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Sponsor 
Novartis Pharmaceuticals 
 
Generic Drug Name 
Aflibercept, Bevacizumab, Ranibizumab 
 
Trial Indication(s) 
Age-related macular degeneration (AMD) 
 
Protocol Number 
CRTH258AUS20 
 
Protocol Title 
Real-world evaluation of prevalence of ocular adverse events in patients with neovascular (wet) age-related macular degeneration (AMD) 
who received anti-vascular endothelial growth factor (VEGF) agents (IRIS Registry) 
 
Clinical Trial Phase 
NA 
 
Phase of Drug Development 
NA 
 
Study Start/End Dates   
Study Start Date: 15 July 2020 

Study Completion Date: 20 November 2020 
 
Reason for Termination  
NA 
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Study Design/Methodology 
This was a retrospective cohort study of eyes in adult patients with a diagnosis of wet AMD who were treated with anti-VEGF agents from 
01/01/2019 to 12/31/2019. 
 
IRIS Registry data from 01/01/2019 to 12/31/2019 for patients with a diagnosis of wet AMD who were treated with ≥1 anti-VEGF agent 
(excluding brolucizumab) were included. 

• Identification period: Patients fulfilling the selection criteria during the period from 01/01/2019 to 12/31/2019 were identified 

• Index date: 01/01/2019 

• Study Period: 01/01/2019 to 12/31/2019 

• Pre-index period: 01/01/2018 to 12/31/2018 

• Post-index period: 01/01/2019 to 12/31/2019 
 
Centers 
Novartis Investigative Site 

Objectives: 

Primary objective(s) 
To assess the period prevalence of IOI in patients with wet AMD who were treated with anti- VEGF agents (excluding brolucizumab) over a 
one-year period in 2019, further stratified by subgroup (defined as treatment-naive, continuing treatment, switchers). 

 

Secondary objective(s) 
1. To assess demographic characteristics of patients with wet AMD who were treated with anti-VEGF agents (excluding brolucizumab) 
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2. To assess anti-VEGF agent utilization in patients with wet AMD who were treated with anti-VEGF agents (excluding brolucizumab) 
3. To assess the period prevalence of other ocular AEs in patients with wet AMD who were treated with anti-VEGF agents (excluding 
brolucizumab) 

Test Product (s), Dose(s), and Mode(s) of Administration 
≥1 Aflibercept / Bevacizumab / Ranibizumab Intravitreal injection 

Statistical Methods  

All analyses were performed by Verana Health. 

Descriptive statistics were tabulated for the baseline demographic and clinical characteristics and outcome variables for each of the cohorts. 
Python was used to run all planned analyses. 

Continuous and categorical variables: Continuous variables were summarized by providing the number of observations, means, medians, 
standard deviations, and minimum and maximum values. Categorical variables were summarized by providing counts and percentages, with 
missing data considered a separate category.  

Study Population: Key Inclusion/Exclusion Criteria  
Inclusion criteria: 

1. ≥1 International Classification of Diseases, Clinical Modification-9/10 CM (ICD- 9/10) code for wet AMD in 2019 

2. ≥1 Healthcare Common Procedure Coding System (HCPCS) code (J code) or National Drug Code (NDC) code for treatment with an anti-
VEGF agent (excluding brolucizumab) in 2019 

3. ≥18 years old in 2019 

4. ≥2 wet AMD-related office visits in 2019  
 
Exclusion criteria 
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1. Patient eyes that received >1 type of anti-VEGF treatment on the same date 
2. Patient eyes that did not have laterality any time during 2018-2019 
3. Treatment with brolucizumab during 2019 
 
Participant Flow 
Overall, 794,632 patients and 1,001,200 corresponding eyes with a diagnosis of wet AMD who were treated with an anti-VEGF agent 
(excluding brolucizumab) from 01/01/2019 to 12/31/2019 from the IRIS Registry were included in the study (Table 10-1). After applying the 
inclusion criteria, 331,541 patients (41.7%) and 399,029 corresponding eyes (39.9%) were left for analysis (master cohort). 
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Baseline Characteristics 
Refer to Secondary Outcomes section for baseline characteristics. 
 
Primary Outcome Results(s) 
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Secondary Outcome Result(s): 
 
Demographic characteristics in patients with wet AMD who were treated with anti-VEGF agents (excluding brolucizumab) 

 



  Page 11 of 14 
Clinical Trial Results (CTR) 
  CRTH258AUS20 
 

 
 



  Page 12 of 14 
Clinical Trial Results (CTR) 
  CRTH258AUS20 
 

 



  Page 13 of 14 
Clinical Trial Results (CTR) 
  CRTH258AUS20 
 

 
 
 
The period prevalence of other ocular AEs in patients with wet AMD who were treated with anti-VEGF agents (excluding 
brolucizumab) over a one-year period 
 
Refer to Primary Outcomes section (Table: AEs for Patients Treated with Anti-VEGF Therapies Between January 1, 2019 and December 31, 
2019 in the IRIS Registry) 
 
Other relevant findings 
None 

Safety Results 
Refer to Primary Outcomes section (Table: AEs for Patients Treated with Anti-VEGF Therapies Between January 1, 2019 and December 31, 
2019 in the IRIS Registry) 
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Conclusion: 

In conclusion, data from the IRIS Registry provide insights into the safety of patients with wet AMD who were administered intravitreal anti-
VEGF agents (excluding brolucizumab) during 2019. The period prevalence of IOI as an incident AE (excluding events before the index date) 
was 0.9% at the patient level and 0.8% at the eye level. IOI was reported more frequently as an incident AE among eyes in the treatment-naïve 
(1.0%) and switchers (1.2%) cohorts than the continuing-treatment cohort (0.7%), and more frequently among eyes treated with aflibercept 
(0.9%) than ranibizumab or bevacizumab, which had comparable incidences of IOI6 (0.6%). 

Additional studies with alternate study designs (i.e. incident vs prevalent patient populations) and longer follow-up intervals as well as further 
analyses of the IRIS Registry may be warranted to assess the long-term safety of other anti-VEGF treatments. These current findings represent 
key, early real-world findings for inflammation-related AEs that may occur while on treatment with anti-VEGF agents and ultimately may 
help guide clinicians in their decision-making regarding anti-VEGF therapy for wet AMD. 

Date of Clinical Study Report 
29 June 2021 


