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• Carton Labeling for Vials (submitted on May 7, 2021) 

 
 

• Carton Labeling for Prefilled Syringe (submitted on May 7, 2021) 

(b) (4)

(b) (4)

(b) (4)
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APPENDIX C.  Acceptable Labels and Labeling  
• Container Labels (submitted on 12/16/2021) 

 

• Carton Labeling (submitted on 12/01/2021) 

(b) (4)

(b) (4)

18 Pages of Draft Labeling have been Withheld in Full as B4 (CCI/TS) immediately following this page
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Department of Health and Human Services 
Food and Drug Administration 

Center for Drug Evaluation and Research 
Office of Biotechnology Products 

Breakthrough Therapy Designation and Priority Review 
 
Recommendation: BLA Approval 
 

BLA/NDA Number: 761224 
Assessment Number: First Round 

Assessment Date: 11/01/2021 
 
Drug Name/Dosage Form Tezspire (tezepelumab-ekko), injection 
Strength/Potency 110 mg/mL (210 mg) 
Route of Administration Subcutaneous injection 
Rx/OTC dispensed Rx 
Indication Tezspire is a thymic stromal lymphopoietin (TSLP) blocker, human 

monoclonal antibody (IgG2λ) indicated for the add-on maintenance 
treatment of adult and pediatric patients aged 12 years and older with 
severe asthma. 

Applicant/Sponsor AstraZeneca AB 
US agent, if applicable AstraZeneca Pharmaceuticals LP 

 
Product Overview: 

 
Tezepelumab is a fully human monoclonal immunoglobulin (IgG2λ) that specifically binds to human 
thymic stromal lymphopoietin (TSLP) and prevents its interaction with the TSLP receptor (TSLPR). 
TSLP, an epithelial cell-derived cytokine, occupies an upstream position in the asthma inflammatory 
cascade and plays a central role in the initiation and persistence of airway inflammation in asthma. 
Tezepelumab is indicated for the add-on maintenance treatment of patients aged 12 years and older 
with severe asthma. 
 
Tezepelumab final drug product (DP) is a sterile, single-dose, preservative free, clear to opalescent and 
colorless to light yellow solution supplied in either a vial or an accessorized pre-filled syringe (APFS), 
containing 210 mg tezepelumab. The DP vial and DP APFS are intended for subcutaneous injection and 
contain 1.91 mL deliverable volume of 110 mg/mL tezepelumab,  L-proline, 
and  polysorbate 80 at pH 5.2. 
The DP is manufactured at Amgen Manufacturing Limited (AML), Juncos, Puerto Rico. 
 
Tezepelumab was granted a breakthrough therapy designation on 9/4/2018 and priority review on 
7/7/2021. 
 

Quality Assessment Team: 
Discipline Assessor Branch/Division 

Drug Substance (DS), 
Drug Product (DP), and 
Immunogenicity assays 

Andrea Franco OPQ/OBP/DBRR IV 

Labeling CDR James Barlow OPQ/OBP 
DS Facilities/ Microbiology Jeanne Finger OPQ/OPMA/DBM 
DP Facility/Microbiology Wendy Tan OPQ/OPMA/DBM 
Device  Michaela Schulman  CDRH/OPEQ/OHT3/ DHT3C 

Team Leads LCDR Leslie A. Rivera Rosado (Product 
quality) 

OPQ/OBP/DBRR IV 
 

Reference ID: 4886941

(b) (4)

(b) (4)
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Department of Health and Human Services 
Food and Drug Administration 

Center for Drug Evaluation and Research 
Office of Biotechnology Products 

Zhong Li (Facilities) 
Maxwell Van Tassell (Microbiology) 
Suzanne Hudak (Device) 

OPQ/OPMA/DBM 
OPQ/OPMA/DBM 
CDRH/OPEQ/OHT3/ DHT3C 

OPQ RBPM Anita Brown and CDR Hamet Touré OPQ/OPRO 
Application Technical Lead LCDR Leslie A. Rivera Rosado OPQ/OBP/DBRR IV 

 
Multidisciplinary Assessment Team: 

Discipline Reviewer Office/Division 
RPM Linda Ebonine, Ladan Jafari (CPMS) OND/ORO/DROII 
Cross-disciplinary Team Lead Miya Paterniti (CDTL) OII/DPACC 
Medical Officer Jennifer Lan (MO), Miya Paterniti (CDTL) OII/DPACC 
Pharm/Tox Anup Srivastava, Carol Galvis (TL) OII/DPT II 
Clinical Pharmacology Jing Niu, Yunzhao Ren (TL) OCP/DIIP 
Pharmacometrics Jingyu “Jerry” Yu (TL) OCP/DPM 
Genomics Bart Rogers / Christian Grimstein (TL) OCP/DTPM 
Biostatistics Susan Mayo, Yongman Kim (TL) OB/DB III 
OSI Suyoung “Tina” Chang, Karen Bleich (TL) OSI/DCCE/GCPAB 
OSE SRPM Cristina Attinello, Nichelle Rashid (TL) OSE PMS 
OSE/DMEPA Lissa Owens (SE), Idalia Rychlik (TL) OSE/DMEPA I 
OSE/OPE/DEPI Yan Li / Efe Eworuke (TL) OSE/OPE/DEPI II 
OSE/OPE/DVP Scott Janiczak / Lisa Wolf (TL) OSE/OPE/DVP I 
OSE/OMEPRM/DRM Donella Fitzgerald OSE/OMEPRM/DRM 
Patient Labeling Marcia Williams (TL) OMP/OMPI/DMPP 
OPDP Kyle Snyder OPDP/DAPR II 
DCOA Onyeka Illoh DCOA 
OCP Office Director Issam Zineh OCP 

 
1.  Names: 

a. Proprietary Name/Trade Name: Tezspire 
b. Non-Proprietary/USAN/INN:  Tezepelumab 
c. CAS name:  1572943-04-4 
d. Chemical name: Anti-thymic stromal lymphopoietin (TSLP) monoclonal antibody 
e. OBP systematic name: HUMAN (IGG2) ANTI Q969D9 (TSLP_HUMAN) [MEDI9929] 
f. Other Names: AMG 157, MEDI9929  

 
Submissions Assessed: 

 
Submission  Date Received Review Completed 

(Yes/No) 
STN 761224/1 (Original BLA submission) 5/7/2021 Yes 
STN 761224 /2 (Stability updates) 5/21/2021 Yes 
STN 761224 /3 (response to IR #1 – OPMA) 5/21/2021 Yes 
STN 761224/4 (response to IR #2 – OPMA) 6/9/2021 Yes 
STN 761224/15 (response to IR #3 – OPMA and OBP) 8/23/2021 Yes 
STN 761224/19 (response to IR #4 – OBP) 9/15/2021 Yes 
STN 761224/22 (response to IR #5 – OPMA) 9/20/2021 Yes 
STN 761224/23 (response to IR #6 – OBP) 9/27/2021 Yes 
STN 761224/25 (response to IR #7 – OBP) 10/1/2021 Yes 
STN 761224/26 (Response to IR #8 – CDRH and OBP) 10/7/2021 Yes 
STN 761224/28 (Response to IR #9 – OBP) 10/13/2021 Yes 

Reference ID: 4886941
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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 Data Sheet: 

 
1.  Legal Basis for Submission: 351(a) 
2.  Related/Supporting Documents: 
 

A. DMFs: 
 

DMF HOLDER ITEM REFERENCED CODE1 STATUS2 DATE 
COMPLETED 

3 N/A N/A 

2 Adequate 10/12/21 

3 N/A  
10/13/21 

3 N/A N/A 

2 Adequate 10/12/21 

3 N/A N/A 
1.  Action codes for DMF Table: 1- DMF Assessed; Other codes indicate why the DMF was not assessed, as follows: 
2- Assessed previously and no revision since last assessment; 3- Sufficient information in application; 4- Authority to 
reference not granted; 5- DMF not available; 6- Other (explain under “comments”) 
 
2.  Action codes for Status column: Adequate, Adequate with Information Request, Deficient, or N/A (There is 
enough data in the application; therefore, the DMF did not need to be assessed). 
 
 

B. Other documents: IND, Referenced Listed Drug (RLD), or sister application. 
 

Document Application 
Number 

Description 

IND 103031 Original IND submission 
   

 
3.  Consults: 

 
Discipline/Topic Date 

Requested 
Status  Recommendation Assessor(s) 

Review of delivery 
device 
(Accessorized pre-
filled syringe) 

6/7/2021 Completed 
10/25/2021 

The device constituent of the 
combination product is 
approvable for the proposed 
indication. 
A device quality systems / 
facilities assessment is not 
required for this product 
because the product is not 

Michaela Schulman 
Suzanne Hudak (TL) 
CAPT Alan M. 
Stevens (Assistant 
Director, DHT3C) 

Reference ID: 4886941

(b) (4)
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Department of Health and Human Services 
Food and Drug Administration 

Center for Drug Evaluation and Research 
Office of Biotechnology Products 

an emergency (i.e., life-
saving and essential1) 
treatment that are 
administered by non-health 
care professionals. 

 
4.  Environmental Assessment of Claim of Categorical Exclusion: 
 

In Module 1 (1.12.14 Environmental Assessment – Claim for Categorical Exclusion), AstraZeneca 
AB/Amgen claims categorical exclusion, in accordance with 21 CFR 25.31(c), from the requirement 
to prepare an Environmental Assessment as tezepelumab is not expected to significantly alter the 
concentration of the substance, its metabolites, or degradation products in the environment. No 
extraordinary circumstances exist, as referenced in 21 CFR §25.21(a) or 21 CFR §25.21(b) that 
require submission of an Environmental Assessment.  
Conclusion: The claim of categorical exclusion is acceptable. 

 
1 Examples of emergency, life-saving and essential treatments include those used for conditions such as anaphylaxis or 
cardiac arrest and others in which failure of drug delivery may expose the patient to the reasonable likelihood of serious 
injury or death. 

Reference ID: 4886941
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Department of Health and Human Services 
Food and Drug Administration 

Center for Drug Evaluation and Research 
Office of Biotechnology Products 

Executive Summary 
 

I.  Recommendations 
 
A. Recommendation and Conclusion on Approvability: 

 
The Office of Pharmaceutical Quality, CDER, recommends approval of STN 761224 for Tezspire 
(tezepelumab-ekko) manufactured by AstraZeneca AB. The data submitted in this application 
are adequate to support the conclusion that the manufacture of Tezspire 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. 
 

B. Approval Action Letter Language: 
 

• Manufacturing location: 
o Drug Substance: 

 Amgen Inc. (FEI: 2026154): One Amgen Center Drive Thousand Oaks, 
California, 91320, United States (USA)  

o Drug Product: 
 Amgen Manufacturing Limited (FEI: 1000110364): Carr 31 KM 24.6 

Juncos, Puerto Rico, 00777, United States (USA) 
 

• Dosage form and fill size:  
o Injection: 110 mg/mL (210 mg), vials and accessorized pre-filled syringe (APFS) 

 
• Dating period: 

o Drug Product: 36 months: 2-8 °C 
o Drug Substance:  months:  °C 

 
• Stability Option: 

o 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. 

 
• Exempt from lot release: 

o Yes 
o Rationale, if exempted: specified product 

Note: Tezspire (tezepelumab-ekko) is exempted from lot release per FR 95-29960. 
 

C. Benefit/Risk Considerations: 
 
The review of manufacturing information provided in the application has concluded that the 
methodologies and processes used for drug substance and drug product manufacturing, release 
and stability testing are robust and sufficiently controlled to result in a consistent and safe 
product. The drug substance manufacturing process is robust for inactivation and removal of 
adventitious agents. No approvability issues were identified from a sterility assurance or 
microbiology product quality perspective. 

Reference ID: 4886941

(b) 
(4)

(b) (4)
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Department of Health and Human Services 
Food and Drug Administration 

Center for Drug Evaluation and Research 
Office of Biotechnology Products 

The tezepelumab drug substance (DS) will be manufactured at Amgen Inc. (FEI: 2026154) and 
the Tezspire drug product (DP) at Amgen Manufacturing Limited (FEI: 1000110364). Pre-
licensing inspections or assessments were conducted at Amgen, Inc. and Amgen Manufacturing 
Limited and the facilities were found acceptable for the proposed operations. 
 
The Center for Devices and Radiological Health (CDRH), Office of Product Evaluation and 
Quality (OPEQ), Office of Health Technology 3 (OHT3), Division of Drug Delivery and General 
Hospital Devices, and Human Factors (DHT3C) provided an assessment of the needle safety 
device constituent part of the prefilled syringe product. No approvability issues were identified 
from a device constituent parts of the combination product. They also determined that a device 
quality systems / facilities assessment is not required for this product because the product is 
not an emergency treatment that is administered by non-health care professionals. 
 
The immunogenicity assays are sufficiently sensitive to detect anti-drug antibodies (ADA) in 
presence of tezepelumab at plasma concentrations. 
 

D. Recommendation on Phase 4 (Post-Marketing) Commitments, Requirements, 
Agreements, and/or Risk Management Steps, if approvable: 

 
None. 

  

Reference ID: 4886941
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Department of Health and Human Services 
Food and Drug Administration 

Center for Drug Evaluation and Research 
Office of Biotechnology Products 

 
II. Summary of Quality Assessments: 
 
A. CQA Identification, Risk and Lifecycle Knowledge Management 
 
Table 1: Active Pharmaceutical Ingredient CQA Identification, Risk and Lifecycle Knowledge 
Management 
 

CQA type CQA Risk Origin Control Strategy 

Potency  
(biological 
activity) 

Function of binding to 
TSLP and preventing 
binding of TSLP to its 
receptor 

Bioactivity (efficacy) Intrinsic to the 
molecule 

Identity Identity  
(by ELISA) 

Efficacy, safety, and 
immunogenicity 

Intrinsic to the 
molecule 

 
Product-
related 
impurities 

Size-Variants: Aggregates  

Potential to impact 
potency and to 
cause an 
immunogenic 
response 

Cell culture, 
potential 
formation during 
processing and 
storage 
Cell culture, 
potential 
formation during 
processing and 
storage 

Size-Variants: Dimer Potential to impact 
potency and PK 

Tryptophan 
oxidation (CDR) 

Potential to impact 
potency and to 
cause an 
immunogenic 
response 

Potential formation 
during processing 
and 
storage 

Fragmentation 
(peptide bond) 

Potential impact to 
PK 

Cell culture, 
potential formation 
during processing 
and storage 

Product-
related 
variants 

Charge variants N/A 
Cell culture, 
potential 
shifts in processing 
and storage 

High mannose Potential impact to 
PK Cell culture 

 
B. Drug Substance [Tezepelumab] Quality Summary 
 
Table 2 provides a summary of the identification, risk, and lifecycle knowledge management for drug 
substance CQAs that derive from the drug substance manufacturing process and general drug 
substance attributes. 

Reference ID: 4886941

(b) (4)
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Center for Drug Evaluation and Research 
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Table 2: Drug Substance CQA Process Risk Identification and Lifecycle Knowledge Management 
 

CQA type CQA Risk Origin  Control Strategy 

Process-
related 
impurities 

Host Cell DNA N/A Cell culture 

Host Cell Proteins (HCP) Potential to impact 
immunogenicity Cell culture 

 Potential to impact 
immunogenicity   

Extractables/Leachables Immunogenicity, Safety 
Raw materials, 
manufacturing 
process 

Adventitious 
Agents 

Viral Safety (Adventitious 
viruses or mycoplasma) Safety 

Introduction from 
materials or 
environment, 
propagation in cell 
culture 

Bioburden Safety 
Introduction from 
materials or 
environment 

Bacterial Endotoxins Safety 
Introduction from 
materials or 
bioburden 

Composition 
and Strength 

Protein Concentration 
Potential impact to 
patient safety and 
efficacy 

Formulation 

Osmolality Potential impact to 
patient safety 

 
(formulation) 

Reference ID: 4886941
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• Container closure: 
The drug substance container closure system is  

 
 

Reference ID: 4886941

(b) (4)

(b) (4)
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