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1. Application/Product Information  
BLA number 761444 

Submission Type Original Submission 

Regulatory Pathway 351(k) 

Associated IND/BLA PIND 153872 

Refer to meeting minutes dated Feb 18, 2021, Mar 16, 
2023, Jun 12, 2024, and Jun 14, 2024, for BPD Type 2 
and 4 meetings held between the applicant and the 
Agency. 

Review Designation Standard 

Applicant Shanghai Henlius Biotech, Inc. 

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

Rx/OTC dispensed Rx 

Drug Product Name Proprietary Name: BILDYOS and BILPREVDA 
(Proposed) 

Non-proprietary Name/Code Name: Denosumab-
nxxp 

OBP Naming: MAB HUMAN (IGG2) ANTI O14788 
(TNF11_HUMAN) [HLX14] 

Drug Product 
Description 

HLX14 is a human monoclonal immunoglobulin G2 
antibody (IgG2) produced in a Chinese Hamster Ovary 
(CHO) cell line by recombinant DNA technology. HLX14 
targets and binds to receptor activator of nuclear factor 
kappa-B ligand (RANKL), preventing activation of its 
receptor, RANK, on the surface of osteoclast precursors 
and osteoclasts, leading to decrease bone resorption in 
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cortical and trabecular bone. HLX14 drug product (DP) 
is a clear, colorless to slightly yellow, sterile, and 
preservative-free solution for injection that is presented 
as single-use vials and a pre-filled syringe (PFS). 
• Each single dose prefilled syringe (PFS) contains 60 

mg/1.0mL denosumab-nxxp, acetic acid, glacial 
(1.02 mg), sorbitol (47.0 mg), polysorbate 20 (0.1 
mg), Water for Injection (USP), and sodium 
hydroxide to a pH of 5.2. 

• Each single dose vial syringe contains 60 mg/1.0mL 
denosumab-nxxp, acetic acid, glacial (1.02 mg), 
sorbitol (47.0 mg), polysorbate 20 (0.1 mg), Water 
for Injection (USP), and sodium hydroxide to a pH of 
5.2. 

• Each single dose vial contains 120 mg denosumab-
nxxp, acetic acid, glacial (1.84 mg), sorbitol (78.2 
mg), polysorbate 20 (0.17 mg), Water for Injection 
(USP), and sodium hydroxide to a pH of 5.2. 

Dosage Form Injection (solution) 

Strength 60 mg/mL (PFS); 60mg/1.0 mL (Vial), 120 mg/1.7 mL 
(Vial) 

Route of 
Administration 

Subcutaneous injection 

Primary Container 
Closure System 

Vial:  glass vial (2mL), a 13 mm rubber stopper 
and 13 mm aluminum flip-off cap. 

PFS: glass syringe with staked needle, rigid needle 
shield, and a plunger stopper. 

Device Information Needle safety device (UltraSafe PlusTM) assembled with 
PFS 

Co-packaged 
Product Information 

N/A 

 Discipline Primary Secondary 

Reference ID: 5647705
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OPQ Review Team 

Drug substance 

Gunther Boekhoudt Drug product 

Immunogenicity 
Assay  

Facility Ekaterina Allen Zhong Li 

Microbiology Liqun Zhao Maxwell Van 
Tassell 

RBPM Kristine Leahy 

ATL Gunther Boekhoudt 

OPQ Issued Consults CDRH consult ICCR# 01023443 

 
2. Recommendation and Conclusion on Approvability 

Recommendation: Approval 
 
The Office of Pharmaceutical Quality, CDER, recommends approval of BLA 
76444 for HLX14 manufactured by Shanghai Henlius Biologics Co., Ltd. The data 
submitted in this application are adequate to support the conclusion that the 
manufacture of HLX14 is well-controlled and leads to a product that is safe, pure, 
and potent. The comparative analytical data support a demonstration that HLX14 
is highly similar to US-licensed Stelara, notwithstanding minor differences in 
clinically inactive components. It is recommended that these products be 
approved for human use under conditions specified in the representative 
package insert. 
 

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

• Drug Substance:  
Shanghai Henlius Biologics Co., Ltd. (FEI 3023420030) 

 Wenjun Road, Songjiang District, Shanghai, 201600, 
China 
 

• Drug Product: 
PFS and Vial: Shanghai Henlius Biologics Co., Ltd. (FEI 3031798286) 

 Wenjun Road, Songjiang District, Shanghai 

Reference ID: 5647705
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assays 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 the proposed 
DS manufacturing (Shanghai Henlius Biologics Co., Ltd,  
FEI# 3023420030), DP (PFS and vial) manufacturing (Shanghai Henlius 
Biologics Co., Ltd.  FEI# 3023420030). Pre-licensure 
inspections (PLI) were conducted for both of these DS and DP manufacturing 
facilities. The inspections covered Quality, Production, Materials, Facilities and 
Equipment, Laboratory Controls, and Packaging and Labeling System. At the 
conclusion of the inspection, a Form FDA 483 was issued to the firm for both 
the DS and DP manufacturing facilities. The firm’s response to the 
observations were found to be satisfactory by the compliance reviewer and 
approval was recommended by OPMA. Individual assessments for each 
discipline are in separate documents in Panorama. In addition, CDRH 
recommends approval for the device constituent parts of the combination 
product (see Cassandra O’Donnell’s review in Panorama). 
 

b. Subdiscipline Recommendation:     
   Drug Substance       - Adequate 
   Drug Product   - Adequate 
   Immunogenicity Assay - Adequate    
   CAA   - 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 HLX14 PFS and vial DP (i.e., there is no specific test 
method described in regulation for HLX14 that establishes an official standard 
of potency). Per 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 HLX14 for purposes of § 610.61(r) because HLX14 lot to lot 
variability is not a concern as the manufacturing process is appropriately 
controlled to ensure the consistency and quality of the final products.  
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recommendations of FDA and ICH guidance documents, and from feedback provided 
during formal Biological Product Development (BPD) meetings Type 2 and Type 4 
which were incorporated in the development. The CAA was performed based on 
quality attributes (QAs) ranked on their potential impact on activity, PK/PD, safety, 
and immunogenicity, using risk assessment principles set forth in the FDA Guidance 
for Industry. Similarity is established when at least 90% of data fall within the 
quality range defined as mean of the reference product lots ± X×SD, where X is the 
standard deviation (SD) multiplier. The multiplier X = 3 was used for the high- and 
moderate-risk quality attributes. For the lowest risk quality attributes, raw 
data/graphical comparison was employed. 

 

The CAA included comparison of physicochemical and functional quality attributes of 
HLX14, US-Prolia, US-Xgeva, and EU-Prolia. A total of 29 US-reference product 
consisting of 18 US-Prolia and 11 US-Xgeva lots. For the EU-Prolia, a total of 22 lots 
were used for comparator. For HLX14, a total of 17 lots manufactured from 11 
independent HLX14 drug substance (DS) was used consisting of 5 lots of 60mg vial, 
6 lots of 60 mg PFS, and six lots of 120 mg/vial HLX14 were included in the CAA. 
The number of lots tested and the data analysis approaches were appropriate to 
allow for a meaningful evaluation of the results. All EU-Prolia lots used in the clinical 
studies were included in the CAA. All reference product and comparator lots had 
expiry dates between September 2020 and May 2025, allowing the impact of DP age 
to be a component of the CAA. The CAA included the pooling of data from 60mg 
PFS, 60mg vial, and the 120 mg vial HLX14 presentations. Comparability and 
justification for pooling the data from all the HLX14 presentations was provided and 
was acceptable. When necessary, results are reported relative to a reference 
standard. Throughout the CAA, only one primary reference standard 

 was used, and data were provided to adequately qualify the reference 
standard. 

 

The CAA also included comparative stability studies, which evaluated the stability 
profile (i.e., degradation pathways and rates) between HLX14 (60mg PFS, 60mg 
vial, and the 120 mg vial), US Prolia, US-Xgeva, and EU-Prolia under stress 
conditions (heat, basic, acidic, oxidative, mechanical stress, freeze-thaw cycles, and 
photo-stress) using orthogonal stability-indicating methods. The quality attributes 
and stress conditions were supported by development studies and risk assessments. 
The comparative stability studies demonstrate that HLX14 (60mg PFS, 60mg vial, 
and the 120 mg vial presentations) have similar degradation profiles to that of US-
Prolia and US-Xgeva or EU-Prolia. 

Reference ID: 5647705
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C. Comparative Analytical Studies to Support the Use of a Non-US-Licensed 
Comparator Product 
The clinical development program to support HLX14 as a biosimilar to US-Prolia and 
US-Xgeva included the following clinical studies:  

• Study HLX14-001 Part I: An open-label, randomized, parallel-controlled, 
single-dose, pilot study to compare the PK, PD, safety, tolerability, and 
immunogenicity of HLX14 and EU-Prolia via subcutaneous injection in 
healthy adult male subjects. 

• Study HLX14-001 Part II: A double-blind, randomized, four-arm, parallel-
controlled, single-dose study to compare the PK, PD, safety, tolerability, 
and immunogenicity of HLX14 and US, EU, or CN-sourced Prolia via 
subcutaneous injection in healthy adult male subjects. 

• Study HLX14-002-PMOP301: a randomized, double-blind, international 
multicenter, parallel-controlled comparative clinical study to compare the 
efficacy, PD, safety, PK, and immunogenicity of HLX14 versus Prolia® 
(EU-sourced) injection in postmenopausal women with osteoporosis at 
high risk of fracture. 

To justify the relevance of the clinical data generated using EU- Prolia as the 
comparator product, comparative structural, physicochemical, and biological studies 
data was provided to support pairwise analytical similarity between HLX14, US-
Prolia, and EU-Prolia to support the scientific bridge between the pairs. For the CAA 
studies, the same analytical methods were used for all the paired assessments. The 
differences observed in a subset of quality attributes in the CAA (Section D) do not 
preclude a demonstration that the analytical component of the scientific bridge is 
established. 
 

D. Assessment of Analytical Study Results 
From the extensive quality attributes listed in Table 1, some physicochemical test 
results did not meet the pre-determined similarity acceptance criteria for the 
attribute (i.e., at least 90% of HLX14 lots must be within the quality range) or 
showed differences in qualitative assessments results presented in Section 3.2.R.4 in 
eCTD Module 3. However, adequate justification was provided to support that the 
differences observed do not preclude a demonstration that HLX14 is highly similar to 
US-Prolia and US-Xgeva, or the establishment of the analytical component of the 
scientific bridge. These differences are discussed below: 
 
Molecular weight and post translational modification (PTM): The analysis of 
intact (glycosylated) and deglycosylated HLX14, US and EU Prolia by LC-UV/MS 
showed slight difference in molecular weight (MX) of the glycosylated forms 
between HLX14 and US-Prolia/US-Xgeva. HLX14 had low abundance MWs of 
G0F/G0F, -K (missing one C-terminal lysine) compared to US-Prolia/US-Xgeva. In 
addition, US-Prolia/US-Xgeva had low abundance MWs of G1F/G1F, -2K compared to 
HLX14. These differences were attributed to low levels of truncated C-terminal 
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Lysine in HLX14 (66.9–76.9%) compared to US-Prolia/US-Xgeva (98.2-99.3%) and 
to low levels of galactosydation in HLX14 (<0.5%) compared to US-Prolia/US-Xgeva 
(0.5-2.2%). Similar small differences in hydroxylation (HLX: <0.5% vs US-Prolia/US-
Xgeva: 2.9–5.3%) and in N-terminal glutamate cyclization (HLX: 0.8 – 1.4% vs US-
Prolia/US-Xgeva: 0.8 – 1.4%). C-terminal lysine has been widely reported that C-
terminal lysine variants do not generally have an impact on safety and efficacy as 
they are rapidly cleaved off by carboxypeptidase present in the bloodstream. The 
differences in galactosylation, hydroxylation, and glutamate cyclization have not 
been specifically associated with adverse safety or efficacy outcomes. These 
differences in intact molecular weight and post translation modifications had no 
impact on the biological function showing that HLX14 had similar potency as US-
Prolia/US-Xgeva, and EU-Prolia (Table 2). Overall, these differences are considered 
clinically insignificant and does not preclude a demonstration that HLX14 is highly 
similar to US-Prolia/US-Xgeva, or the establishment of the analytical component of 
the scientific bridge. 
 

Table 2. Biological Activities HLX14, US-RPs and EU-Prolia 

Product Relative 
RANKL 
binding 

activity by 
ELISA (%) 

Relative 
RANKL 
binding 

activity by 
SPR (%) 

Relative 
neutralization 
activity (%) 

Relative 
differentiation 

inhibition 
activity (%) 

HLX14 90-104 95-108 90-116 91-109 
US-RPs 84-115 89-109 87-119 88-111 

EU-Prolia 90-115 82-105 83-119 89-114 
 
IgG2 disulfide isoforms: The purity of HLX14, US-Prolia/US-Xgeva, and EU Prolia 
were comparatively assessed using non-reduced CE-SDS electropherograms and RP-
UPLC chromatograms profiles. Similar peaks and main peak areas were observed 
between HLX14, US-Prolia/US-Xgeva, and EU Prolia. However, differences were 
observed in the peak shapes between samples that the applicant attributed to IgG2 
isoforms distribution within HLX14, US-Prolia/US-Xgeva, and EU Prolia. IgG2 
molecule is well known in the literature to exist as three variants, IgG2-A, IgG2-B 
and IgG2-A/B.  
 
HLX14 contain less IgG2-B variant (45.9-60.3%) compared to that in US-Prolia/US-
Xgeva (63.6-65.9%), EU-Prolia (62.0-65.1%). For IgG2-A/B variant, HLX14 contain 
higher levels (20.0-28.7%) compared to US Prolia/US-Xgeva (16.3-17.8%), and EU 
Prolia (16.0-18.1%). For IgG2-A variant, HLX14 also contain higher levels (19.7-
25.5%) compared to US Prolia/US-Xgeva (17.0-19.4%), and EU Prolia (17.7-
19.9%). The impact to the biosimilarity conclusion was extensively characterized 
using fractionated samples enriched for each IgG2 variants in HLX 14, US Prolia/US-
Xgeva, and EU Prolia. Each fraction was subjected to analysis using LC-MS/MS, SEC-
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HPLC, CE-SDS, RANKL binding, and neutralization activity. Each fraction contained 
similar post translational modifications, similar size variants, and similar biological 
activity between HLX 14, US Prolia/US-Xgeva, and EU Prolia. Overall, the extensive 
characterization data suggests that the observed differences in IgG2 variants 
between HLX 14, US Prolia/US-Xgeva, and EU Prolia should not have any significant 
clinically impact or preclude a demonstration that HLX14 is highly similar to US 
Prolia/US-Xgeva, and EU Prolia, or the establishment of the analytical component of 
the scientific bridge. 
 
Charge Heterogeneity: Comparative assessment was performed on HLX 14, US-
Prolia/US-Xgeva, and EU-Prolia samples treated with or without carboxypeptidase B 
(CpB) enzyme using icIEF and capillary zone electrophoresis (CZE). Differences in 
the relative levels of the main, acidic, and basic peaks were observed comparing 
HLX14, US-Prolia/US-Xgeva, and EU-Prolia. Charge variants differences were more 
pronounced in samples without enzymatic treatment where all 17 HLX14 lots had 
charge variants levels outside the similarity quality ranges. Specifically, the data 
from icIEF shows that HLX14 had significantly lower contents of acidic (11.4-15.2%) 
and main variants (47–54.2%), while higher contents of the basic variant (30.6–
40.9%) compared to US-Prolia/US-Xgeva (acidic: 27.5–34.3%, main: 60.1–67.5%, 
and basic: 4.4–6.2%) and EU-Prolia (acidic: 28.1–35.4%, main 59.4–66.6%, and 
basic: 4.6–6.2%). Similar results were also obtained using CZE. The sponsor 
attributed these differences in charge heterogeneity to the differences observed in 
the C-terminal lysine discussed above. Results from samples treated with CpB 
enzyme to remove C-terminal lysine did show a less dramatic difference in the 
charge variants levels. By icIEF, the results after CpB digestion shows HLX14 with 
slightly lower acidic levels (20.2-24.1%) and slightly higher main peak (72.2-76.7%) 
compared to US-Prolia/US-Xgeva (acidic: 26.7-34.2%, main: 61.2-69.7%) and EU-
Prolia (acidic: 26.1-35.3%, main: 61.2-69.7%). Even though, both the acidic and 
main peak variants of all 17 HLX14 lots were still outside the CCA quality ranges of 
both US-Prolia/US-Xgeva (acidic: 24.7-36.5%, main: 58.6-71.8%) and EU-Prolia 
(acidic: 22.8-38.8%, main: 55.9-73.7%), the differences were less compared to 
those in non-CpB treated samples. For the basic peak, all 17 HLX14 lots (2.7-3.7%) 
were within the US-Prolia/US-Xgeva (2.7-5.6%) while only 2 out of 17 HLX14 lots 
(2.7%) were slightly below the lower limit of the EU- Prolia (3.0%) CAA quality 
ranges.  
The impact of these charge heterogeneity was further investigated by collecting 
fractionated individual charge variant from CpB-treated HLX14, US-Prolia/US-Xgeva, 
and EU-Prolia. Structural and functional analysis were performed using peptide 
mapping (LC-MS), SEC-HPLC, CE-SDS (reduced and non-reduced), HILIC UPLC-FLD 
(glycan distribution), FcRn binding, and biological assays (RANKL-binding ELISA and 
neutralization cell-based assay) of individual fractions. The results revealed that 
sialic acid, deamidation, N-terminal glutamine cyclisation, are the major causes of 
the remaining charge differences between the proposed biosimilar and US-Prolia/US-
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Xgeva and EU-Prolia. No differences were observed in biological activities (RANKL-
binding ELISA and neutralization cell-based assay) and in FcRn binding activity 
comparing the acidic, main, and basic fractions of HLX14, US-Prolia/US-Xgeva, and 
EU-Prolia. Overall, the totality of the data confirms that the difference in relative 
contents of acidic or basic variants between HLX14, US-Prolia/US-Xgeva, and EU-
Prolia is unlikely to have clinically meaningful impact and thus do not preclude a 
determination of highly similar or establishment of the analytical component of the 
scientific bridge. This is also consistent with the results of the comparative PK study, 
in which PK similarity is demonstrated between HLX14, US-Prolia/US-Xgeva, and EU-
Prolia (see the BMER). 
 
Glycan profiles: Glycosylation profile of HLX14, US-Prolia/US-Xgeva, and EU-Prolia 
was assessed using LC-UV/MS and the results revealed some qualitative and 
quantitative differences between lots. Further investigation using HILIC-UPLC 
analysis was performed on the four N-glycan groups including galactosylation, 
afucosylation, high mannose, and sialylated glycans. Based on a denosumab risk 
impact assessment, high mannose was analyzed using quality ranges due to its 
potential to impact clearance, ADCC, and FcγRIIIa binding. Qualitative analyses 
were used for the other glycan groups. Minor differences were observed between 
HLX14, US-Prolia/US-Xgeva, and EU-Prolia lots in the individual glycan profiles. For 
high mannose, HLX14 slightly higher levels (8.3-11.4%) compared to US-Prolia/US-
Xgeva (6.9-9.2%) and EU-Prolia (6.7-8.9%). In addition, 3 out of 17 HLX14 lots had 
levels (9.9-11.4%) slightly above the upper limits of US-Prolia/US-Xgeva quality 
range (9.5%), while 7 out of 17 HLX14 lots had levels (9.4-11.4%) above the EU-
Prolia quality range (9.3%). These small differences in high mannose are unlikely to 
have clinically meaningful impact which was consistent with the results with the 
comparative PK study demonstrating PK similarity is demonstrated between HLX14, 
US-Prolia, and EU-Prolia (see BMER). For afucosylation, galactosylation, and 
sialylation, HLX14 had levels that were slightly below those of US-Prolia/US-Xgeva, 
and EU-Prolia. Specifically, for afucosylation, HLX14 levels (2.5-2.7%) were lower 
compared to US-Prolia/US-Xgeva (6.6-8.2%) and EU-Prolia (6.3-8.5). For 
galactosylation, HLX14 slightly lower levels (11.3-15.2%) compared to US- US-
Prolia/US-Xgeva (16.9-25.7%) and EU-Prolia (14.7-26.3%). For Sialylation, HLX14 
slightly lower levels (0.5-0.7%) compared to US- US-Prolia/US-Xgeva (0.7-1.1%) 
and EU-Prolia (0.6-1.3%). Afucosylation, galactosylation, and sialylation could 
potentially impact FcγRIIIa binding/ADCC, CDC, clearance/ADCC, respectively. 
However, there was no observed difference in Fc-mediated effective function 
(ADCC/CDC), FcγRs binding, and C1q binding between HLX14, US-Prolia/US-Xgeva, 
and EU-Prolia. Overall, there were qualitative and quantitative differences in the N-
glycan profiles between HLX14, US-Prolia/US-Xgeva, and EU-Prolia, however the 
differences did not affect functional activity and are unlikely to present safety and 
efficacy risk for HLX14. In addition, this is consistent with the results of the 
comparative PK study, in which PK similarity is demonstrated between HLX14, US-
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Prolia, and EU-Prolia (see BMER). Overall, the totality of the data confirms that the 
difference in the glycan profiles between HLX14, US-Prolia/US-Xgeva, and EU-Prolia 
is unlikely to have clinically meaningful impact and thus do not preclude a 
determination of highly similar or establishment of the analytical component of the 
scientific bridge.  
 
Taken together, the totality of the CAA supports the following conclusion: 

• HLX14 is highly similar to US-Prolia/US-Xgeva, notwithstanding minor 
differences in clinically inactive components. 

• Some differences were observed between HLX14, US-Prolia/US-Xgeva, and 
EU-Prolia. These differences were adequately explored, and residual 
uncertainties were assessed. The assessment suggests that the differences 
observed in HLX14 are not expected to have any clinically meaningful impact 
on safety, PK, and efficacy (see BMER). Overall, the totality of the analytical 
data supports that the function, activity, and stability profiles of HLX14 and 
US-Prolia/US-Xgeva are similar and the observed differences between them 
do not preclude a determination of highly similar or establishment of the 
analytical component of the scientific bridge. 

 
E. Same Strength 

HLX14 in a PFS and a vial presentation has the same dosage form and route of 
administration as US-Prolia and a second vial presentation that has the same dosage 
form and route of administration as US-Xgeva. Henlius is seeking licensure of the 
HLX14 60 mg/mL in a single dose vial and in a single dose PFS assembled with a 
needle safety device as an interchangeable biosimilar to US-Prolia. They are also 
seeking licensure of HLX14 120 mg/1.7 mL (70 mg/mL) in a single dose vial as an 
interchangeable biosimilar to US-Xgeva. The comparative protein concentration 
(mg/mL) was assessed as part of the CAA comparing the 60 mg and 120 mg HLX14 
presentations to US-Prolia and US-Xgeva, respectively. The deliverable volume 
(PFS), extractable volume (vial), and fill weight data were assessed as part of 
manufacturing process controls. Based on both the comparative protein 
concentration data and manufacturing data, the proposed HLX14 presentations are 
considered to have same total content of drug substance in units of mass in the 
respective containers and the same concentration of drug substance in unit of mass 
per unit volume as US-Prolia (60 mg/mL) and US-Xgeva (120 mg/1.7 mL). Overall, 
the strength of HLX14 60 mg/mL PFS assembled with needle safety device and vial 
are the same as those of US-Prolia and HLX14 120 mg/1.7 mL vial is the same 
strength as that of US-Xgeva. 
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LABELS AND LABELING ASSESSMENT 
 

Date of Assessment: August 22, 2025  

Assessor: Diana Pei, PharmD 
Labeling Assessor 
Office of Product Quality Assessment III (OPQA III) 

Through: Gunther Boekhoudt, PhD 
Product Quality Assessor 
OPQA III/Division of Product Quality Assessment XVI 

Application: BLA 761444 

Applicant: Shanghai Henlius Biotech, Inc.  

Submission Date: August 30, 2024   

Product: BILDYOS (denosumab-nxxp) and BILPREVDA (denosumab-nxxp)  

Dosage form(s): Injection  

Strength and 
Container-Closure: 

BILDYOS:  
60 mg/mL solution in a single-dose prefilled syringe  
60 mg/mL solution in a single-dose vial  
 
BILPREVDA:  
120 mg/1.7 mL (70 mg/mL) solution in a single-dose vial 

Purpose of 
assessment: 

The Applicant submitted a biologics license application to propose 
biosimilar and interchangeability to US-licensed Prolia and US-
licensed Xgeva.    

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, medication guide, and carton labeling submitted on July 31, and 
2025 and the container labels submitted on July 18, 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 August 30, 2024) 
BILDYOS: \\CDSESUB1\EVSPROD\bla761444\0002\m1\us\114-
labeling\draft\labeling\drafted-uspi-bildyos.docx 

 

 Prescribing Information (submitted on August 30, 2024) 
BILPREVDA: \\CDSESUB1\EVSPROD\bla761444\0002\m1\us\114-

labeling\draft\labeling\drafted-uspi-bilprevda.docx 

 Container Labels (submitted on August 30, 2024) 
(b) (4)

4 Pages of Draft Labeling have been Withheld in Full as B4 (CCI/TS) immediately following this page 
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The Applicant revised as recommended. 

 
 
APPENDIX C.  Acceptable Labels and Labeling 
To note, additional non-product quality-related revisions may be submitted at a future date 

within this review cycle. Product quality-related information in this version of the labeling is 

acceptable from OPQA III labeling perspective.  

 Prescribing Information and Medication Guide (submitted on August 18, 2025) 
BILDYOS: \\CDSESUB1\EVSPROD\bla761444\0033\m1\us\114-
labeling\draft\labeling\drafted-uspi-bildyos.docx 

 

 Prescribing Information (submitted on August 18, 2025) 
BILPREVDA: \\CDSESUB1\EVSPROD\bla761444\0033\m1\us\114-
labeling\draft\labeling\drafted-uspi-bilprevda.docx 

 

 Container Labels (submitted on July 18, 2025) 

4 Pages of Draft Labeling have been Withheld in Full as B4 (CCI/TS) immediately following this page 

(b) (4)
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