
Introduction
Untreated neovascular age-related macular degeneration (nAMD) progresses to severe vision loss 
and potential blindness, representing its natural history. Active treatment targeting vascular 
endothelial growth factor (VEGF) and Angiopoietin-2 (Ang-2) yields substantial vision 
improvements as demonstrated in several randomized controlled trials (e.g. Rosenfeld et al 2006, 
Heier et al 2022).

Objective
To demonstrate the critical importance of treatment persistence in patients with nAMD for 
preserving vision and improving quality of life, while exploring the role of disease recurrence.
Persistence is defined as staying on effective and sufficient treatment for nAMD.

Method
▪ This analysis examines the link between treatment discontinuation and disease recurrence, 

leading to subsequent vision decline. 
▪ Our model illustrates how increased persistence counters the typical progression of visual 

acuity deterioration, and how this preserved eyesight results in an enhanced quality of life for 
the patient.

▪ The base case analysis assumes a patient with bilateral disease and visual acuity of 60 letters 
to reflect a typical nAMD patient.

▪ Sensitivity analysis further consider the impact of differences between bilateral and unilateral 
disease, baseline visual acuity and disease recurrence, acknowledging that some patients may 
not experience immediate recurrence.

Modelled Natural Course of Visual Acuity nAMD
A systematic review and meta-analysis by Elshout et al (2017) on non-treated patients with nAMD
highlighted that if left untreated, visual acuity (VA) decreases substantially. This affects quality of 
life significantly.

Results (1): Modelling Visual Acuity
Continuous treatment targeting VEGF as shown in the landmark MARINA trial by Rosenfeld et al 
(2006) and more recently VEGF and Ang-2 by Heier et al (2022) demonstrated preservation of 
visual acuity and even visual acuity gains. 

However, real world persistence data indicates that patients in many countries discontinue 
treatment already within the first year (e.g. Krieger et al 2025). We link non-persistence at 
specified timepoints with the natural course of nAMD to model the expected visual acuity decline.

Results (2): Linking Visual Acuity to Quality of Life
We combine the trajectory for visual acuity on active treatment and after discontinuation into a 
model accounting for UK general population mortality. Based on Czoski-Murray et al (2009), we 
map patients’ bilateral visual acuity to derive utility values for each persistence scenario. 
The results highlight that discontinuing treatment after just one year of treatment is associated 
with a loss of more than two QALYs. Even late-stage discontinuation after four years leads to a 
modelled loss of more than one QALY.   

Conclusion
Persistence with effective treatment is paramount for patients with nAMD.

Discontinuation of therapy carries a high risk of disease recurrence and vision 
deterioration, underscoring that in nAMD, persistence equals vision.
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Risk of recurrence of nAMD Sensitivity analysis
▪ Sensitivity analysis indicated that while 

patients with unilateral disease can 
depend on their healthy eye's vision, 
early discontinuation of treatment is 
projected to result in a loss of about half 
a QALY. 

▪ Varying baseline visual acuity did not 
significantly alter the base case results.

▪ Modeling delayed disease recurrence 
based on Aslanis et al (2022), as some 
patients might experience, predictably 
lessened the impact. However, 
discontinuing treatment within the first 
year was still linked to a substantial loss 
of approximately 1.5 QALYs. Based on Aslanis et al (2022) 
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Landmark visual acuity loss 
from baseline, e.g. 18 letters 

after 12 months.
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