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ABSTRACT

Objective To correlate structural features seen on optical
coherence tomography (OCT) with best-corrected visual
acuity (BCVA) and Gass lesion type in patients with Best
vitelliform macular dystrophy (BVMD).

Methods and analysis This is a retrospective case
series of consecutive patients with molecularly confirmed
BEST1-associated BVMD. OCT scans were reviewed

for lesion status and presence of subretinal pillar, focal
choroidal excavation (FCE), intraretinal fluid or atrophy.
Available OCT angiography images were used to evaluate
for the presence of choroidal neovascularisation (CNV).
These features were then correlated with BCVA and Gass
lesion type.

Results 95 eyes from 48 patients (mean age 38.9
years, range 4—87) were included. The presence of a pillar
(24.2%), FCE (20.0%) and atrophy (7.4%) were associated
with poor BCVA (p<0.05). Gass lesion type 1 eyes were
correlated with good BCVA (LogMAR <0.4) whereas type
5 eyes had poor BCVA (LogMAR >0.4). Among 65 eyes
with longitudinal data (mean follow-up 5.1 years), 7 eyes
(10.8%) reverted from higher to lower Gass lesion type; of
these, 4 eyes (57.1%) had CNV responsive to intravitreal
anti-vascular endothelial growth factor treatment.
Conclusion 0CT-based structural features are readily
identifiable in patients with BYMD and have prognostic
importance due to their correlation with BCVA.

INTRODUCTION

Best vitelliform macular dystrophy (BVMD) is
one of the most common macular dystrophies,
with an estimated frequency of about 1 in
70 000." * BVMD results from pathologic vari-
ants in BEST],1 which encodes bestrophin-1,
an integral transmembrane protein located
on the basolateral aspect of retinal pigment
epithelial (RPE) cells.”” The age at which
vitelliform lesions first become detectable
with ophthalmoscopy in individuals affected
with BVMD ranges from as early as the first
year of life to beyond the seventh decade.’
The subretinal material within vitelliform
lesions can adopt various anatomical config-
urations during the lifetime of the patient,
which Gass interpreted to be a series of stages:

Key messages

What is already known about this subject?

» Vitelliform lesions in patients with Best disease can
progress over time through one or multiple stages
(Gass lesion types).

What are the new findings?

» Structural features on optical coherence tomography
(OCT) are easily identifiable, with better intergrader
agreement and stronger correlation with visual acu-
ity than traditional Gass staging. Vitelliform lesions
can reverse from higher to lower Gass lesion type
over time, and treatment of choroidal neovascular-
isation (CNV) may play a role.

How might these results change the focus of

research or clinical practice?

» Clinicians should be aware of OCT-based features in
patients with Best disease that have close correla-
tion with visual acuity. Future studies may focus on
the role of CNV in the evolution of vitelliform lesions
over time.

pre-vitelliform (stage 1), vitelliform (stage
2), pseudohypopyon (stage 3), vitelleruptive
(stage 4) and atrophy and/or fibrosis (stage
5).”® However, Gass’ classification was intro-
duced in 1974, well before the advent of
optical coherence tomography (OCT),” and
not surprisingly, there are often discrepancies
between Gass categories and OCT features.'’
Because not all patients progress steadily and
sequentially through the ophthalmoscopic
configurations described by Gass, we prefer
the term ‘lesion types’ rather than ‘stage’.'" '

To date, few studies have characterised the
natural history of BVMD with OCT imaging,
and in particular, the pathophysiologic mech-
anisms responsible for the transition from
vitelliform to atrophic lesions are unknown.
Choroidal neovascularisation (CNV) is typi-
cally thought to occur late in the disease
(sometimes considered Gass stage 6),13’17
but whether CNV is a sequelum of atrophy
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or actually contributes to collapse of vitelliform lesions
remains a matter of debate. Parodi and colleagues
recently used OCT angiography (OCTA) to demonstrate
that many patients with BVMD possess subclinical CNV,
suggesting that CNV likely arises earlier in the disease
process and may play an important role in the evolution
of vitelliform lesions over time."” However, longitudinal
data with OCTA, a relatively nascent imaging modality,
are currently limited; we thus sought to pursue insights
into this process using OCT, a modality for which we
have years of follow-up imaging available in patients with
BVMD.

In this study, we use longitudinal OCT to evaluate the
prevalence of structural OCT features and their evolu-
tion over time in a large cohort of patients with BVMD.
We further correlate these OCT-based features with
visual acuity, Gass lesion types and clinical diagnosis of
CNV. The findings highlight OCT-based features that are
readily identifiable, that possess clinical utility in their
correlation to visual acuity and that provide insight into
pathophysiologic mechanisms.

MATERIALS AND METHODS

This was a retrospective chart review of consecutive
patients with molecularly-confirmed BESTIrelated
BVMD seen at the University of Iowa Hospitals and
Clinics between 2008 and 2020. Institutional review
board approval was obtained from the University of Iowa
Hospital and Clinics. The research adhered to the tenets
of the Declaration of Helsinki and was conducted in
accordance with regulations set forth by the Health Insur-
ance Portability and Accountability Act. Demographic
data including age at each visit, gender and genotype
were recorded. Patients or the public were not involved
in the design, or conduct, or reporting, or dissemination
plans of our research. Patients with BVMD with comorbid
ophthalmic conditions affecting adequate image acquisi-
tion (eg, corneal pathology) or comorbid retinal disease
(eg, diabetic retinopathy, age-related macular degenera-
tion (AMD)) were excluded. The Snellen best-corrected
visual acuity (BCVA) for each eye and each visit was
recorded and converted to its LogMAR equivalent, as
previously described.'’ Patients with a clinical diagnosis
of CNV were identified, and any treatment (eg, with
intravitreal anti-vascular endothelial growth factor (anti-
VEGF) therapy) was recorded.

Multimodal imaging including colour fundus photog-
raphy and spectral domain OCT (Spectralis OCT;
Heidelberg Engineering, Heidelberg, Germany) from
each patient with BVMD at each visit were included for
analysis. OCT scan protocols included fovea-centred
macular volume scan protocols that ranged from 20°x20°
to 30°x20°, with 512, 768 or 1024 (horizontal)x496
(vertical) pixel density, and had 19, 25 or 49 B-scans. All
longitudinal scans were acquired using registration to
prior scans. The segmentation for each scan was reviewed
for algorithm errors (RC), and no manual correc-
tion was needed for centre subfield retinal thickness

measurements, which were recorded for each eye and
visit.

Each OCT volume scan was evaluated for the status of
the vitelliform lesion as either (1) pre-vitelliform (subfo-
veal thickening of the cone outer segment tips (COST)
line without vitelliform deposit or subretinal fluid (SRF))
(online supplemental figure 1A,B), (2) solid vitelliform
(dome-shaped homogeneously reflective lesion without
overlying fluid) (online supplemental figure 1C,D) or
(8) vitelliform neurosensory detachment (hyporeflec-
tive space between the photoreceptors and RPE) (online
supplemental figure 1IE-H). Other OCT features analysed
included presence of (4) subretinal pillar,”’ defined as a
sharply angled (>45° relative to Bruch’s membrane on
OCT line scan, which has a 3:1 axial stretch) focal eleva-
tion of the RPE with shadowing to the choroid (online
supplemental figure 1G-H),”" ** (5) focal choroidal
excavation (FCE) (online supplemental figure 11,]),**
(6) intraretinal fluid (IRF) (online supplemental figure
1K-L) or (7) atrophy and/or fibrosis, defined as the loss
of outer retinal layers including the ellipsoid zone band,
COST or external limiting membrane (online supple-
mental figure 1M-P). For eyes with FCE, the subtype
(conforming vs non-conforming) was also determined
based on prior definitions for these subtypes.” ***” The
presence or absence of these features was determined by
two independent ophthalmologist graders (RC, CRF),
with an additional grader (IH), serving to arbitrate any
disagreement. Gass lesion type was determined using
fundus photography and OCT imaging, including corre-
sponding en face near infrared reflectance images.

When available, spectral domain OCTA imaging
(Cirrus HD-OCT 5000 with Angioplex, Zeiss Meditec,
Dublin, California, USA) was also evaluated for the pres-
ence of visible CNV (defined as an identifiable vascular
network above Bruch’s membrane, with visible doppler
flow on line scans through the lesion) in the outer
retina to choriocapillaris (ORCC) slab by two indepen-
dent graders (RC, IH). OCTA scan protocols included 3
mmx3mm and 6 mmx6mm scans centred on the fovea.

Cross-sectional analysis

For each eye and graded OCT feature, we calculated the
number and percentage of eyes with that feature, as well
as the mean, median and range of the LogMAR BCVA
measured at each corresponding visit. We then used
paired t-tests to compare the overall BCVA and age of
eyes with a given feature to those without that feature.
A Kruskal-Wallis H test and post hoc Mann-Whitney U
test analyses were conducted to investigate differences in
the prevalence of OCT features by age group. Pearson
correlations were used to investigate the relationship
between the OCT features at baseline. To determine
whether any of the examined OCT features at the initial
visit were associated with or predictive of a BCVA equal to
or worse than 0.4 LogMAR (20/50 Snellen equivalent),
a univariate logistic regression analysis was conducted.
The visual acuity cut-off was determined prior to analysis
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based on a previous study we performed (178 eyes from
89 patients) that suggested 0.4 LogMAR as an inflection
point for decline in visual acuity (online supplemental
figure 2).** We also carried out a series of t-tests and
Mann-Whitney U tests to investigate: (1) the differences
in BCVA, central subfield thickness (CST) and age
among eyes with the characteristic OCT features and
those without; and (2) OCT features among eyes with
BCVA better or worse than 0.4 LogMAR.

Longitudinal analysis

For each eye with available follow-up data at least 9
months apart, the same OCT features noted above were
recorded as described above. For each feature, we used
Mann-Whitney U test to compare the differences in prev-
alence and respective BCVA between the initial and final
visits. We also carried out a series of Mann-Whitney U
tests to investigate the differences in OCT features at the
last visit among eyes with CNV and those without CNV.

Statistical analysis

Statistical analyses were performed using Microsoft
Excel (Microsoft Corporation, Redmond, Washington,
USA) and IBM SPSS Statistics, V.26 (IBM Corporation,
Armonk, New York, USA). Statistical significance was set
at p<0.05 for all comparisons.

RESULTS

A total of 95 eyes from 48 patients with BVMD were
included for analysis. The mean age was 38.9 years
(median: 36.0; range: 4-87) and the majority of the
patients were men (60.4%, 29/48). The mean LogMAR
BCVA was 0.31 (median LogMAR: 0.30; range: —0.12 to
1.00). The mean CST on OCT was 346.7 pm (median:
322; range: 73-627). Overall grader agreement was
excellent (90%) for all OCT features, with the lowest
agreement (83%) associated with the presence of a
pillar, and highest agreement associated with the pres-
ence of a pre~itelliform lesion or SRF (96% for both
features). However, overall agreement between graders
was substantially lower for Gass lesion types (46%), and
the agreement was lower at follow-up compared with
baseline (38% vs 53%, respectively; online supplemental
table 1).

Cross-sectional analysis

The prevalence of specific OCT features at baseline, with
corresponding BCVA and CST measurements, is shown
in table 1. On initial evaluation, a vitelliform lesion with
SRF was the most common feature (61.1%), followed by
subretinal pillar (24.2%) and FCE (20%). The majority of
FCEs were non-conforming (17/19 eyes; 89.5%). Atrophy
(7.4%) and a clinical diagnosis of CNV (10.5%) were less
common. On univariate analysis, features associated with
poor LogMAR VA included pillars, FCE, IRF and atrophy,
and LogMAR BCVA of eyes with each of these features
was worse when compared with eyes without these
features (p<0.05 for all comparisons, table 1). None of

the features were found to reach statistical significance
on multivariate analysis. When evaluating age, the only
comparison that reached statistical significance was eyes
possessing pillars compared with those without (p=0.04,
table 1).

Stratification by BCVA better or worse than 20/50 (LogMAR
0.4)

When stratifying the groups for analysis based on base-
line BCVA, there were 60 eyes (63.2%) with good vision
(BCVA >0.4 LogMAR). The mean age of these patients
was 37.5 years (median: 34.0; range: 4-87), and mean
CST was 335.7pm (median: 334; range: 210-570). The
remaining 35 eyes (36.8%) had poor vision (BCVA <0.4
LogMAR). The mean age of the poor vision group was
41.2 years (median: 45.0; range: 7-84 years) and mean
CST was 331.3 pm (median: 300; range: 73—-627). Patients
with poor vision were older and had thinner retinas
than those with good vision, but these differences were
not statistically significant. Eyes with good vision had a
higher rate of pre-vitelliform and solid vitelliform lesions
compared with those with poor vision (table 2). Eyes with
poor vision had a higher rate of pillar, FCE, IRF, CNV as
well as atrophy than those with good vision (table 2). Eyes
with poor vision had a significantly higher proportion of
eyes graded as Gass type 5 and lower proportion as stage
1 (p<0.05). There was no statistically significant correla-
tion between BCVA across Gass lesion types, and pairwise
comparison of eyes with good and poor BCVA showed no
statistically significant differences for eyes categorised as
Gass lesion types 2, 3 or 4.

Longitudinal analysis

OCT volume scans from 65 eyes from 33 patients were
included in the longitudinal analysis. At baseline, mean
age was 40.1 years (median: 42; range: 4-84), and the
majority of the patients were men (60.6%, 20/33). Mean
LogMAR BCVA was 0.34 (median: 0.3; range: -0.12 to
1) (online supplemental table 2). The mean follow-up
period of 5.1 years (range 0.75—-11 years). Mean LogMAR
BCVA (mean 0.27; median LogMAR 0.2; range —0.52 to
0.9) and CST (mean 340 pm; median 321; range 142-629)
were lower than at baseline (online supplemental table
2).

Eyes generally progressed through more advanced
Gass lesion types, and the prevalence of FCE, atrophy and
CNV increased over time (online supplemental table 2).
For eyes with FCE, the majority were the non-conforming
subtype (15/17 eyes; 88.2%). However, 10.8% (n=7 eyes)
exhibited a lower Gass lesion type on follow-up evalua-
tion relative to baseline. Among these, four eyes (57.1%)
had CNV, and the lower Gass lesion type was observed
following intravitreal anti-VEGF treatment. Ten eyes from
five patients had available longitudinal OCTA imaging,
and of these, 80% (8 out of 10 eyes from 4 patients) had a
visible CNV on OCTA imaging. Representative cases illus-
trating the evolution of various OCT features over time
are shown in figures 1-3 and described in detail below.
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BCVA <0.4 LogMAR (>20/50) BCVA >0.4 LogMAR (<20/50) P value

37.5,34,4t0 87

Age (Years) (mean, median, range) 41.2,45,7 to 84 0.21

Pre-VL (%) 28.3 2.9 0.02*

SRF (%) 61.7 68.6 0.29

FCE (%) 15 28.6 0.14

—
~

17.1

o
N
-

Fibrosis and/or atrophy (%)

Gass lesion type (%)

2 26.7 171 0.44

4 16.6 22.9 0.62

*P value <0.05 (Mann-Whitney U test) considered statistically significant.
BCVA, best-corrected visual acuity; CNV, choroidal neovascularisation; CST, central subfield thickness; FCE, focal choroidal excavation; IRF,

intraretinal fluid; SRF, subretinal fluid; VL, vitelliform.

Representative case examples

Case 1

Typical progression through Gass lesion types, with
collapse of vitelliform lesion and development of atrophy.
A man in his 50s with BVMD (BEST1, GIn96Glu hetero-
zygote) presented with 20/20 visual acuity in the left eye.
Fundus examination demonstrated a partially-layered
vitelliform lesion with SRF (Gass type 3, figure 1A,B).
After 2 years of follow-up, vision declined to 20/60, with
resorption of SRF (Gass type 4, figure 1C,D). By 6 years of
follow-up, BCVA remained 20/60 with eccentric fixation,
and there was central atrophy (Gass type 5, figure 1E,F).

Case 2

Rebound of a vitelliform lesion with SRF following treat-
ment of CNV with intravitreal anti-VEGF therapy. A
man in his 20s with BVMD (BESTI, Tyr227Asn hetero-

on OCT (figure 2A—A"). Three years later, he developed
new distortion, with corresponding resorption of the
SRF (Gass type 4) on OCT and a visible CNV on OCTA
(figure 2B-B’). Following three sequential intravitreal
anti-VEGF (bevacizumab 1.25mg/0.05mL) injections,
there was reconstitution of SRF (Gass type 2) and regres-
sion of the CNV (figure 2C-C”, D-D” and E-E”).

Case 3
A teenage man with BVMD (BESTI, Arg218His hetero-
zygote) was found to have BCVA 20/70 in the right eye

at initial evaluation with a central fibrotic pillar and SRF
(figure 3A,B). By 5 years of follow-up, there had been
spontaneous collapse of the pillar, with 20/80 visual
acuity (figure 3C,D). By 7 years of follow-up, visual
acuity measured 20/50 eccentrically with central atrophy
(figure 3E), flattening of the fibrotic pillar, development
of a FCE and minimal remaining SRF (figure 3F).

DISCUSSION

Gass’ classification system for BVMD, which was based
on fundoscopic findings and developed decades prior to
OCT, has been widely used to describe macular lesions
in BVMD. However, despite its widespread adoption, the
subjectivity of Gass staging makes the scheme difficult to
employ in many cases. By contrast, OCT-based evaluation
now enables a more detailed, cross-sectional view of struc-
tural biomarkers that are relatively easy to identify and
may provide better prognostic information. In our study,
grader agreement was excellent for OCT-based classifi-
cation of macular lesions, and OCT-based categorisation
was far more consistent than assigning Gass lesion type
(90% overall grader agreement for OCT features vs 46%
for Gass lesion type). OCT-based features also provide
information that correlates closely with visual acuity.
Specifically, the presence of a fibrotic pillar, FCE, IRF,
CNV and atrophy were all associated with worse vision.
Consistent with prior studies showing relatively little
difference in BCVA between intermediate Gass stages,7 ¢
in our study, there were no significant differences between

Coussa RG, et al. BMJ Open Ophth 2021;6:¢000860. doi:10.1136/bmjophth-2021-000860

(3]



Figure 1

Baseline

2 years follow-up
20/60

6 years follow-up
20/60 (eccentric)

Case 1, typical progression through higher Gass lesion types and vitelliform lesion collapse. A man in his 50s with

Best vitelliform macular dystrophy (BEST1, GIn96Glu heterozygote) demonstrated a layered vitelliform lesion. (A) At baseline
with corresponding subretinal fluid on optical coherence tomography (OCT) (B). After 2 years of follow-up, there was collapse
of the vitelliform lesion (C) with solid vitelliform material but no visible subretinal fluid (D). By 6 years of follow-up, there was
central atrophy (E) with reabsorption of the solid vitelliform material and loss of outer retinal layers (F).

eyes graded as Gass types 2—4. Given the subjective nature
of Gass typing and the stronger correlation of OCT-based
structural features with BCVA, OCT-based categorisation
may have a role for prognosis in addition to, or in place
of, traditional Gass staging.'’

To date, few studies have evaluated longitudinal struc-
tural changes on OCT in patients with BVMD. Previous
case reports have shown that patients may not progress
sequentially through Gass stages, and some eyes may
even paradoxically reverse from higher (more advanced)
stages to lower (less advanced) stages, even in the
absence of any treatment.'' '* In our study, we encoun-
tered several examples (10.7% of eyes with longitudinal
follow-up) where patients reverted from higher to lower
Gass lesion types (eg, rebound of a vitelliform lesion after
initial lesion collapse). Interestingly, 57.1% (4 eyes) had
CNV responsive to intravitreal anti-VEGF treatment.

CNV is traditionally thought to be a late-stage mani-
festation of BVMD,':‘_17 but the detection of CNV is
particularly challenging with fluorescein angiography
(eg, pooling within vitelliform lesions often limits the
identification of CNV-related leakage). The presence of
SRF on OCT is a useful indicator of CNV in other condi-
tions such as exudative AMD. However, in patients with
BVMD, SRF is routinely seen within vitelliform lesions,
and the presence of SRF is associated with better visual
acuity whereas loss of SRF (ie, collapse of vitelliform
lesion) is a poor prognostic sign. As such, the presence
of SRF is not a reliable sign of CNV in BVMD, and other
imaging-based biomarkers (eg, fibrotic pillar, FCE, IRF)
may be more useful. The presence of FCE and IRF have
been well-described as OCT-based markers for CNV in
other conditions.” " * Fibrotic pillars are a relatively
distinct finding in patients with BVMD, and recently,

6 Coussa RG, et al. BMJ Open Ophth 2021;6:000860. doi:10.1136/bmjophth-2021-000860



Prior to the
availability
of OCTA

Figure 2 Case 2 illustrating collapse of vitelliform lesion due to choroidal neovascularisation (CNV) and rebound after
antivascular endothelial growth factor (VEGF) treatment. A man in his 20s (BEST1, Tyr227Asn) was seen initially with best-
corrected visual acuity (BCVA) or 20/30 (A). Optical coherence tomography (OCT) showed a vitelliform lesion with subretinal
fluid (A’; yellow arrow) as well as a non-confirming focal choroidal excavation. Three years later, he presented with new
distortion and was found to have a BCVA of 20/25 with resorption of subretinal fluid and accumulation of hyperreflective
material (B-B’; yellow arrow). Optical coherence tomography angiography (OCTA) of the outer retina to choriocapillaris (ORCC)
showed a corresponding CNV (C”, white arrow), and an intravitreal anti-VEGF treatment (bevacizumab 1.25 mg/0.05 mL) was
administered. One month after treatment, there was decreased distortion and improvement in BCVA to 20/20, with rebound
of fluid and an incompletely regressed CNV on ORCC slab of the OCTA (C’), and a second intravitreal anti-VEGF injection
was given. One month later, the vitelliform lesion had increased in height on OCT (D-D’), with no visible CNV on OCTA (D”).
An additional anti-VEGF treatment was administered and follow-up a month later showed continued increase in height of the

vitelliform lesion (E-E’) without visible remaining CNV (E”).

OCTA has been used to demonstrate that these subret-
inal lesions often contain abnormal choroidal vascular
networks.'” As shown in Case $ (figure 3), these peaked
subretinal lesions are highly-hyperreflective on OCT, and
may collapse or involute, resulting in FCE, loss of SRF
and decrease in visual acuity.

The relatively high prevalence of structural OCT
features associated with CNV suggests that CNV may actu-
ally be an early rather than late-stage finding in patients
with BVMD, and that CNV may play an important role
in the transition from vitelliform lesions to atrophy.
Individual examples such as Case 2 (figure 2) are thus

Coussa RG, et al. BMJ Open Ophth 2021;6:000860. doi:10.1136/bmjophth-2021-000860 7



Baseline
20/70

3 years follow-up
20/80

7 years follow-up
20/50 (eccentric)

Figure 3 Case 3, demonstrating collapse of a fibrotic pillar and identification of a focal choroidal excavation (FCE). Images
from the right eye of a teenage man with Best vitelliform macular dystrophy (BEST7, Arg218His 653G>A). A prominent fibrotic
nodule (A) was noted in the fovea, with corresponding fibrotic pillar (B, asterisk) and subretinal fluid on initial examination,
which spontaneously flattened (C) in follow-up (D, arrow) . No anti-VEGF treatment was initiated. By 7 years of follow-up, there
was central atrophy (E), with collapse of the fibrotic pillar and enlargement in the diameter of the FCE (F, area delineated by
arrows) with minimal remaining overlying subretinal fluid. VEGF, vascular endothelial growth factor.

particularly provocative and demonstrate that vitelliform
lesions can rebound after initial collapse, violating the
expected advancement through progressively higher
Gass stages. As shown in this example case, the collapse
of a vitelliform lesion was associated with the presence
of FCE and CNV on OCT and OCTA. Treatment with
anti-VEGF therapy resulted in regression of any visible
CNV on OCTA, rebound of the vitelliform lesion with
SRF and improvement in BCVA. These findings suggest
that CNV may play an important role in the pathophys-
iology of BVMD, particularly pertaining to progression
from earlier stages to vitelleruptive or atrophic lesion
types. Early detection of the presence of CNV, including
with newer imaging modalities such as OCTA, may allow
for treatment that decreases the likelihood of vision loss.
Studies with longitudinal OCTA-based are needed to

further clarify the relationship between structural and
vascular changes over time.

Our study had several limitations, including its retro-
spective nature and the lack of standardised volume scan
protocols with regard to scan density or follow-up inter-
vals. As such, we focused on qualitative OCT-based features
that might be readily identifiable by a clinician. Our group
has previously demonstrated that photoreceptor outer
segment length varies in BVMD,” including by geno-
type”’; future studies may use retinal sublayer thickness
analyses to investigate quantitative differences by geno-
type. Due to the relative nascency of OCTA imaging, we
had longitudinal OCTA in only a few patients, including
those with high clinical suspicion for CNV. More work is
needed to correlate structural features (eg, pillars, FCE)
with the presence or absence of a visible CNV on OCTA,
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perhaps with sweptsource OCTA given its improved
ability to study choroidal details. Similarly, though prior
OCTA-based studies have demonstrated choriocapillaris
flow loss in patients with BVMD,'” the pathophysiologic
sequence of choroidal flow loss, FCE formation and CNV
remains unclear. Leveraging of data from multimodal
imaging and long-term follow-up studies may pave the
way for a more comprehensive staging system that paral-
lels the pathophysiology of BVMD and gives clinicians a
better sense of prognosis.

Correction notice This article has been corrected since it first published. The
word "Best" has been capitalised in the title and abstract.
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