
Letters

Re: Trivizki et al. Local Geographic Atrophy
Growth Rates Not Influenced by Close Prox-
imity to Non-Exudative Type 1 Macular Neo-
vascularization

We read with great interest the article “Local Geographic
Atrophy Growth Rates Not Influenced by Close Proximity
to Non-Exudative Type 1 Macular Neovascularization” by
Omer Trivizki, Philip J. Rosenfeld, and coworkers.1 Natu-
rally, we are intrigued by the comparison to our study
“Type 1 Choroidal Neovascularization Is Associated with
Reduced Localized Progression of Atrophy in Age-Related
Macular Degeneration.”2 At first glance, these two stud-
ies seem to contradict each other. However, we do not
see a strong contradiction, but rather further evidence in
their data for a localized protective effect of type 1 macu-
lar neovascularization (MNV) on geographic atrophy (GA)
progression (cf., “spatially specific hypothesis,” as explained
below).

In detail, Omer Trivizki et al. examined the impact of
non-exudative type 1 MNV on retinal pigment epithelium
(RPE) atrophy progression.1 Based on histopathologic data,
it was speculated that type 1 MNV might restore sub-RPE
perfusion by bypassing the diseased Bruch’s membrane.3–5

The authors improved upon our2 and other6–8 previous anal-
yses by modeling growth trajectories of GA spread and
accounting for spatial autocorrelation.9 Further, the authors
decided not to include eyes with RPE atrophy fully embed-
ded within non-exudative type 1 MNV, which may indeed
represent a distinct entity.1 However, there are two critical
differences between their and our analysis that ought to be
highlighted.

First, Trivizki et al. did not test the hypothesis on the
study population level (i.e. P values were computed for each
eye separately). Moreover, the estimates were not condi-
tioned on the progression rates of a larger natural history
study of GA and/or fellow-eye progression rates.1 In our
view, these factors make their analysis conservative.

Second, and more importantly, the hypotheses tested in
our manuscript (H1) and their manuscript (H2) differ funda-
mentally.1,2

� Pfau et al. hypothesis (H1)2: Type 1 MNV is associated
with a reduced localized progression of RPE-atrophy
(i.e. “spatially specific hypothesis”).

� Trivizki et al. hypothesis (H2)1: Type 1 MNV slows the
progression of RPE-atrophy along a spatial gradient
(i.e. “halo hypothesis”).

Of course, both hypotheses are reasonable. Neverthe-
less, we consider our initial hypothesis (H1) more appro-
priate, based on extrapolation from other retinal diseases.
Choriocapillaris loss in hypertensive retinopathy typically
manifests as well-demarcated RPE atrophy (“Elschnig spots”)
without marked alterations in the adjacent retina.10 Vice
versa, we expect that enhancement of sub-RPE perfusion
affects the overlying RPE primarily, without altering RPE
atrophy progression in the adjacent retina. With this frame-
work, demonstrating a continuous spatial gradient (beyond

the binary effect of colocalization) would be unnecessary to
prove a protective effect of type 1 MNV.

Figures 3, 4, and 5 in the study of Trivizki and cowork-
ers reveal a slower median RPE atrophy progression in the
subregion colocalizing with MNV (0 to 0.1 mm subregion)
compared to the overall median elsewhere (patients 1, 4, 5,
7, 8, and 9 [i.e. 6 of 9 patients]), supporting our spatially
specific hypothesis.1

Some patients even support the spatially specific hypoth-
esis, but not the halo hypothesis. For example, patient 7
in Figure 5 shows a spatially specific slower RPE atrophy
progression in the area colocalizing with the type 1 MNV
lesion, but no spatial gradient across the subregions distant
to the type 1 MNV.1 Thus, the exact choice of hypothesis can
determine whether a given observation counts as evidence
for or against a protective effect of type 1 MNV.

In conclusion, besides differences in the analysis and
patient selection, the precise hypothesis definitions affect
the conclusions of both papers. Based on visual inspection
of the plots, the data from Trivizki et al. appear to be compat-
ible or even supportive of our original hypothesis of a local-
ized protective effect of type 1 MNV on GA progression.1,2

Of note, this potential protective effect has major implica-
tions for the interpretation of current and the design of
future interventional trials in GA. Given the limited number
of patients in Trivizki’s and our studies, prospective studies
of the structural and functional impact of non-exudative type
1 MNV on age-related macular degeneration progression are
warranted.
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