complete Response (CR) letter. If manufacturing 
changes are made before the sponsor submits their responses to the CR deficiencies, additional 
assessment may be needed during the next assessment cycle.

B. Complete Response Letter Language:  

No CMC Complete Response Issues.

C. Benefit/Risk Considerations:
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LABELS AND LABELING ASSESSMENT 
 

Date of Assessment: April 15, 2021 

Assessor: Vicky Borders-Hemphill, PharmD 
Labeling Assessor 
Office of Biotechnology Products (OBP) 

Through: Samuel Mindaye, PhD, Product Quality Assessor 
OBP/Division of Biotechnology Review and Research 2 

Application: BLA 761180 

Applicant: LEO Pharma A/S 

Submission Date: April 27, 2020 

Product: (tralokinumab-ldrm) 

Dosage form(s): injection 

Strength and 
Container-Closure: 

150 mg/mL solution in a single-dose prefilled syringe with needle 
guard 

Purpose of 
assessment: 

The Applicant submitted a biologics license application Agency 
assessment 

Recommendations: The prescribing information, patient labeling, and instructions for use 
(submitted on March 23, 2021), and container labels and carton 
labeling (submitted on March 25, 2021) were assessed and found to 
be acceptable (see Appendix C) from an OBP 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, patient labeling, and instructions for use (submitted on March 23, 
2021), and container labels and carton labeling (submitted on March 25, 2021) were assessed 
and found to be acceptable (see Appendix C) from an OBP labeling perspective.  
 
APPENDICES 
Appendix A: Proposed Labeling  
Prescribing Information (submitted on April 27, 2020 
\\CDSESUB1\evsprod\bla761180\0001\m1\us\draft-labeling-text-uspi.doc) 
 
Medication Guide (N/A) 
Patient Information Labeling (submitted on April 27, 2020 
\\CDSESUB1\evsprod\bla761180\0001\m1\us\draft-labeling-text-ppi.doc)  
 
Instructions for Use (submitted on April 27, 2020 
\\CDSESUB1\evsprod\bla761180\0001\m1\us\draft-labeling-text-ifu.doc) 
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Department of Health and Human Services
Food and Drug Administration

Center for Drug Evaluation and Research
Office of Biotechnology Products

First Approval for Indication/First Biosimilar/Expedited or Breakthrough Review: No

Recommendation: pending 

BLA Number: 761180
Review Number: 1

Review Date: 02/03/2021

Drug Name/Dosage Form - tralokinumab-ldrm/Injection
Strength/Potency 150 mg in a volume of 1 mL in a single-dose, accessorized prefilled syringe 

(APFS)
Route of Administration Subcutaneous injection
Rx/OTC dispensed Rx
Indication Moderate-to-severe atopic dermatitis with or without topical corticosteroids (TCS) 

in adults who are candidates for systemic therapy
Applicant/Sponsor LEO Pharma A/S
US agent, if applicable LEO Pharma Inc.

Product Overview
 (tralokinumab-ldrm) is a recombinant human monoclonal antibody of the IgG4 subclass. 

Tralokinumab-ldrm specifically binds to human interleukin-13 (IL-13) and inhibits its interaction with the IL-13 
receptor α1 and α2 subunits (IL-13Rα1 and IL-13Rα2). IL-13 is a naturally occurring cytokine of the Type 2 
immune response. Tralokinumab-ldrm inhibits IL-13-induced responses including the release of proinflammatory 
cytokines, chemokines and IgE. Tralokinumab-ldrm is produced in mouse myeloma cells by recombinant DNA 
technology,  (tralokinumab-ldrm) injection is a sterile, preservative-free 
clear to opalescent, colorless to pale yellow solution for subcutaneous use, supplied as a single-dose prefilled 
syringe with needle guard in a siliconized Type-1 clear glass syringe.  drug product is formulated in 
acetic acid (0.3 mg), polysorbate 80 (0.1 mg), sodium acetate trihydrate (6 mg), sodium chloride (5 mg), and 
Water for Injection, at an approximate pH of 5.5.

Quality Review Team

Discipline Reviewer Branch/Division
Drug Substance
Drug Product

Samuel Mindaye OPQ/OBP/DBRR II

Immunogenicity Bruce Huang OPQ/OBP/DBRR II
Labeling Vicky Borders-Hemphill OPQ/OBP
DS Microbiology and Facility Zhao (Joe) Wang OPQ/OPMA/DBM
DP Microbiology and Facility Yarery Smith OPQ/OPMA/DBM
Facility Team Lead Viviana Matta OPQ/OPMA/DBM
Microbiology Team Lead Candace Gomez-Broughton OPQ/OPMA/DBM
Regulatory Business Project Manager Kelly Ballard OPQ/OPRO/DRBPMI/RBPMBI
Application Team Lead Yanming An OPQ/OBP/DBRR II
OBP Tertiary Reviewer Xianghong Jing OPQ/OBP/DBRR II

Reference ID: 4741333
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Department of Health and Human Services
Food and Drug Administration

Center for Drug Evaluation and Research
Office of Biotechnology Products

From the product quality and sterility assurance perspective, OPQ, CDER, does not note any product 
quality deficiencies that would preclude approval of STN 761180 for  manufactured by LEO 
Pharma A/S at this time. This memo will be amended with the outcome of the facility assessment in the 
future. 

B. Approval Action Letter Language:  

 Manufacturing location:
o Drug Substance: 

AstraZeneca Pharmaceuticals LP Frederick Manufacturing Center
633 Research Court
Frederick, MD 21703
FEI: 3002617771

o Drug Product: 
Catalent Indiana, LLC
1300 South Patterson Dr.
Bloomington, IN 47403
FEI: 3005949964

 Fill size and dosage form:
150 mg/1 mL accessorized prefilled syringe (APFS)

 Dating period:
o Drug Product: 36 months: 5 ± 3 °C, 14 days at room temperature (≤ 30°C) after storage at 

long-term conditions (5 ± 3 °C) for up to 36 months.
o Drug Substance: months: °C
o For packaged products: “Not packaged” 
o Stability Option: 

We have approved the stability protocol(s) in your license application for the purpose 
of extending the expiration dating of your drug substance and drug product under 21 
CFR 601.12.

 Exempt from lot release
o Yes
o Rationale, if exempted: Per FR notice 95-29960 well-characterized therapeutic 

recombinant DNA-derived and monoclonal antibody biotechnology products are exempt 
from 21 CFR 601.2a lot release requirement.

C. Benefit/Risk Considerations:

Tralokinumab-ldrm is a recombinant human monoclonal antibody of the IgG4 subclass that binds 
specifically to human interleukin 13 (IL-13) and blocks interactions with the IL-13 receptors. Atopic 
dermatitis (AD) has traditionally been considered a type 2 immunity (Th2 cell)- driven disease. IL-13 has 
been suggested to be the key type 2 cytokine driving inflammation in the periphery. IL-13 is 
overexpressed locally and has a significant impact on skin biology, including the recruitment of 
inflammatory cells, the alteration of the skin microbiome, and the decrease in the epidermal barrier 
function. Targeting the IL-13 cytokine has the potential for treating the underlying pathology of AD and 
reducing the type 2 inflammatory responses. LEO Pharma seeks licensure for the following indication:

Reference ID: 4741333
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Department of Health and Human Services
Food and Drug Administration

Center for Drug Evaluation and Research
Office of Biotechnology Products

CQA (type) Risk Origin Control Strategy Other

Binding IL-13 and 
blocking the 
interaction with IL-
13 receptors. 
(Potency)

Efficacy Intrinsic to molecule

The mechanism 
of action is 
based on 
binding to IL-
13 without Fc 
region effector 
functions.

Appearance, color 
and clarity

Safety Manufacturing 
process

Identity, primary 
Sequence and 
corresponding 
variants

Efficacy, 
pharmacokinetics 
and 
immunogenicity

Intrinsic to molecule

Total protein Efficacy, 
pharmacokinetics, 
safety

Manufacturing 
process

pH Efficacy, safety Formulation and 
stability

High-molecular 
weight species 
(aggregates) 
(product-related 
impurity)

Efficacy, 
pharmacokinetics, 
and 
immunogenicity

Manufacturing 
process and storage 
conditions. Can form 
due to agitation, 
temperature, or light 
exposure.

Low-molecular 
weight species 
(fragments) 
(product-related 
impurities)

Efficacy, 
pharmacokinetics, 
and 
immunogenicity

Manufacturing 
process and storage 
conditions. May be 
caused by agitation, 
temperature, or light

Pharmacokinetics 
and half-life

DS manufacturing 
process and storage 
conditions

Efficacy 
DS manufacturing 
process and storage 
conditions

Efficacy, 
immunogenicity, 
safety 

DS manufacturing 
process

Pharmacokinetics DS manufacturing 
process

Reference ID: 4741333
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Department of Health and Human Services
Food and Drug Administration

Center for Drug Evaluation and Research
Office of Biotechnology Products

Preparation of future 
Working cell banks 
Storage and stability 
testing of Master and 
Working Cell Banks

633 Research 
Court, Frederick, 

MD 21703

Manufacture of Master 
cell bank 

----- Waived Approve

Manufacture of 
working cell bank 

----- Waived Approve

In vitro adventitious 
agent testing for 

----- Waived Approve

DRUG PRODUCT
Function Site Information DUNS/FEI 

Number
Preliminary 
Assessment

Inspectional Observations Final 
Recommendation

Drug product 
manufacture, 

assembly, labeling and 
packaging

Storage of drug 
product

Quality control testing 
for batch release

Catalent Indiana, 
LLC

1300 South 
Patterson Dr.

Bloomington, IN 
47403

172209277/
3005949964

----- Waived Approve

Release of 
product

LEO Pharma A/S
Industriparken 55

2750 Ballerup
Denmark

306218108/
3002807496

----- Waived Approve

---- Waived ApproveQuality control 
testing for batch 
release 
Stability testing

---- Waived Approve

H. Facilities: 
In advance of or in lieu of a pre-license on-site inspection (PLI) for the drug substance manufacturing facility, 
AstraZeneca Pharmaceuticals LP Frederick Manufacturing Center (FEI 3002617771), a review of requested 

Reference ID: 4741333
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Department of Health and Human Services
Food and Drug Administration

Center for Drug Evaluation and Research
Office of Biotechnology Products

manufacturing site records under section 704(a)(4) was conducted. Based on the records review, a PLI is 
recommended. 

The pre-license inspection of the drug product site Catalent Indiana, LLC was waived because of the site’s 
compliance status and its recent surveillance inspection (October 2019).

I. Lifecycle Knowledge Management:

a. Drug Substance:

i. Protocols approved: Stability protocol for the extension of shelf life, annual stability protocol, 
Production of a replacement WCB, annual stability protocol for primary and working 
reference standards.

ii. Outstanding review issues/residual risk: Drug substance manufacturing facility on-site pre-
license inspection is scheduled on 02/23-03/03/2021. An addendum will be added with the 
final recommendation of the PLI.

iii. Future inspection points to consider: None

b. Drug Product

i. Protocols approved: stability protocol for the extension of shelf life, annual stability protocol, 
 

ii. Outstanding review issues/residual risk: None
iii. Future inspection points to consider: None

Reference ID: 4741333
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Department of Health and Human Services
Food and Drug Administration

Center for Drug Evaluation and Research
Office of Biotechnology Products

Quality Assessment Summary Tables

Table 1: Noteworthy Elements of the Application

# Checklist Yes No N/A
Product Type

1. Recombinant Product x
2. Naturally Derived Product x
3. Botanical x
4. Human Cell Substrate/source material x
5. Non-Human Primate Cell Substrate/Source Material x
6. Non-Primate Mammalian Cell Substrate/source material x
7. Non-Mammalian Cell Substrate/Source Material x
8. Transgenic Animal source x
9. Transgenic Plant source x
10. New Molecular Entity x
11. PEPFAR drug x
12. PET drug x
13. Sterile Drug Product x
14. Other: [fill in information]

Regulatory Considerations
15. Citizen Petition and/or Controlled Correspondence Linked to 

the Application [fill in number]
x

16. Comparability Protocol(s) x
17. End of Phase II/Pre-NDA Agreements term x
18. SPOTS (special products on-line tracking system) x
19. USAN assigned name x
20. Other [fill in]

Quality Considerations
21. Drug Substance Overage x
22. Formulation x
23. Process x
24. Analytical Methods x
25.

Design Space
Other x

26. Other QbD Elements x
27. Real Time release testing (RTRT) x
28. Parametric release in lieu of Sterility testing x
29. Alternative Microbiological test methods x
30. Process Analytical Technology in Commercial Production x
31. Drug Product x
32. Excipients x
33.

Non-compendial analytical 
procedures

Drug Substance x
34. Human or Animal Origin x
35.

Excipients
Novel x

36. Nanomaterials x
37. Genotoxic Impurities or Structural Alerts x
38. Continuous Manufacturing x
39. Use of Models for Release x
40. Other {fill-in}
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