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Sponsor 

Novartis 

 Generic Drug Name 

BPS804 

Trial Indication(s) 

Osteogenesis imperfecta 

Protocol Number 

CBPS804A2201 

 Protocol Title 

A randomized, open-label intra-patient dose escalation study with an untreated reference group to evaluate safety and 

tolerability, pharmacokinetics, and pharmacodynamics of multiple infusions of BPS804 in adults with moderate 

osteogenesis imperfecta. 

 Clinical Trial Phase 

Phase II   

Study Start/End Dates  

22-Jun-2011 to 05-Dec-2012    

Reason for Termination  
 
Not applicable. 
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Study Design/Methodology 

This study was designed to provide information in this rare disease at various BPS804 dose levels with a small number of 
patients. A reference group of five patients was enrolled in order to monitor the natural disease progression of moderate 
OI with respect to bone biomarkers and BMD. 

Centers 

8 centers in 4 countries: Belgium (2), Canada (1), Germany (3), United States (2)  

Objectives: 

Primary objective(s) 

 To evaluate safety and tolerability of BPS804 when administered as multiple, dose escalating iv infusions in adults 
with moderate OI  

 To determine the pharmacodynamic (PD) effect of BPS804 when administered as multiple, dose escalating iv 
infusions on: 

o Serum bone formation markers:  
 Procollagen I N-terminal propeptide (PINP)  
 Procollagen I C-terminal propeptide (PICP)  
 Osteocalcin (OC)  
 Bone-specific alkaline phosphatase (BSAP)  

o Serum bone resorption markers:  
 C-telopeptides of type I collagen cross-links (CTX-1)  
 N-telopeptides of type I collagen cross-links (NTX-1)  

 To evaluate the effect of BPS804 on lumbar spine BMD measured by dual-energy X-ray absorptiometry (DXA)  

Secondary objective(s)   

 To determine the pharmacokinetic (PK) profile of BPS804 when administered as multiple, dose escalating iv 
infusions  

 To describe the total/free sclerostin in serum following multiple, dose escalating iv infusions of BPS804  

 To assess the potential immunogenicity of BPS804 when administered as multiple, dose escalating i.v. 
infusions 
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Test Product (s), Dose(s), and Mode(s) of Administration 

Powder for solution for infusion (lyophilizate in vial) BPS804 150 mg per vial. 

Statistical Methods  

It was considered a sign for efficacy, if:  

 PINP and PICP and BSAP on Day 43 (Day 15 from 20 mg/kg administration)  
OR 

 BMD by DXA of lumber spine on Day 141 (Day 113 after 20 mg/kg administration) showed significant (2-sided, 
alpha=0.05) increase versus baseline in the BPS804 group. 

 

 
Study Population: Key Inclusion/Exclusion Criteria  
 
Inclusion Criteria: 

 Osteogenesis imperfecta 
 Two or more previous fractures 
 Bone mineral density Z-score of ≤ -1.0 and > -4.0 

 
Exclusion Criteria: 

 Open epiphyses 
 Fracture within last 2 weeks 
 Treatment with bisphosphonates/teriparatide (last 6 months) 
 Surgery within last year 
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Participant Flow Table 

Patient disposition (safety population)  
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Baseline Characteristics  

Demographic summary by treatment group (Safety population) 
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Disease characteristics by treatment group at study entry (Safety population) 
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Summary of Efficacy 

Primary Outcome Result(s)  

One-sample t-test analysis results for primary PD variables 

 

  

 Two-sample t-test analysis of the primary PD variables 
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Secondary Outcome Result(s)    

Summary statistics of sclerostin serum levels Pharmacodynamic (PD) analysis set Treatment: BPS804 
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Summary statistics of sclerostin serum levels Pharmacodynamic (PD) analysis set Treatment: Reference 
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Summary statistics of PK parameters 

 

  

Summary of Safety 

Safety Results 

Serious Adverse Events by System Organ Class 

 
BPS804 N=9 Reference N=5 

General disorders and administration 
site conditions 

  

goiter 0 1 
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Incidence of AEs by preferred term (at least 1percent incidence in any group) (Safety set)  
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 Date of Clinical Trial Report 

08-Aug-2013   

 


