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BLA Executive Summary 
Assessment Date: 1/31/2024 

 
1. Application/Product Information  
BLA number 761248 

Submission Type Resubmission (June 12, 2023), review extension due to 
major amendment 

Regulatory Pathway NME 351(a), Breakthrough, Fast Track 

Associated IND/BLA IND 109157 

Review Designation Priority Review 

Applicant Eli Lilly and Company  

Indication KISUNLA is an amyloid beta-directed antibody indicated 
for the treatment of Alzheimer’s disease. Treatment 
with KISUNLA should be initiated in patients with mild 
cognitive impairment or mild dementia stage of disease, 
the population in which treatment was initiated in the 
clinical trials. 

Rx/OTC dispensed Rx 

Drug Product Name Proprietary Name: KISUNLA 

Non-proprietary Name: donanemab-azbt 

OBP Naming: MAB HUMANIZED (IGG1) ANTI P05067 
(A4_HUMAN) [LY3002813]     

Drug Product 
Description 

Donanemab is a humanized IgG-1 antibody directed at 
an N-terminal, third amino acid, pyroglutamate (N3pG) 
formation of amyloid beta (Aβ) epitope that is present 
only in brain amyloid plaques and is being developed as 
a treatment for Alzheimer’s disease (AD). Donanemab 
consists of two identical immunoglobulin kappa light 
chains and two identical immunoglobulin gamma heavy 
chains with 2 interchain disulfide bonds connecting the 
2 arms. 
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The mechanism of action of donanemab is targeting 
and removal of existing cerebral amyloid plaque through 
microglial-mediated phagocytosis of the deposited 
amyloid plaque. Donanemab targets the N3pG amyloid 
beta specific to amyloid plaque in the population of 
patients with early symptomatic AD with existing brain 
amyloid load. 

Dosage Form Injection 

Strength 350 mg/20 mL (17.5 mg/mL) 

Route of 
Administration 

Intravenous infusion 

Primary Container 
Closure System 

Vial 

Device Information N/A 

Co-packaged 
Product Information 

None 

 

 

 

 

 

OPQ Review Team 

Discipline Primary Secondary 

Drug substance Ying-Xin Fan Jacek Cieslak 
Drug product 
Immunogenicity 
Assay  
Facility Lindsey Brown (DS) 

Wendy Tan (DP) 
Zhong Li 

Microbiology Lindsey Brown (DS) 
Wendy Tan (DP) 

Maxwell Van 
Tassell 

RBPM Nowrin Kakon 
ATL Jacek Cieslak 

OPQ Issued Consults None 
 

2. Recommendation and Conclusion on Approvability 
Recommendation: Approval 
The Office of Pharmaceutical Quality, CDER, recommends approval of BLA 
761248 for KISUNLA (donanemab-azbt) manufactured by  
The data submitted in this application are adequate to support the conclusion 

Reference ID: 5324739

(b) (4)
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As an initial matter, we determined that no U.S. standard of potency has 
been prescribed for KISUNLA (i.e., there is no specific test method described 
in regulation for KISUNLA that establishes an official standard of potency).  
We next considered whether potency is a factor for KISUNLA 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 KISUNLA for purposes of § 610.61(r) because lot variability is not a 
concern for KISUNLA as KISUNLA’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. Drug Substance: 

i. Protocols approved: 

ii. 
iii. Future inspection points to consider: refer to the BLA 761248 

Executive Summary uploaded to DARRTS on 1/17/2023  
 

c. Drug Product: 
i. Protocols approved: 

• Drug product stability protocol  
• Addition of a new product into a drug product commercial 

multi-product facility 
ii. Residual risk: none identified  
iii. Future inspection points to consider: none  

Reference ID: 5324739

(b) (4)
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FOIA statement: More detailed assessments of the BLA submission, which are not 
included in this integrated quality assessment, may be requested via a Freedom of 
Information Act (FOIA) request. 

Reference ID: 5324739
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LABELS AND LABELING ASSESSMENT 
 

Date of Assessment: February 1, 2024 

Assessor: Liming Lu, PharmD 
Labeling Assessor 
Office of Product Quality Assessment III (OPQA III) 

Through: Ying-Xin Fan, PhD  
Product Quality Assessor 
OPQA III/Division of Product Quality Assessment XVI 

Application: BLA 761248 

Applicant: Eli Lilly and Company 

Submission Date: June 12, 2023 

Product: Kisunla (donanemab-azbt) 

Dosage form(s): Injection 

Strength and 
Container-Closure: 

350 mg/20 mL (17.5 mg/mL) in a single-dose vial 

Purpose of 
assessment: 

The Applicant re-submitted a biologics license application for the 
Agency assessment. 
 

Recommendations: The prescribing information, medication guide, container labels, and 
carton labeling are acceptable from an OPQA III labeling 
perspective. 

 
 
 

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). 
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CONCLUSION 
The prescribing information (submitted on January 26, 2024), medication guide (submitted on 
June 12, 2023), container labels and carton labeling (submitted on June 12, 2023) were 
assessed and found to be acceptable (see Appendix C) from an OPQA III Labeling perspective.  
 
APPENDICES 
Appendix A: Proposed Labeling  

 Prescribing Information (submitted on June 12, 2023) 
\\CDSESUB1\EVSPROD\bla761248\0104\m1\us\proposed-uspi.docx 

 Medication Guide (submitted on June 12, 2023) 
\\CDSESUB1\EVSPROD\bla761248\0104\m1\us\proposed-medguide.docx 

 Container Labels (submitted on June 12, 2023) 

\\CDSESUB1\EVSPROD\bla761248\0104\m1\us\contain-350mg-vial-1ct.pdf 

 Carton Labeling (submitted on June 12, 2023) 

\\CDSESUB1\EVSPROD\bla761248\0104\m1\us\carton-350mg-vial-1ct.pdf  

(b) (4)
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APPENDIX C.  Acceptable Labels and Labeling  
 Prescribing Information (submitted on January 26, 2024) 

\\CDSESUB1\EVSPROD\bla761248\0156\m1\us\proposed-uspi-clean.docx  
 Medication Guide (submitted on June 12, 2023) 

\\CDSESUB1\EVSPROD\bla761248\0104\m1\us\proposed-medguide-clean.docx  
 Container Labels (submitted on June 12, 2023) 

\\CDSESUB1\EVSPROD\bla761248\0104\m1\us\contain-350mg-vial-1ct.pdf  

 Carton Labeling (submitted on June 12, 2023) 
\\CDSESUB1\EVSPROD\bla761248\0104\m1\us\carton-350mg-vial-1ct.pdf  

(b) (4)

(b) (4)



Liming
Lu

Digitally signed by Liming Lu
Date: 2/01/2024 08:38:00AM
GUID: 633d82d0001fb9cd8535e78c71271f3d

Ying Xin
Fan

Digitally signed by Ying Xin Fan
Date: 2/01/2024 09:05:20AM
GUID: 508da6dc000266e7f77d37bc2e4a5a87
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BLA Executive Summary 
Assessment Date: 1/17/2023 

 
1. Application/Product Information  
BLA number 761248 

Submission Type Original submission 

Regulatory Pathway NME 351(a), Breakthrough, Fast Track 

Associated IND/BLA IND 109157 

Review Designation Priority Review 

Applicant Eli Lilly and Company 

Indication 

Rx/OTC dispensed Rx 

Drug Product Name Proprietary Name: Kisunla 

Non-proprietary Name: donanemab-azbt  

OBP Naming: MAB HUMANIZED (IGG1) ANTI P05067 
(A4_HUMAN) [LY3002813]     

Drug Product 
Description 

Donanemab is a humanized IgG-1 antibody directed at 
an N-terminal, third amino acid, pyroglutamate (N3pG) 
formation of amyloid beta (Aβ) epitope that is present 
only in brain amyloid plaques and is being developed as 
a treatment for Alzheimer’s disease (AD). Donanemab 
consists of two identical immunoglobulin kappa light 
chains and two identical immunoglobulin gamma heavy 

Reference ID: 5110894

(b) (4)



 

 

 
Page 2 of 10 

 

Department of Health and Human Services 
Food and Drug Administration 

Center for Drug Evaluation and Research 
Office of Biotechnology Products 

chains with 2 interchain disulfide bonds connecting the 
2 arms. 

The mechanism of action of donanemab is considered 
to be the targeting and removal of existing cerebral 
amyloid plaque through microglial-mediated 
phagocytosis of the deposited amyloid plaque. 
Donanemab targets the N3pG amyloid beta specific to 
amyloid plaque in the population of patients with early 
symptomatic AD with existing brain amyloid load. 

Dosage Form Intravenous infusion 

Strength 350 mg/20 mL (17.5 mg/mL) 

Route of 
Administration 

Intravenous infusion 

Primary Container 
Closure System 

Vial 

Device Information N/A 

Co-packaged 
Product Information 

None 

 

 

 

 

 

OPQ Review Team 

Discipline Primary Secondary 

Drug substance 
(DS) 

Ying-Xin Fan Jacek Cieslak 

Drug product (DP) Ying-Xin Fan Jacek Cieslak 

Immunogenicity 
Assay  

Ying-Xin Fan Jacek Cieslak 

Facility Wendy Tan (DP) 
Lindsey Brown 
(DS) 

Zhong Li 

Microbiology Wendy Tan (DP) 
Lindsey Brown 
(DS) 

Maxwell Van 
Tassell 

Reference ID: 5110894
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RBPM Erica Keafer 

ATL Jacek Cieslak 

OPQ Issued Consults None 

 
2. Recommendation and Conclusion on Approvability 

OPQ Recommendation: Approval 

From a product quality perspective, the Office of Pharmaceutical Quality (OPQ), 
CDER, does not note any product quality deficiencies that would preclude 
approval of BLA 761248 for Kisunla manufactured  at 
this time. However, due to clinical deficiencies, this application will not be 
approved during this assessment cycle. The residual product quality issues listed 
below will be communicated to the sponsor in the FDA Complete Response (CR)  

3. Additional CMC Comments to Be Included in the CR Letter: 
 
Include glycosylation profiling in the release specification for donanemab drug 
substance using a validated testing method and establish acceptance criteria for 
main glycan forms, high mannose, and other afucosylated species with upper 
and lower limits, as applicable. Provide the results of the method validation for 
glycosylation profiling and the data and analysis used to set acceptance criteria. 
 

4. Basis for Recommendation  
a. Summary: 
KISUNLA (donanemab-azbt) is indicated to slow disease progression of Alzheimer’s 
disease, an irreversible, progressive neurodegenerative disease. The FDA recognizes the 
urgent and unmet medical need for effective treatments for Alzheimer’s disease and 
particularly for treatments to delay, halt, or reverse its pathophysiological processes. 
Donanemab received breakthrough designation for this indication on June 21, 2021 and 
received Fast Track designation on July 20, 2018. 

The assessment of manufacturing information provided in the application 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. The overall control strategy 
incorporates control over raw materials, facilities and equipment, the manufacturing 
process, adventitious agents, microbial contamination, and release and stability of the 
drug substance and drug product. The assays used for immunogenicity assessment in 
the clinical studies to support this BLA are adequately validated and suitable for their 

Reference ID: 5110894

(b) (4)
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a. Established Conditions based on ICH Q12 principles:  No 
 
b. Drug Substance: 

i. Protocols approved: 

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

Reference ID: 5110894

(b) (4)

(b) (4)
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c. Drug Product: 

i. Protocols approved: 
• Drug Product Stability Protocol 
• Addition of a New Product into a Drug Product Commercial Multi-

Product Facility 
 

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

 
 

FOIA statement: More detailed assessments of the BLA submission, which are not 
included in this integrated quality assessment, may be requested via a Freedom of 
Information Act (FOIA) request. 

Reference ID: 5110894

(b) (4)









 

 

 
Page 10 of 10 

 

Department of Health and Human Services 
Food and Drug Administration 

Center for Drug Evaluation and Research 
Office of Biotechnology Products 

 
Particulate Matter 

Visible foreign 
particles (visual 
inspection) 

Safety, 
Immunogenicity 

DP manufacturing 
process, CCS, and 
product 

Sub-visible particles  Safety, 
Immunogenicity 

DP manufacturing 
process, CCS and 
product 

Volume in 
container 

Volume of injection Efficacy/Dosing DP process (fill) 

Gross content Efficacy/Dosing DP process (fill) 

 
 
 
 
 
 
 
 
 
Contamination  

Microbial 
contamination 
(bioburden/sterility) 
(bioburden, sterility, 
CCIT) 

Safety 
MCB/WCB/ raw 
material, DS 
manufacturing 
process 

Endotoxin/ pyrogen Safety 
MCB/WCB/ raw 
material, DS 
manufacturing 
process 

Composition and 
strength 

Protein Concentration 
(A280) Efficacy 

Formulation, 
DS/DP 

process 

pH Safety Formulation 

Polysorbate 80 
Concentration 

Safety and product 
stability 

Formulation, DS/DP 
Process 

Color Safety 
Intrinsic to the 
molecule, 
formulation 

Osmolality Safety, stability, 
bioactivity Formulation  

Excipient 
Concentration 
 

Safety and product 
stability Formulation,  
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(b) (4)

(b) (4)

(b) (4)
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