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LABELS AND LABELING ASSESSMENT 
 

Date of Assessment: February 27, 2025 

Assessor: Jennifer Kim, PharmD 
Labeling Assessor 
Office of Product Quality Assessment III (OPQA III) 

Through: Qiong Fu, PhD  
Product Quality Assessor 
OPQA III/Division of Product Quality Assessment XIV 

Application: BLA 761404 

Applicant: CELLTRION, Inc. 

Submission Date: November 30, 2023 

Product: Osenvelt (denosumab-bmwo) 
Stoboclo (denosumab-bmwo) 

Dosage form(s): Injection 

Strength and 
Container-Closure: 

120 mg/1.7 mL (70.6 mg/mL) in single-dose vial 
60 mg/mL in single-dose prefilled syringe 

Purpose of 
assessment: 

The Applicant submitted a biologics license application to seek 
approval of Osenvelt (denosumab-bmwo) for prevention of skeletal-
related events in patients with multiple myeloma in patients with 
bone metastases from solid tumors as an interchangeable to the 
reference product Xgeva (denosumab) BLA 125320 and Stovoclo 
(denosumab-bmwo) for reducing bone turnover, bone fractures, and 
osteoporosis where there are hormonal deficits, natural or therapy 
induced as an interchangeable biosimilar to the reference product 
Prolia (denosumab) BLA 125320. 
 

Recommendations: The prescribing information, medication guide, container labels, and 
carton labeling are acceptable from an OPQA III 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 and medication guide submitted on February 26 and February 27, 
2025, container labels and carton labeling submitted on February 26, 2025, were assessed and 
found to be acceptable (see Appendix C) from an OPQA III Labeling perspective.  
 
APPENDICES 
Appendix A: Proposed Labeling  

 Prescribing Information and Medication Guide (submitted on November 30, 2023) 
\\CDSESUB1\EVSPROD\bla761404\0001\m1\us\draft-labeling-text-120mg-vial.docx  

\\CDSESUB1\EVSPROD\bla761404\0001\m1\us\draft-labeling-text-60mg-pfs-s.docx  

 Container Labels (submitted on November 30, 2023) 
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2 Page(s) of Draft Labeling have been Withheld in Full as B4 (CCI/TS) 
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BLA Executive Summary Addendum
Assessment Date: February 18, 2025

Addendum: This addendum has been prepared to document the final OPQ 
recommendation on approvability of BLA 761404 following the determination 
of compliance status for the manufacturing facilities for this BLA and 
finalization of the microbiology assessment. For additional summary 
information on the comparative analytical assessment, refer to the OPQ IQA 
executive summary memorandum uploaded to Panorama and DARRTS on 
August 14, 2024.

1. Application/Product Information 
BLA number 761404

Submission Type Original Submission

Regulatory Pathway Biosimilar 351 (k), also proposing interchangeability

Associated IND/BLA IND 147751

Review Designation standard review

Applicant Celltrion Inc.

Indication All indications currently approved for US-licensed Prolia 
and Xgeva, including:

• Treatment of postmenopausal women with 
osteoporosis at high risk for fracture

• Treatment to increase bone mass in men with 
osteoporosis at high risk for fracture

• Treatment of glucocorticoid-induced osteoporosis 
in men and women at high risk for fracture

• Treatment to increase bone mass in men at high 
risk for fracture receiving androgen deprivation 
therapy for nonmetastatic prostate cancer

• Treatment to increase bone mass in women at 
high risk for fracture receiving adjuvant 
aromatase inhibitor therapy for breast cancer. 
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• Prevention of skeletal-related events in patients 
with multiple myeloma and in patients with bone 
metastases from solid tumors

• Treatment of adults and skeletally mature 
adolescents with giant cell tumor of bone that is 
unresectable or where surgical resection is likely 
to result in severe morbidity

• Treatment of hypercalcemia of malignancy 
refractory to bisphosphonate therapy

Rx/OTC dispensed Rx

Proprietary Name:  Stoboclo (pre-filled syringe) and 
Osenvelt (vial) (proposed)

Non-proprietary Name/Code Name denosumab-
bmwo/ CT-P41 (company code)

Drug Product Name

OBP Naming: 

MAB HUMAN (IGG2) ANTI O14788 (TNF11_HUMAN) 
[CTP41]

Drug Product 
Description

Sterile, preservative-free, colorless to to pale yellow 
solution supplied in a single-dose vial or pre-filled 
syringe (PFS) assembled with a needle safety device.

Each single dose vial contains 120 mg denosumab-
bmwo,  acetate, 4.7% sorbitol, 0.01% 
polysorbate 20 at pH 5.2 and Water for Injection (USP).
Each single dose PFS contains 60 mg denosumab-bmwo 
(60 mg/mL solution),  acetate, 4.7% sorbitol, 
0.01% polysorbate 20 to a pH of 5.2 and Water for 
Injection (USP).
Denosumab-bmwo is a therapeutic recombinant human 
IgG2 monoclonal antibody with affinity and specificity 
for human RANKL (receptor activator of nuclear factor 
kappa-B ligand). Denosumab-bmwo has an approximate 
molecular weight of 147 kDa and is produced in 
genetically engineered mammalian (Chinese hamster 
ovary) cells.

Reference ID: 5533427
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Dosage Form Solution for injection

Strength 60 mg/pre-filled syringe (60 mg/1 mL)

120 mg/vial (120 mg/1.7 mL) 

Route of 
Administration

Subcutaneous

Primary Container 
Closure System

60 mg/1 mL PFS: 1 mL  glass syringe with a 
staked-in-place stainless steel needle and closed with 
a  elastomeric plunger-
stopper and an elastomeric needle shield (cap).
120 mg/1.7 mL vial: 3mL  glass vial closed with 
a 13 mm elastomeric stopper and flip-off seal

Device Information The PFS has a 27-gauge fixed ½ inch staked-in-place 
stainless steel needle and is assembled with a finger 
flange, plunger rod and fitted with a passive safety 
guard.

Co-packaged 
Product Information

N/A

Discipline Primary Secondary

Drug substance Qiong Fu Yetao Jin 

Drug product Qiong Fu Yetao Jin 

Immunogenicity 
Assay 

Qiong Fu Yetao Jin 

Facility Hamet Toure 
(drug substance 
(DS)) 

Maria Gutierrez-
Hoffman (drug 
product (DP))

Virginia Carroll OPQ Review Team

Microbiology Hamet Toure (DS) Virginia Carroll 
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• PFS: supplied as a 60 mg/mL solution in a single dose prefilled syringe 
assembled with a needle safety device.

c. Dating Period: 
• Drug Product:
• Single dose vial: 36 months at 5°C ± 3°C. It can be stored at room 

temperature up to a maximum of 25 ℃ (77 ℉) for a period of up to 30 
days in the carton to protect from light and should not be refrigerated 
afterward.

• PFS: 48 months at 5°C ± 3°C. It can be stored at room temperature up to 
a maximum of 25 ℃ (77 ℉) for a period of up to 30 days and should not 
be refrigerated afterward.

• Drug Substance:

• Intermediate Substance, if applicable: N/A
• For copackaged products: Not copackaged
• Stability Option: 

o For stability protocols:
▪ We have approved the stability protocol(s) in your license 

application for the purpose of extending the expiration 
dating of your drug substance and/or drug product under 21 
CFR 601.12.

d. Exempt from lot release: 
• Yes
• Rationale, if exempted: Stoboclo and Osenvelt are exempted from lot 

release per FR 95-29960.

4. Basis for Recommendation
a. Summary:

CT-P41 is a human monoclonal antibody (IgG2) that targets and binds with 
high affinity and specificity to RANKL (receptor activator of the nuclear factor 
kappa-B ligand), a transmembrane or soluble protein essential for the 
formation, function, and survival of osteoclast, the cells responsible for bone 
resorption thereby modulating calcium release from bone. It is a proposed 
interchangeable biosimilar to US-licensed Prolia and US-licensed Xgeva for the 
same indications as US-licensed Prolia and US-licensed Xgeva. Potency of CT-
P41 is controlled using a cell-based osteoclastogenesis inhibition assay in DS 
and DP release and stability testing. The primary mechanism of action (MoA) 
of CT-P41 is not mediated via the Fc region or activities associated with 
afucosylated glycans and CT-P41 was specifically developed as an IgG2 to 
neutralize RANKL without inducing complement activation and ADCC.

Reference ID: 5533427
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sterility perspective is also approval with the post-marketing commitments 
listed in section 4e of this addendum.

The Center for Devices and Radiological Health (CDRH) final recommendation 
is that the needle safety device of the PFS combination product is approvable. 

The overall denosumab-bmwo/ Stoboclo and Osenvelt 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 
manufacturing processes and overall control strategies for denosumab-bmwo/ 
Stoboclo and Osenvelt are appropriately established to ensure consistency 
and quality of the final product; therefore, lot variability is not a concern. The 
BLA is recommended for approval from product quality, facility, microbiology, 
and sterility assurance perspectives. The assays used for immunogenicity 
assessment in the clinical studies to support this BLA are adequately validated 
and suitable for their intended purpose.

Therefore, from an OPQ perspective, this BLA is recommended for approval.

b. Subdiscipline Recommendation:    
   Drug Substance     - Adequate
   Drug Product - Adequate
   Immunogenicity Assay - Adequate   
   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 denosumab (i.e., there is no specific test method 
described in regulation for denosumab that establishes an official standard of 
potency).  We next considered whether potency is a factor for denosumab 
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 Stoboclo and Osenvelt for purposes of § 610.61(r) because 
lot variability is not a concern for Stoboclo and Osenvelt as Stoboclo and 
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• Container closure system (CCS) leachable study protocol for 
PFS DP under long-term conditions

• Primary PFS DP stability study protocol (long-term)
• Post-approval annual stability study protocol for PFS DP
• CCS leachable study protocol for vial DP under long-term 

conditions
• Primary vial DP stability study protocol (long-term)
• Post-approval annual stability study protocol for vial DP
• Shipping validation protocol for change in shipping conditions 

(for transportation of CT-P41 DS, PFS DP or vial DP)
ii. Residual risk: N/A
iii. Future inspection points to consider: N/A

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.

Appendix. Comparative Analytical Assessment Summary
(Refer to the OPQ IQA executive summary memorandum uploaded to 
Panorama and DARRTS on August 14, 2024.)
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BLA Executive Summary 
Assessment Date: Assessment Date: August 14, 2024 

 
1. Application/Product Information  

BLA number 761404 

Submission Type Original Submission 

Regulatory Pathway Biosimilar 351 (k), also proposing interchangeability 

Associated IND/BLA IND 147751 

Review Designation standard review 

Applicant Celltrion Inc. 

Indication All indications currently approved for US-licensed Prolia 

and Xgeva, including: 

 Treatment of postmenopausal women with 

osteoporosis at high risk for fracture 

 Treatment to increase bone mass in men with 

osteoporosis at high risk for fracture 

 Treatment of glucocorticoid-induced osteoporosis 

in men and women at high risk for fracture 

 Treatment to increase bone mass in men at high 

risk for fracture receiving androgen deprivation 

therapy for nonmetastatic prostate cancer 

 Treatment to increase bone mass in women at 

high risk for fracture receiving adjuvant 

aromatase inhibitor therapy for breast cancer.  

 Prevention of skeletal-related events in patients 

with multiple myeloma and in patients with bone 

metastases from solid tumors 

 Treatment of adults and skeletally mature 

adolescents with giant cell tumor of bone that is 

unresectable or where surgical resection is likely 

to result in severe morbidity 

 Treatment of hypercalcemia of malignancy 

refractory to bisphosphonate therapy 

Reference ID: 5429870



 

 

        
Page 2 of 14 

 

Department of Health and Human Services 
Food and Drug Administration 

Center for Drug Evaluation and Research 
Office of Biotechnology Products 

Rx/OTC dispensed Rx 

Drug Product Name Proprietary Name:  Stoboclo (pre-filled syringe) and 

Osenvelt (vial) (proposed) 

Non-proprietary Name/Code Name denosumab-

bmwo/ CT-P41 (company code) 

OBP Naming:  

MAB HUMAN (IGG2) ANTI O14788 (TNF11_HUMAN) 

[CTP41] 

Drug Product 

Description 

 
 
 
 
 
 
 
 

 

Sterile, preservative-free, colorless to to pale yellow 
solution supplied in a single-dose vial or pre-filled 
syringe (PFS) assembled with a needle safety device. 
 
Each single dose vial contains 120 mg denosumab-
bmwo,  acetate, 4.7% sorbitol, 0.01% 
polysorbate 20 at pH 5.2 and Water for Injection (USP). 
Each single dose PFS contains 60 mg denosumab-bmwo 
(60 mg/mL solution), acetate, 4.7% sorbitol, 
0.01% polysorbate 20 to a pH of 5.2 and Water for 
Injection (USP). 
Denosumab-bmwo is a therapeutic recombinant human 
IgG2 monoclonal antibody with affinity and specificity 
for human RANKL (receptor activator of nuclear factor 
kappa-B ligand). Denosumab-bmwo has an approximate 
molecular weight of 147 kDa and is produced in 
genetically engineered mammalian (Chinese hamster 
ovary) cells. 

Dosage Form Solution for injection 

Strength 60 mg/pre-filled syringe (60 mg/1 mL) 

120 mg/vial (120 mg/1.7 mL)  

Route of 

Administration 

Subcutaneous 

Primary Container 

Closure System 

60 mg/1 mL PFS: 1 mL  glass syringe with a 
staked-in-place stainless steel needle and closed with 
a  elastomeric plunger-
stopper and an elastomeric needle shield (cap). 

Reference ID: 5429870
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120 mg/1.7 mL vial: 3mL  glass vial closed with 

a 13 mm elastomeric stopper and flip-off seal 

Device Information The PFS has a 27-gauge fixed ½ inch staked-in-place 

stainless steel needle and is assembled with a finger 

flange, plunger rod and fitted with a passive safety 

guard. 

Co-packaged 

Product Information 

N/A 

 

 

 

 

 

OPQ Review Team 

Discipline Primary Secondary 

Drug substance Qiong Fu  Yetao Jin  

Drug product Qiong Fu  Yetao Jin  

Immunogenicity 

Assay  

Qiong Fu  Yetao Jin  

Facility Hamet Toure (DS)  

Maria Gutierrez-

Hoffman (DP) 

Virginia Carroll  

Microbiology Hamet Toure (DS)  

Maria Gutierrez-

Hoffman (DP) 

Virginia Carroll  

RBPM Kelly Ballard  

ATL Yetao Jin 

OPQ Issued Consults CDRH/ODE and OC 

 

2. Recommendation and Conclusion on Approvability 
Recommendation: Pending 

The Office of Pharmaceutical Quality (OPQ), CDER, recommendation on 
approvability of BLA 761404 for Stoboclo and Osenvelt manufactured by Celltrion 
Inc is pending the final determination of compliance status of the manufacturing 
facilities and the completion of the microbiological assessment. 
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3. Basis for Recommendation  
a. Summary: 

CT-P41 is a human monoclonal antibody (IgG2) that targets and binds with 
high affinity and specificity to RANKL (receptor activator of the nuclear factor 
kappa-B ligand), a transmembrane or soluble protein essential for the 
formation, function, and survival of osteoclast, the cells responsible for bone 
resorption thereby modulating calcium release from bone. It is a proposed 
interchangeable biosimilar to US-licensed Prolia and US-licensed Xgeva for the 
same indications as US-licensed Prolia and US-licensed Xgeva. Potency of CT-
P41 is controlled using a cell-based osteoclastogenesis inhibition assay in 
drug substance (DS) and drug product (DP) release and stability testing. The 
primary mechanism of action (MoA) of CT-P41 is not mediated via the Fc 
region or activities associated with afucosylated glycans and CT-P41 was 
specifically developed as an IgG2 to neutralize RANKL without inducing 
complement activation and ADCC. 
 
The totality of the evidence from the comparative analytical assessment 
supports that CT-P41 is highly similar to US-licensed Prolia and US-licensed 
Xgeva, notwithstanding minor differences in clinically inactive components. 
The strengths of CT-P41 60 mg/mL in the single-dose PFS for subcutaneous 
injection and 120mg/1.7mL (70mg/mL) in a single-dose vial for subcutaneous 
injection are the same as those of US-licensed Prolia and US-licensed Xgeva in 
the same presentations and routes of administration, respectively. Refer to 
Appendix for detailed summary of the comparative analytical assessment. 
 
The CT-P41 DS manufacturing process consists of  

 
 

 
 

 
  

 
The DP manufacturing process for the 120 mg/1.7 mL vial presentation includes 

 
  

 
The DP manufacturing process for the 60 mg/1 mL PFS presentation includes 
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The assays used for immunogenicity assessment in the clinical studies to support 
this BLA are adequately validated and suitable for their intended purpose. 
 
The recommendation from the Center for Devices and Radiological 
Health (CDRH) is for approval of the device component of the application. 
CDRH defers to the Office of Pharmaceutical Manufacturing Assessment 
(OPMA) for the assessment of the device assembly and secondary packaging 
site at 82, 2 Sandan-ro, Ochang-eup, Cheongwon-gu, Cheongju-si, 
Chungcheongbuk-do, 28117, Republic of Korea (FEI: 3012279978).  
 
The final recommendation from the OPQ is pending the determination of 

facilities and the completion of the microbiological assessment from the 

OPMA. 

 

b. Subdiscipline Recommendation:  

At this time the final recommendation from OPQ is pending. The subdiscipline 

recommendations will be updated in a future addendum to this memorandum 

upon determination of the manufacturing facility compliance and completion 

of the microbiology assessment by the OPMA.  

   

   Drug Substance       - Adequate 

   Drug Product   - Adequate 

   Immunogenicity Assay - Adequate    

   Facilities   - Pending 

   Microbiology   - Pending 

                   
 

c. Environmental Assessment (EA):   

Categorical exclusion is claimed by the applicant and deemed acceptable. 

 

d. Potency Assessment for Labeling: 

Not applicable as OPQ does not recommend approval of this application.   
  

4. Life-Cycle Considerations  

Not applicable as OPQ does not recommend approval of this application. 
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through October 2024. For assessment of protein concentration only, additional 
7 lots of US-licensed Xgeva were used for a total of 10 lots. 

 3 lots of CT-P41 vial DP manufactured in July 2023 from 3 independent CT-P41 
DS lots. For assessment of protein concentration only, additional 4 independent 
CT-P41 DS lots were used that were assessed as supporting information to the 
DP lot data. 

 
The DP lots used in clinical studies and the CT-P41 PPQ lots for both presentations 
were included in the CAA. The ages of US-licensed Prolia and US-licensed Xgeva at 
the time of testing were adequate to capture potential differences or variability over 
time. 
  
The CAA included comparison of physicochemical and functional QAs of CT-P41 PFS 
and vial DP to US-licensed Prolia and US-licensed Xgeva, respectively, using qualified 
orthogonal state-of-art methods, as well as comparison of their degradation profiles 
under forced degradation conditions. Some QAs, such as host cell proteins (HCP), host 
cell DNA (HCD), are not appropriate for direct comparison of CT-P41 to US-licensed 
Prolia/US-licensed Xgeva due to differences in the manufacturing processes and 
different production host cells. These attributes, together with QAs as visual 
appearance, pH, osmolarity, particulate matter (visible and subvisible particulate), and 
extractable volume were not included in the comparative analytical studies but 
assessed as part of the commercial manufacturing process controls of CT-P41. This 
approach is consistent with recommendations in the FDA draft guidance for industry 
Development of Therapeutic Protein Biosimilars: Comparative Analytical Assessment 
and Other Quality-Related Considerations (May 2019). 
 
The CAA included an extensive comparative assessment between the CT-P41 PFS DP 
and US-licensed Prolia since this presentation was used in the clinical studies and a 
targeted comparative assessment using the same methods, with reduced lot numbers 
for QAs except protein concentration, for CT-P41 vial DP and US-licensed Xgeva. The 
Applicant used a criticality-based data analysis approach to evaluate the analytical 
results. That was consistent with FDA recommendations. A criticality ranking of QAs is 
according to the risk of potential impact on activity, PK/PD, efficacy, safety, and 
immunogenicity. The data evaluation methods are classified into the following three 
categories:  

 QR2: QAs with very high criticality amenable to statistical analysis were 
compared to quality ranges (QRs) of mean ± 2 standard deviations (SD) 
established from US-licensed Prolia. 

 QR3: QAs with high and moderate criticality amenable to statistical analysis were 
compared to QRs of mean ± 3 SD established from US-licensed Prolia or US-
licensed Xgeva (for protein concentration of the vial presentation only as the 
values of this QA are different in the PFS and vial presentations). 

 RD: Also known as Presentation of Raw/Graphical Data. This approach was 
used for the evaluation of results for low and very low criticality ranking QAs, data 
from qualitative test methods, data from orthogonal tests of QAs that have also 
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Main Variant Yes 
pI Yes 

Deamidation Yes 
N-terminal pyroglutamate Yes 

C-terminal lysine Yes 
C-terminal proline amide Yes 

Glycation Yes 
Oxidation Variants Methionine oxidation Yes 

Size Variants Monomer Yes 
High Molecular Weight Species Yes 
Low Molecular Weight Species Yes 

Intact IgG (H2L2) Yes 
HC+LC Yes 

Non-glycosylated heavy chain 
(NGHC) 

Yes 

Fc-mediated activity C1q binding Yes 
FcγRIIIa (V-type) binding Yes 
FcγRIIIa (F-type) binding Yes 

FcγRIIa binding Yes 
FcγRIIb binding Yes 
FcRn binding Yes 

Biological Activity RANKL target binding Yes 
RANKL binding inhibition with RANK Yes 
RANKL binding inhibition with OPG Yes 

Osteoclastogenesis inhibition Yes 
Cell-based RANKL binding Yes 

Drug Product Attributes Protein concentration Yes 
 
Comparative assessment of the forced degradation stability studies was performed to 
characterize and compare the degradation pathways of CT-P41 PFS DP versus US-
licensed Prolia and CT-P41 vial DP versus US-licensed Xgeva under diverse forced 
degradation conditions. The products were subject to high temperature stress, oxidative 
stress, UV light stress, low pH, and high pH stress conditions. Considering the data and 
justifications for the minor differences observed, the results do not preclude a 
demonstration that CT-P41 DP is highly similar to US-licensed Prolia and US-licensed 
Xgeva. 

C. Analytical Studies to Support the Use of a Non-US-Licensed Comparator 
Product 

Not applicable. 

D. Assessment of Comparative Analytical Study Results 

Comparative analytical assessment criteria were met for all attributes with the following 
exceptions: 
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Xgeva is available at this strength (120mg/1.7mL) in a vial1. Celltrion is seeking 
approval of CT-P41 vial for the same strength as US-licensed Xgeva. Comparative 
protein concentration (mg/mL) was assessed as part of the comparative analytical 
assessment. The deliverable volume (mL) and fill weight data were assessed as part of 
manufacturing process controls. The strength of CT-P41 vial is the same as that of US-
licensed Xgeva. 
 

                                                           
1 U.S. Prescribing Information, U.S.-Licensed [Reference Product Proprietary Name]. Accessed [Date] from 

https://www.accessdata.fda.gov/scripts/cder/daf/  
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