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Novartis Clinical Trials Results 
Sponsor 
Alcon Research, Ltd.  
 
Generic Drug Name 
Brolucizumab 
 
Trial Indication(s) 
Exudative Age-Related Macular Degeneration 
 
Protocol Number 
C-12-006 
 
Protocol Title 
Efficacy and Safety Study of ESBA1008 Versus EYLEA® 
 
Clinical Trial Phase 
Phase 2 
 
Phase of Drug Development 

Phase 2 
 
Study Start/End Dates   
11 March 2013 to 18 August 2014 
 
Reason for Termination  

No applicable. 

Study Design/Methodology 
This was a prospective, randomized, double-masked, multicenter, 2-arm study. The study population was planned to include 
approximately 84 subjects who were 50 years of age or older with untreated active choroidal neovascularization (CNV) due to age 
related macular degeneration (AMD) in the study eye. The study consisted of 16 visits (Screening, Baseline [Day 0], and 14 injection 
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and/or assessment visits) that occurred at 4-week intervals through Week 56. Enrolled subjects were randomized 1:1 to receive 
ESBA1008 or EYLEA. Subjects in the ESBA1008 group received active intravitreal (IVT) injections at Day 0 and at Weeks 4, 8, 16, 24, 
32, and 44 and sham injections (to maintain masking) at Weeks 40 and 48. Subjects in the EYLEA group received IVT injections at Day 
0, Weeks 4, 8, 16, 24, 32, 40, and Week 48, and a sham injection at Week 44 (to maintain masking). All subjects were followed to 
Week 56. 
 
Centers 
Subjects were recruited from 41 investigational centers located in the US. 
 
Objectives 
Primary objective(s) 

Primary Objective: To compare the efficacy of ESBA1008 6 mg/50 μL to EYLEA 2 mg/50 μL at 12 weeks (4 weeks after 3 loading 
doses given at 4-week intervals) 

Secondary objective(s) 

 To compare the efficacy of ESBA1008 6 mg/50 μL to EYLEA 2 mg/50 μL at 16 weeks (8 weeks after 3 loading doses given at 4-
week intervals) 

 To compare the efficacy of ESBA1008 6 mg/50 μL with the efficacy of EYLEA 2 mg/50 μL up to 56 weeks 
 
Test Product (s), Dose(s), and Mode(s) of Administration 
 
ESBA1008 solution, 7 intravitreal (IVT) injections, as specified in protocol. 
 
Statistical Methods  
The primary analysis data set was the full analyses set (FAS), which included all subjects who were randomized, received at least 1 
treatment, had a baseline value, and had at least 1 postbaseline measurement of the primary efficacy variable, BCVA. Data for subjects 
included in the FAS were analyzed based on the randomized treatment assignment for each subject (“as randomized”) as well as the 
actual treatment received by each subject (“as treated”). The per protocol (PP) population was defined in relation to Week 12 and 
included all subjects in the FAS who received all 3 initial IVT injections, had no critical protocol deviations, and had a valid assessment 
of the primary efficacy variable (BCVA) at Week 12 (primary endpoint). Data for subjects included in the PP analysis set were analyzed 
based on the randomized treatment assignment for each subject. The pretreatment safety analysis set included all subjects who 
consented to participate in the study. The treatment emergent safety analysis set included all subjects who were randomized and 
received at least 1 IVT injection. Within the safety analysis sets, subjects were analyzed according to the first treatment received. 
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Study Population: Key Inclusion/Exclusion Criteria  
 

Inclusion Criteria: 
 Give written informed consent; be able to make the required study visits and follow instructions. 
 Diagnosis of wet age-related macular degeneration, as specified in protocol. 
 Best-corrected visual acuity (BCVA) as specified in protocol 
 Other protocol-specified inclusion criteria may apply. 

 
Exclusion Criteria: 

 Either eye: Any active ocular or periocular infection or active intraocular inflammation. 
 Study eye: Any approved or investigational treatment for exudative AMD other than vitamin supplements. 
 Study eye: Any current or history of macular or retinal disease other than exudative AMD. 
 Study eye: Any concurrent intraocular condition that, in the opinion of the Investigator, could require medical or surgical 

intervention during the course of the study to prevent or treat vision loss, or that limits the potential to gain visual acuity with 
the investigational product. 

 Study eye: Uncontrolled glaucoma. 
 Study eye: Any ocular disease that, in the opinion of the Investigator, could compromise the visual acuity. 
 Study eye: History of eye surgery, as specified in protocol. 
 Study eye: Use of corticosteroids, as specified in protocol. 
 Any medical condition that, in the opinion of the Investigator, would preclude scheduled study visits, completion of the study or 

safe administration of investigational product. 
 Any screening laboratory result that, in the opinion of the Investigator, would make the patient unsuitable for study 

participation. 
 History of hypersensitivity to any component used in the study, as assessed by the Investigator. 
 Women of childbearing potential: Lactating, pregnant, plan to become pregnant, or not using adequate birth control, as 

specified in protocol. 
 Participation in an investigational drug or device study within time period specified in protocol. 
 Other protocol-defined exclusion criteria may apply. 
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Participant Flow Table 

Subject Disposition (All Enrolled Subjects) Overall Study 
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Baseline Characteristics  
Summary of Demographic Characteristics (Full Analysis Set/As Treated) 
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Primary Outcome Result 
Descriptive Statistics for BCVA and Change from Baseline (No. of Letters) by Visit (Full Analysis Set/As Treated - LOCF) 
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Secondary Outcome Result(s) 

Least Square Estimates for BCVA Change from Baseline to Week 16 (No. of Letters) Using ANOVA (Full Analysis Set/As
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Descriptive Statistics for BCVA and Change from Baseline (No. of Letters) by Visit (Full Analysis Set/As Treated - LOCF) 
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Descriptive Statistics for Average BCVA Change from Baseline (No. of Letters) (Full Analysis Set/As Treated – LOCF) 
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Descriptive Statistics for 1-Month BCVA Changes (No. of Letters) Following No Treatment for 1-Month (Full Analysis Set/As 
Treated - LOCF) 
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Descriptive Statistics for 1-Month BCVA Changes (No. of Letters) Following Treatment (Full Analysis Set/As Treated - LOCF) 
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Descriptive Statistics for 2-Months BCVA Changes (No. of Letters) Following No Treatment for 1 Months in ESBA Treatment 
Group (Full Analysis Set/As Treated - LOCF) 
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 Descriptive Statistics for CSFT and Change from Baseline (μm) by Visit (Full Analysis Set/As Treated - LOCF) 
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Safety Results  
C-12-006, Safety Set  Incidence of Nonocular Serious Treatment Emergent Adverse Events (TEAE) by System Organ Class 
and Preferred Term 
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C-12-006, Safety Set Incidence of Nonocular Serious Treatment Emergent Adverse Events (TEAE) by System Organ Class and 
Preferred Term 
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Conclusion: 
Overall, this study demonstrated the noninferiority of ESBA1008 to EYLEA for the improvement of BCVA from baseline at Weeks 12 
and 16. Superiority of ESBA1008 to EYLEA for the change from baseline in BCVA at these time points was not demonstrated. The 
stability of treatment effect on BCVA in the ESBA1008 group was observed at later weeks relative to Week 12; there were no clinically 
or statistically meaningful treatment group differences in regard to changes in BCVA during the period of 8-week treatment cycles (ie, 
Weeks 12 up to 40). Based upon a review of AEs, ocular parameters, and clinical laboratory results, ESBA1008 was generally well-
tolerated when administered via intravitreal injection at 4, 8, and 12 week intervals for up to 56 weeks in adult subjects with an 
untreated and active CNV lesion due to AMD. 
 
Date of Clinical Trial Report 
06 November 2015 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 


