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Polypoidal choroidal vasculopathy (PCV) is a subtype of neovascular age-related
macular degeneration (nAMD) that accounts for up to 50% of nAMD casesinAsia.! The
PCV complex comprises polypoidal lesions (PL) and branching neovascular network
(BNN), both of which are found between the retinal pigment epithelium (RPE) and
the outer portion of Bruch’s membrane.?Hence, PCV should be considered a variant
of type 1 neovascularization.® In addition, studies of the choroidal background
suggest PCV resides within the pachychoroid spectrum of diseases, character-
ized by choroidal thickening, dilated Haller’s layer vessels, and attenuation of the
overlying choriocapillaris.*

Vision loss in PCV may occur via several mechanisms, including exudation and
haemorrhage.>® While anti-VEGF monotherapy has been demonstrated to reduce
retinal thickness, closure of PLs is often desired as unclosed PLs are often the source
of hemorrhage.>>® Photodynamic therapy (PDT) has been shown to be superior
to ranibizumab monotherapy in resulting in closure of PLs in the EVEREST and
EVEREST Il studies.® On the other hand, anti-VEGF monotherapy has been shown to
be effective in preserving vision in PCV patients, but its ability to close PLs appears
variable.”

In the EVEREST Il study, combination therapy with PDT was superior to
ranibizumab monotherapy in achieving closure of PLs.*® The combination arm also
required less retreatment. However, in clinical practice, some concerns remain
regarding the potential adverse effects of full-fluence PDT, which may include
choroidal ischemia and RPE disruption. Severe vision loss following full-fluence
PDT has been reported in approximately 1% of cases.?In light of this risk, modified
PDT, either as half-fluence PDT (hfPDT; light dose of 25 J/cm?) or half-dose PDT
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(hdPDT; 3 mg/m? verteporfin) have been attempted in the management of PCV.®
In this issue, Chow and coworkers reported outcomes for hdPDT combination
therapy and anti-VEGF monotherapy for PCV. In their retrospective case series,
6-month functional and structural outcomes were reported for eight eyes treated
with hdPDT combined with ranibizumab or aflibercept, and for 10 eyes treated with
ranibizumab or aflibercept monotherapy. The authors reported a trend towards
better letter gains in the combination therapy arm, with similar anti-VEGF treatment
burden in both groups. PL closure rate and choroidal thickness changes post-treat-
ment were not reported. Perhaps counterintuitively, reduction in central subfield
thickness was more marked in the monotherapy group, although not statistically
significant. These somewhat conflicting findings may reflect the heterogeneity in
lesion characteristics. As the authors have rightly pointed out, the combination
group may have preselected patients with more aggressive PCV, or cases with more
extensive disease or aggressive morphology. In the hdPDT group, there was also a
mixture of deferred or prompt combination. This variation in timing of hdPDT may
also affect the findings.

In addition to reporting vision outcome and treatment number, an additional
endpoint which would be important to note in this study is the polyps’ status. The
speed of complete PLs closure rate can be evaluated as one of the biomarkers of
treatment outcome. Patients with complete PL closure might require less anti-VEGF
and thus reduce the treatment burden. Choroidal anatomy plays an important role
in PCV pathophysiology, changes in choroidal thickness following hdPDT. Poorer
anatomical response to loading dose in anti-VEGF in a thicker choroid have been
reported.®

The current work by Chow and colleagues suggests the efficacy of hdPDT in PCV
remains unclear, although a favourable safety profile was seen in their series. These
results highlight the difficulty in generalizing treatment recommendations as PCV
lesions are highly heterogenous. hdPDT combined with ranibizumab was previously
reported to be effective for smaller PCV lesions but less effective in cases with BNN
and multiple PLs.*

In real-world settings, complete regression of PLs is a desirable endpoint for
patients with PCV as it decreases the frequency of retreatment and reduces the risk
of devastating haemorrhage and chronic exudation. Several methods have been
shown to decrease the rate of PLs, including prompt combination at baseline with
either full-fluence or hfPDT, prolonged monthly loading with anti-VEGF for up to 6
months, or deferred combination with PDT. Future studies evaluating the efficacy
and safety of these treatment modalities will need to carefully balance the baseline
characteristics of PCV lesions and choroidal background. Longer follow-up design
will also be necessary to evaluate any differential effect on recurrence rate. Until
then, for clinical purposes, reviewing the indocyanine green angiography features
at month 3 remains an important assessment, especially in persistent, recalcitrant,
aggressive disease that progress despite initial monthly anti-VEGF therapy.
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