
Review Article

Pachychoroid Spectrum Disorders: An Updated Review

Richard B. Brown1, BS; Sashwanthi Mohan2, DNB, MRCS, FICO; Jay Chhablani1, MD

1Department of Ophthalmology, University of Pittsburgh School of Medicine, Pittsburgh, Pennsylvania, USA
2Rajan Eye Care Hospital, Chennai, India

ORCID:
Richard Brown: https://orcid.org/0000-0003-2539-2728
Jay Chhablani: https://orcid.org/0000-0003-1772-3558

Abstract
Pachychoroid disease spectrum is a recent term that has been associated with an increasing
number of phenotypes. This review discusses updated findings for each of the typical
pachychoroid entities (central serous chorioretinopathy, pachychoroid pigment epitheliopathy,
pachychoroid neovasculopathy, polypoidal choroidal vasculopathy, peripapillary pachychoroid
syndrome, and focal choroidal excavation), as well as two relatively new additions (peripapillary
pachychoroid neovasculopathy and peripheral exudative hemorrhagic chorioretinopathy). Here,
we discuss the potential pathogenic mechanisms for these diseases and relevant imaging
updates. Finally, we argue for a consistent classification scheme for these entities.
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INTRODUCTION

Pachychoroid is a relatively recent term that
has been used to describe a thickened Haller
choroidal layer with attenuation of the Sattler
and choriocapillaris layers;[1] however, in the
near decade since the term’s introduction, a
universal agreement on its definition has yet to be
established. The result of this lack of consensus
in defining characteristics has led some authors
to combine disease entities while others separate
them in their analyses.[2]
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Recently, many authors have delineated
between pachychoroid and non-pachychoroid
forms of pachychoroid disease spectrum (PDS)
entities, such as central serous chorioretinopathy
(CSCR), pachychoroid neovasculopathy (PNV), and
polypoidal choroidal vasculopathy (PCV).[2–6]
Notably, Yamashiro et al described that
several studies from 2012 to 2018 variably
classify PNV (“pachychoroid-driven macular
neovascularization without polypoidal lesions”)
and PCV (“pachychoroid-driven macular
neovascularization with polypoidal lesions”);
during this period, cases that would classify
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as PCV under the current framework were
labeled as PNV.[2] Since then, PNV and PCV
have tended to be reported as separate entities;
however, some authors have continued to
include eyes with polypoidal features in PNV.[2]
This, therefore, creates issues when reporting
imaging findings, treatment outcomes, and clinical
management strategies. A detailed discussion of
the nomenclature history and issues it has posed
can be found in the work by Yamashiro et al.[2]
Moving forward, a widespread consensus on the
inclusion criteria for pachychoroid spectrum and
each pachychoroid entity is paramount to building
our understanding of these diseases and their
correct pathogenetic mechanism.[1–3] Recently, the
following diagnosis criteria has been proposed
for pachychoroid: (1) reduced fundus tessellation,
(2) pachyvessels, defined as dilated choroidal
vessels seen on optical coherence tomography
(OCT) or indocyanine green angiography (ICGA),
extending the entire length of the vessel to the
vortex vein ampullae, causing choriocapillaris
and Sattler layer attenuation, (3) a lack of soft-
drusen (an exception is made for pachydrusen,
which are irregular, scattered yellow–white
deposits across the posterior pole), and (4) the
presence of CSCR characteristics, such as retinal
pigment epithelium (RPE) abnormalities, choroidal
vascular hyperpermeability (CVH), or a prior CSCR
diagnosis.[2]

This review argues for a more consistent
classification scheme for these entities, focusing
on the most updated findings for each: CSCR,
pachychoroid pigment epitheliopathy (PPE),
PNV, PCV, peripapillary pachychoroid syndrome
(PPS), and focal choroidal excavation (FCE),
as well as newer entities recently added to
the spectrum – peripapillary pachychoroid
neovasculopathy and peripheral exudative
hemorrhagic chorioretinopathy. Further, this
review discusses the updated pathogenesis for
these entities and attempts to address the debate
that these entities exist on a single disease
spectrum. Recent imaging analysis will also be
discussed.

METHODS

Articles were found by searching online
databases for terms such as “pachychoroid”
and combinations of the individual entity titles as
listed above with “imaging” and “pathogenesis.”

Relevant articles published in English language
were included in this analysis. Emphasis was given
to recently published papers.

RESULTS

Pachychoroid Disease Spectrum Entities

CSCR

Central Serous Chorioretinopathy (CSCR) is the
classical pachychoroid spectrum entity with
a relatively large body of research; despite
this, significant questions remain about its
pathogenesis and classification criteria. Compared
to other pachychoroid disease spectrum (PDS)
phenotypes, CSCR presents in relatively younger
patients with serous neurosensory retinal
detachment, which may accompany pigment
epithelium detachments (PED).[3] As Manayath et
al describe, CSCR may also present with posterior
choroidal fluid loculations.[7]

Treatment of CSCR depends on disease
severity, functional impairment, and patient
preference, among other factors. Acute cases are
relatively more likely to resolve spontaneously
without visual consequence and can be
observed.[8] Treatment may be clinically warranted
in patients with existing monocular vision,
significant symptomatology, or those who
desire it.[3] Chronic cases are more likely to
require treatment, given their potential to develop
neovascular complications, RPE atrophy, or cystoid
macular degeneration.[3, 8–10] Patients receiving
treatment are more likely to have favorable vision
outcomes compared to observation alone.[10, 11]
Half-dose Verteporfin Photodynamic Therapy
(vPDT) has become a popular treatment choice
given its efficacy and improved safety compared to
full-dose vPDT.[9, 12] The efficacy of spironolactone
and eplerenone in CSCR have also been
investigated in randomized control trials, finding
mixed results in choroidal thickness reduction and
significant change in visual acuity.[13, 14] Recently,
Kumar Sahoo et al found that sub-foveal vessels
were significantly more likely to respond to PDT,
while eplerenone significantly decreased central
macular thickness and intraretinal cysts.[10] Through
multiple meta-analyses, anti-vascular endothelial
growth factor (anti-VEGF) treatments provide
no significant improvements in visual acuity in
CSCR patients;[15, 16] however, combination therapy
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is more useful in the treatment of PDS with
neovascular components, such as CSCR with
CNV, PNV, and PCV.[3]

PPE

Pachychoroid pigment epitheliopathy has been
classified into four types: RPE thickening, hyper-
reflective RPE spike, RPE elevation with inter-RPE
fissures, and PED.[17] Sakurada et al demonstrated
decreased choriocapillaris blood flow in areas
coinciding with PPE lesions, suggesting that local
ischemia may be the basis of this condition.[18]
Similarly, Tagawa et al investigated choriocapillaris
flow changes in 32 eyes with PPE compared to
30 healthy controls, finding that eyes with PPE
had significantly larger mean total flow void area
and average flow void size compared to healthy
controls.[19] Further, PPE eyes tended to exhibit a
diffuse decrease in choriocapillaris blood flow area,
not necessarily spatially related to pachyvessel
location. Interestingly, only 21.3% of flow void areas
were present over a pachyvessel, leading these
authors to suggest that pachyvessel presence
does not directly result in choriocapillaris flow
deficits.[19] A characteristic case of PPE is shown in
Figure 1.

PNV

There has been much debate in the literature
regarding the classification and nomenclature of
pachychoroid neovascularization (PNV). Previous
studies utilized a variety of diagnostic criteria
for PNV based on imaging findings, clinical
characteristics, and choroidal thickness, among
other elements,[20] making comparisons between
studies challenging.[2] Such ambiguity in inclusion
criteria yielded subjective inclusion of polypoid
lesions in PNV studies; accordingly, Yamashiro
et al further proposed that moving forward PNV
specifically exclude pachychoroid-driven macular
neovascularization with polypoidal lesions, as
these should tentatively be termed PCV.[2]

Etiologically, PNV joined the pachychoroid
spectrum after imaging demonstrated that
neovascular lesions spatially correspond to
areas with common pachychoroid features,
such as thickened choroid, pachyvessels, and
increased CVH.[1, 3, 20] Some investigators have
suggested that PNV is a late complication of

preexisting PPE or chronic CSCR[1]; however, this
link is contentious.[21] In support of this theory,
previous authors have suggested that given the
extensive metabolic demand of photoreceptor
cells and relatively limited oxygen supply of the
inner retinal vasculature, choroidal thickening
decreases diffusion of available oxygen supply
from the choriocapillaris to the outer retina, and
may therefore lead to VEGF expression from
the RPE and subsequent neovascularization.[1]
Conversely, others have argued that PNV and
PCV occur through mechanisms distinct from
the uncomplicated pachychoroid-PPE–CSCR
pathway. Demirel et al found that central choroidal
thickness (CT) and choroidal vascularity index
(CVI) were significantly different between PNV
& PCV, PNV & CSCR, and CSCR & PCV, while
there was no difference between CT and CVI in
PPE & PNV and PPE & CSCR.[21] These authors
argued that if PNV and PCV are continuations of
the CSCR pathogenesis, these cases should have
comparable CVI values to CSCR eyes, rather than
the relatively lower CVI reported both in their study
and elsewhere in the literature.[21, 22] Although
other authors have explained the decreased
CVI in PNV by suggesting that anastomoses
may relieve choroidal congestion, thereby
decreasing choroidal thickness and prompting
changes in CVI,[23] the direct link between CSCR-
related entities and PNV/PCV has still not been
causally related.[21] Further studies elucidating
the relationships between these entities are still
needed.

In addition, much debate has centered
around the involvement of neovascular age-
related macular degeneration (nAMD) lesions
in PNV classification structures.[2, 24] Some
authors have suggested using neovasculature
patterns as a differentiation tool.[20] Others have
divided PNV cases based on the presence or
absence of irregular PED legions.[25] Patients
with PNV also tend to be younger and have
more RPE abnormalities, thicker choroids, and
minimal/absent drusen (excluding pachydrusen)
compared to nAMD.[1, 3, 26] A distinction between
drusen-driven AMD and PNV has been supported
with deepmachine learning artificial intelligence[27]
and with cluster analysis.[28] Further, the
inflammatory cytokine profile in eyes with
PNV differs from those with nAMD.[29] Previous
studies also suggested eyes with PNV may
have lower VEGF concentrations compared to
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Figure 1. “Imaging of pachychoroid pigment epitheliopathy. (A) Multicolour image highlighting two small PEDs. (B) FAF imaging
does not demonstrate major changes in RPE autofluorescence. (C) Near infrared image highlights the position of the line scan
for the OCT in image D. Two elevated changes are again seen surrounded by haloes of reduced infrared signal. (D) EDI SD-OCT
shows two small serous PEDs (arrowheads) with clear pachychoroid (arrow).
PED, pigment epithelial detachment; FAF, fundus autofluorescence; OCT, optical coherence tomography; EDI SD-OCT enhanced
depth imaging spectral domain-OCT” [included with permission from Wiley Publishing].[1]

 

Figure 2. A 58-year-old female with PNV in the right eye. (A) FA demonstrating hyperfluorescence with minimal leakage. (B)
OCT showing pigment epithelial detachment (PED) with hyperreflectivity within PED. (C) Early ICG which depicts dilated choroidal
vessels and hyperfluorescence. (D) ICG late phase shows diffuse choroidal fluorescence with increasing hyperfluorescence at the
lesion site.
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Figure 3. Images of Pachychoroid Choroidal Vasculopathy in a 59-year-old male. (A) Color fundus imaging demonstrating a large,
elevated subretinal hemorrhage involving majority of macula and extending to superior mid-periphery. (B) OCT imaging at case
presentation. The patient underwent pars-plana vitrectomy, subretinal TPA, SF6, and Aflibercept injection. ICGA post-surgery,
early (C) and late (D) stages, showed multiple focal leaks along with polypoidal network. OCT at this stage (E) showed subretinal
fluid and pigment epithelial detachment. Subsequently, half-fluence PDT was performed, and complete regression of network
was achieved, as shown on early (F) and late (G) phases of ICGA and no activity on OCT (H).

 

Figure 4. Images of Peripapillary Pachychoroid Syndrome in a 45-year-old male. OCT image (A) demonstrating peripapillary intra-
retinal fluid accumulation, with minimal sub-retinal fluid. Fundus autofluorescence (B) shows hyper- and hypoautofluorescence
changes along with retinal pigment epithelial tracts. Fluorescein angiography (C), and indocyanine green angiography (D)
demonstrate choroidal vascular dilation, along with multiple areas of hyperfluorescence.

nAMD[30]; however, VEGF compartmentalization
within the choroid may complicate quantitative
measurements.[5, 20]

Advances in imaging techniques are also
thought to be important in PNV differentiation
[Figure 2]. Pulsation seen in the downstream

of the vortex vein on ICGA has recently been
proposed as a biomarker for choroidal overload,
particularly in eyes with PNV.[31] Conversely, optical
coherence tomography angiography (OCTA)
has shown a higher sensitivity and specificity
than dye angiography in PNV identification.[3, 32]

216 JOURNAL OF OPHTHALMIC AND VISION RESEARCH Volume 18, Issue 2, January-March 2023



Pachychoroid Disorders ; Brown et al

 

Figure 5. Optical coherence tomography of a 69-year-old male with CSCR demonstrating Focal Choroidal Excavation, along with
intra-retinal fluid and an epiretinal membrane.

Figure 6. “Wide-field ICG angiogram of a 48-year-old with central serous chorioretinopathy. (A) Image obtained 2:51 min after
indocyanine green dye injection. (B) Some of the intervortex venous anastomoses are highlighted in yellow for easier recognition.
There are a group of vessels, highlighted in orange, that lead to the inferior macular region and are no longer visible in the central
macula because of early leakage (area surrounded by orange outline). (C) Using wavelet contrast enhancement of the middle
and low spatial frequency components, haze was removed from the image leaving clear delineation of the larger vessels. (D) The
central intervortex venous anastomoses are visible, as highlighted in yellow” [included with permission from Elsevier.][8]

Specifically, cases with type 1 CNV and shallow
irregular PEDs are better detected on OCTA
imaging,[3, 33] and small PNV lesions with indistinct
capillary patterns, fewer core vessels, or absent
plaque hypercyanescence are all significantly
more likely to be missed by dye angiography.[32]
Recently, Sagar et al proposed that SS-OCT may
be the most helpful in diagnosing and determining
the treatment efficacy.[20] PNV has been shown to
exhibit shallow, irregular PEDs on OCT, while the
lesions in PCV are sharper and notched.[20] Such

irregular PEDs also correspond to the RPE-BM
neovascularizations seen on OCTA.[20]

Many treatment options have been explored
for PNV; however, differences in case inclusion
between studies somewhat cloud this work.[2]
Anti-VEGF treatments are equally effective in both
PNV and nAMD, but PNV patients often require a
longer treatment interval.[3] Aflibercept has proven
more effective than ranibizumab at targeting
CVH, reducing fluid, and decreasing choroidal
thickness.[20, 34, 35] Effects of full-fluence and
half-fluence PDT have also been evaluated.[36, 37]
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PNV and chronic CSCR have recently been
shown to respond differently to half-fluence PDT
treatment and may require anti-VEGF + half-
fluence PDT combination therapy.[37] Plausibly,
PDT monotherapy may successfully treat the CVH
component of PNV; however, the neovascular
lesions still require an anti-VEGF medication.[36, 37]
Monotherapy with anti-VEGF injections[34] or full-
fluence PDT,[36] as well as combination therapy,[38]
have led to the need for retreatments; however,
the lowest recurrence incidence (19%) has been
in half-dose PDT combined with aflibercept
injections.[39] Overall, the PDT + Anti-VEGF
regimens are well tolerated; this combination
may result in fewer needed injections and reduce
retreatment burden.[1, 38] Future prospective
trials are needed to create definitive guidelines
surrounding functionally effective treatment
modalities for these patients.

PCV/AT1/PAT1

Polypoidal choroid vasculopathy (PCV) has
been described as polypoidal vascular dilations
overlying a choroidal vascular network.[3] PCV
carries many of the same features as PNV,
including type 1 (sub-RPE) neovascularization
between the RPE-Bruch’s membrane junction
corresponding to pachyvessel and CVH
location.[1, 3] PCV has also been associated
with serous or hemorrhagic PEDs near the
polypoidal legions [Figure 3] and sub- or intraretinal
exudations.[1, 40] Some recent authors suggest that
EDI-OCT is crucial in diagnosing this entity,
which may demonstrate peaked PEDs containing
“thumbprint signs,” or rings of hyperreflectivity
with hypo-reflective lumens.[41] A “double hump
sign” may present where one PED leaks fluid
near another PED, while saccular dilations may
appear as hyperreflectivity at the RPE level
on enface OCT.[41] On imaging, OCTA is more
sensitive than ICGA in detecting type 1 macular
neovascularization and may help both identify
PCV cases and differentiate them from other
PDS entities and nAM.[32, 42] Interestingly, the
aneurysm-like structures in PCV/AT1 are theorized
to result from exposure to pulsatile blood flow,[43]
and previous work demonstrated that pulsatile
lesions were significantly more likely to be missed
on OCTA compared to ICGA.[44]

A wide variety of terms have been used to
describe this combination of clinical features

and have been reviewed elsewhere.[2, 45] These
authors note differences in the frameworks
used to classify macular neovascularization,
which have compromised the clinical utility of
previous works.[2] Recently, aneurysmal type
1 neovascularization (AT1) or pachychoroid
aneurysmal type 1 neovascularization (PAT1)
have become common in the literature, removing
the “polypoidal” terminology to reflect the idea
that the lesions are primarily vascular rather than
epithelial.[1, 3, 46] A consensus-driven, universal
framework is paramount to future studies and
our comprehension of the disease. Accordingly,
Yamashiro et al recommended that the term
PCV should be used cautiously until we have
a concreate understanding of the pathogenetic
mechanism.[2]

PCV has been proposed to be a common clinical
manifestation of several pathogenic processes.[2, 5]
PCV and nAMD have similar features;[47] genetic
overlap between PCV/AT1/PAT1 and nAMD has
been discussed previously.[1, 48] PCV tends to
present in younger patients with greater choroidal
thickness, CVH, and RPE defects, in comparison
to the thinner choroids seen in nAMD.[3] Further,
both pachychoroid- and non-pachychoroid-PCV
have been discussed.[4, 49] Pachychoroid-PCV
and CSCR are more likely to demonstrate diffuse
pachyvessels, while in non-pachychoroid-PCV
and AMD eyes pachyvessels tend to be focal.[49]
Ultimately, Yamashiro et al recommended a
framework in which drusen-driven disease entities
are classified as nAMD with or without polypoidal
lesions, while diseases without drusen are termed
“PNV with polypoidal lesions” or “PNV without
polypoidal lesions.”[2]

Many previous studies do not specify the PCV
subtype of their subjects, causing ambiguity when
interpreting their results.[5] Pachychoroid-PCV eyes
are more likely than non-pachychoroid-PCV to
have persistent retinal fluid[4] and chronically
increased SFCT after anti-VEGF monotreatment.[6]
Further, following anti-VEGF monotherapy, BCVA
does not significantly differ from baseline to 60-
month follow-up in either group, or between
groups.[6] Recently, Vadalà et al evaluated full
fluence vPDT + aflibercept in pachychoroid-PCV
eyes, finding significant improvement in functional
outcomes at 12 months;[5] these findings are similar
to those previously reported.[50] Initially treating
with vPDT before aflibercept injections has been
hypothesized to maintain the effects of initial
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vPDT and reduce retreatment in PCV and PNV
patients.[5, 38]

Previous authors have speculated that baseline
choroidal thickness may be an important predictor
for final vision outcomes.[3, 51, 52] Although Chang
and Cheng proposed a sub-foveal choroidal
thickness (SFCT) threshold of 267.5 µm for anti-
VEGF treatment efficacy,[4] the clinical utility of
SFCT thresholds is controversial.[53] Patients
with PCV may also exhibit significant variability
in choroidal thickness,[3, 54] making threshold
applications challenging for clinical diagnosis and
treatment selection. Further, given the similarity in
functional outcomes reported by Shimizu et al,[6]
it is unclear if choroidal thickness thresholds will
hold significant clinical value in these cases.

PPS

Peripapillary pachychoroid syndrome (PPS) is
a relatively new addition to the pachychoroid
spectrum, with few cases reported overall.[55] In
PPS, patients demonstrate intra or subretinal fluid
in the region nasal to the macula and choroidal
thickening near the optic disk, rather than the
fovea.[3, 56] The disease tends to occur in elderly
males[1, 56–59] and may present bilaterally.[3, 56, 60]
Patients with this condition may also have other
features of PDS, such as CVH, pachyvessels,
pigment epitheliopathy, serous PEDs, and
hyperfluorescence in the peripapillary region
[Figure 4].[3, 41] PPS also exhibits choroidal folds,
smaller cup-to-disk ratios, and mild disk leakage
on late FA.[41, 56] Recently, Barequet et al described
cases of acquired vitelliform lesions in eyes with
PPS, a new finding for this disease entity.[59]

The etiology of PPS is still contentious. Some
authors have speculated that PPS may have a
similar pathogenesis as CSCR, wherein papillary
choroidal congestion results in RPE dysfunction
and subretinal fluid accumulation.[55, 56] Some have
proposed that fluid from the nasal choroid may leak
into the retinal space via membrane defects in the
external limiting membrane (ELM),[55] while others
purport that the peripapillary fluid pocket signifies
the fluid entry site from the choroidal vasculature
into the retina.[60] Recent evidence has led authors
to theorize that anastomotic connections may also
play a role in PPS pathogenesis.[43, 55] Peripapillary
anastomoses, in combination with the lack of
RPE around the optic nerve head, may allow for

the direct transmission of choroidal hydrostatic
pressure to the inner retinal layers in this region.[57]

Treatment efficacy for PPS varies. Recent cases
have resolved spontaneously[55] or with PDT
laser.[60] A case of a bilateral PPS, initially treated
with dorzolamide eye drops and eplerenone
tablets, ultimately achieved retinal fluid resolution
and visual acuity improvement after treatment with
dexamethasone drops.[60] In both Bouzika cases,
visual acuity was significantly affected, making
treatment a necessity over the observation only
modality suggested by other authors.[55]

The efficacy of anti-VEGF injections is mixed;
some have reported favorable outcomes after
aflibercept injections,[61] while others reported
cases of PPS that were recalcitrant to multiple
anti-VEGF medications.[56, 62, 63] Recalcitrant cases
have recently shown improved BCVA after low-
fluence PDT.[63] Investigations of PDT have also
shown long-term significant decreases in both SRF
and CSFT,[58] but with complete resolution in fewer
patients than seen in CSCR populations.[64] Xu
et al investigated long-term treatment outcomes
and found that eyes receiving anti-VEGF injections
exhibited decreases in choroidal and retinal
thickness, but no significant change in best-
corrected visual acuity (VA). However, several
eyes in this study had remaining SRF which
may contribute to the lack of BCVA gain, or had
photoreceptor atrophy, which would portend poor
vision outcomes regardless of fluid resolution.[57]

Most recently, some reports have documented
the potential utility of topical steroids in these cases
with good anatomical outcomes.[65, 66] Accordingly,
topical steroids can be used as a treatment for
fluid resolution PPS; however, because treatment
may require extended use and may cause other
ocular complications associated with elevated IOP,
this modality may be best reserved for recalcitrant
cases.

FCE

Focal choroidal excavation (FCE) presents as a
choroidal concavity seen on OCT[67] in patients
without scleral ectasia, posterior staphyloma,
or other scleral abnormalities [Figure 5].[3, 20]
Given its choroidal thickening, CVH, and dilated
pachyvessels, FCE has been linked with PDS.[68]
The place of FCE within the spectrum has not
been delineated. FCE coincidence has been
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documented in a small percentage of CSCR and
PCV/PAT1 cases.[69–71]

Few known risk factors exist; FCE cases have
no gender predisposition and affect a wide
range of ages.[1, 53, 70] Although FCE usually
presents unilaterally and within the fovea, some
recent reports suggest it may rarely manifest
extrafoveally.[72] FCE is difficult to detect on fundus
exam alone but may occasionally present as
small yellow lesions and pigmentary changes.[41]
EDI-OCT can be useful during diagnosis, as it
can demonstrate pachyvessels enlargement,
choriocapillaris atrophy, and an intact, depressed
RPE.[41] On OCT and ICGA, these cases also tend
to demonstrate choroidal attenuation directly
below the excavation area corresponding to outer
choroidal vessel dilation.[73]

Several classification systems of FCE have
been described in the literature. Margolis et al
presented “conforming FCE” and “non-conforming
FCE,” where conforming indicates an intact
photoreceptor-RPE junction, while non-conforming
signifies a hypo-reflective space between these
layers.[74] Later, Shinojima et al proposed three
morphological shapes for FCE: bowl, cone, or
mixed type, depending on their appearance on
OCT.[71] Seemingly, bowl-shaped patterns correlate
with more significant atrophic changes and may
be associated with a worse prognosis.[71] In a
recent study, Capellan et al described three
subtypes based on thresholds of central choroidal
thickness.[75] These authors found that FCE cases
presenting with increased thickness (>200 μm)
and cone-shaped morphology were significantly
more likely to develop CNV membranes.[75] Finally,
the classification structure proposed by Verma
et al includes both congenital and acquired FCE,
wherein acquired FCE can occur due to a variety
of causes, including inflammation, dystrophy,
malignancy, or pachychoroid diseases.[67]

Overall, the etiology of FCE is still debated.
Some authors have suggested these lesions may
arise from a congenital defect in the choroid.[74, 76]
Here, the youthful retinal elasticity allows RPE
conformity to the area of the predisposing
choroidal malformation,[77] further permitting
the photoreceptor-RPE junction to remain intact
and preventing visual manifestations.[74]With
aging, however, decreased elasticity results in
layer separation and photoreceptor ischemia,
which ultimately cause clinical symptoms and
prompt presentation.[67] Other investigators have

suggested the disease can also be acquired,
with some proposing that inflammation, fibrosis,
CNV, or choriocapillaris atrophy may weaken the
junction between the RPE and BM, decreasing the
overall architectural support and leading to FCE
development.[67, 73, 78]

Recently, many authors have discussed
inflammatory etiologies of FCE. Verma et al
described that hyporeflective spaces between
the RPE and photoreceptor layer may also
contain hyperreflective elements, potentially
indicating residual inflammation or outer segment
photoceptor degeneration.[67] Similarly, Ellabban et
al suggested that hyperreflective tissue underlying
the legion may be evidence of a previous choroidal
scar tissue, contraction of which may generate
the FCE lesion.[69] Potentially, in cases of severe
inflammation, adhesions between the layers may
result in a conforming lesion, whereas cases of mild
inflammation may result in less adhesion and layer
non-conformity.[67] Gan et al found that a majority of
FCEs form nearby other comorbid retinal lesions,
either at locations within the comorbidity or at
its edges, prompting them to suggest that FCEs
may occur following other pathologic retinal
alterations.[78]

Further, the connection between disease
etiology and potential prognosis remains unclear.
Verma et al suggested that congenital FCE
tended to be static and non-vision threatening,
while acquired FCE had the potential to cause
complications and vision loss.[67] In 2017, Chung
et al noted that lesions tend not to change over
time;[68] however, in the study by Gan et al, 22.5%
(14 eyes) of eyes with comorbidities experienced a
pattern change while 4.8% (three eyes) developed
neovascular lesions.[78] If these lesions were
acquired secondarily to the underlying disease or
clinical treatment, these findings are congruent
with Verma et al, who stated that acquired cases
tend to have higher complication rates. Large-
scale, prospective studies describing the natural
course of pachychoroid FCE are needed to
validate various classification systems, which may
have prognostic value in assessing complication
risk and determining clinical follow-up interval.[75]
Regular observation is recommended to monitor
for treatment-requiring complications, such as
neovascularization. To date, no case reports or
studies in the literature suggest the need to alter
the standard treatment course for the coexisting
conditions.[67]
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New entities

Recently, several new entities have been proposed
to add to the pachychoroid spectrum.

Peripapillary pachychoroid neovasculopathy

Montero Hernandez et al presented a new entity
in the pachychoroid spectrum, peripapillary
pachychoroid neovasculopathy (PPN), which
describes PPS occurring with peripapillary
type 1 CNV.[79] Notable findings included:
papillonasal pigmentary changes overlying
mottled autofluorescence; an irregular PED and
pachyvessels on SD-OCT; a large neovascular
network and hyper-flow signal on OCTA; and CVH
on ICGA. The patient was given treat-and-extend
aflibercept, resulting in a good visual and anatomic
outcome.[79]

Peripheral exudative hemorrhagic
chorioretinopathy

First described by Annesley in 1980, Peripheral
exudative hemorrhagic chorioretinopathy (PEHCR)
is associated with peripheral subretinal fluid and
hemorrhaging, typically located between the
ocular equator and ora serrata.[80] Imaging studies
have found polypoid lesions in the retinal periphery
on ICGA, prompting authors to suggest it is similar
to PCV.[81, 82] Schroff et al recently proposed PEHCR
as an addition to the pachychoroid spectrum after
finding that it was associated with a thickened
choroid in the temporal periphery.[80] This pattern
of gradually thinning toward the fovea is the
inverse of both CSCR [83] and normal eyes,[84]
which are thickened subfovealy. This entity has
been previously thought to be a variant of AMD;[85]
however, AMD demonstrates a relatively thinner
retina, leading these authors to suggest it is a
separate entity with a different pathogenetic
mechanism.[80] Mantel et al described these
cases as being self-limiting, with long-term follow-
up demonstrating stability, regression, or full
resolution.[81] Importantly, given the similarities
in their presentation, these lesions must be
distinguished from choroidal melanoma which
may prevent unneeded radiation or enucleation in
these patients.[86]

Pathogenesis

The pathogenetic mechanism of pachychoroid
entities is perhaps the most heavily debated
component of these conditions. Seemingly,
authors agree that uncomplicated pachychoroid,
PPE, and CSCR represent stages of a single
pathologic entity. However, some disagree that
other PDS entities exist on the same linear
spectrum.[21] To date, the collective findings
suggest that CSCR eyes experience reduced
choriocapillaris blood flow spatially corresponding
to areas of retinal pigment epithelium ischemia and
dysfunction.[87] They propose that the pachyvessel
enlargement in eyes with uncomplicated
pachychoroid may damage the RPE, leading
to PPE, which then becomes CSCR after the RPE
damage becomes so significant that it cannot
compensate for fluid accumulation and leads to
SRF formation.[21]

Generally, authors agree that the fluid in CSCR
results from CVH; however, the inciting factors for
this CVH are still highly contentious.[8] Importantly,
conditions in the PDS spectrum exhibit signs of
venous overload,[88] which has been suggested by
many as the underlying cause of CVH.[8, 43, 89, 90]
Without compensatory lymphatic vessels,[91] the
retina relies on the choriocapillaris and RPE to
remove excess fluid from the subretinal space; such
elevated venous pressure prevents reabsorption
and leads to fluid pooling.[8]

Increased venous pressure has been theorized
to result from increased blood flow or decreased
venous emptying.[8] Some have proposed
choroidal arteriovenous malformations or fistulas
cause arterial blood to flow directly into a choroidal
vein; this increased pressure from arterial blood
may cause venous dilation and congestion, leading
to pachyvessel formation.[90] In this framework,
an anastomotic connection between choroidal
arteries and vortex veins results in CSCR, while
a connection between a choroidal artery and a
choroidopial vein results in PPS.[90]

Separately, increasing evidence has suggested
that abnormal venous emptying via vortex vein
occlusion may be responsible for choroidal
venous congestion and CVH.[43, 92–94] Kishi
and Matsumoto described ICGA studies in
CSCR eyes which revealed a dilation of the
vortex vein ampulla, suggesting an obstruction
where the vortex vein transverses the sclera;[43]
other authors have hypothesized this site may
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hold a valve-like function regulating venous
outflow.[8, 94] Further, eyes with CSCR and PNV
have increased scleral thickness,[95] which may
increase outflow resistance[94] and decrease
diffusion permeability,[8] contributing to venous
stasis and congestion. In addition, risk factors
associated with CSCR development have also
been associated with increased scleral thickness.
CSCR is more common in middle-aged men,[8] who
have a relatively thicker sclera than women.[96]
Hyperopic eyes also tend to have thicker anterior
sclera, suggesting that axial length may be an
intrinsic risk factor for CSCR development.[43, 97, 98]
Further studies are needed to understand the
contributions of scleral thickness and rigidity to
overall vascular resistance.[43]

Vortex vein asymmetry may also contribute to
venous congestion in CSCR eyes.[99] Pachyvessels
tend to adhere to a specific vortex vein
quadrant.[3, 88, 90] Further, PDS eyes demonstrated
significant inter-subject variability in the fundal
proportion drained by each vortex vein, which was
not seen in control eyes.[94] Underdevelopment
of one vortex system may represent anatomy
predisposed to choroidal venous congestion,
overload, and development of PDS.[94]

In addition, venous congestion and stasis
have been reported to induce expression
of cytokines and other signaling molecules
that cause venous dilation and vasculature
remodeling.[8] Kishi and Matsumoto suggested
that acute venous stasis causes asymmetrical
vein engorgement in an area which spatially
corresponds to choriocapillaris filling delays;
over time, compensatory anastomoses form to
relieve chronic venous congestion.[43] Multiple
studies have found an association between
inter-vortex venous anastomotic connections and
pachychoroid entities.[23, 89, 93, 100] Spatially, eyes
with CSCR and PNV tended to have anastomoses
in the central macula, while eyes with PPS had
anastomoses near the optic nerve, providing
evidence of a common link between these
phenotypes.[89]

Seemingly, these anastomotic vessels have
relatively thin walls, making them susceptible
to the elevated venous pressure that exists
secondary to the venous stasis in these diseases.
Dilation of these predisposed vessels were thus
purported as the pathogenesis of pachyvessels.[43]
Interestingly, as one choroidal system forms a
venous anastomosis to relieve congestion and

stasis, other authors have suggested that the
neighboring system may already have relatively
greater venous congestion, thereby, potentiating
the venous overload and choriocapillaris
leakage.[8] Spaide et al also purported that these
dilated anastomoses transmit increased venous
pressure to the choriocapillaris, resulting in both
leakage and structural damage; therefore, the
choriocapillaris attenuation extensively described
by previous authors may be due to venous flow
abnormalities than mechanical choriocapillaris
compression.[8, 89, 92] Further, in some cases, the
anastomoses became the prominent vessels within
a region, crowding out normal choroidal veins until
none remained.[89] Similarly, analyses of the
choriocapillaris in eyes with CSCR and PPS found
an overall decrease in capillaries, with the ones
that remained being longer and wider than normal
controls.[8, 92] Chen et al occluded the vortex veins
in monkeys, initially noting increased choroidal
thickness in the distribution of the occlusion,
however, after three months found that non-
occluded regions were also thickened, potentially
suggesting anastomoses formation resulted in
diffuse vortex vein involvement.[101] Overall, it is
unclear if vein-to-vein anastomoses occur as a
result of venous obstruction, as suggested by Kishi
and Matsumoto,[43] or caused by arterio-venous
anastomoses, as suggested by Brinks et al.[90]
Future studies need to be conducted to delineate
if anastomoses are dilations of existing vessels or
a neovascular consequence of these pathologies
[Figure 6].[8]

Interestingly, Bacci et al found that intervortex
venous anastomoses and CVH also occur in
healthy eyes, which they attributed to potential
subclinical forms of venous insufficiency.[94]
Similarly, Jeong et al quantitatively evaluated
the choroidal vasculature patients with unilateral
CSCR, finding no significant difference in vortex
vein engorgement in affected and unaffected eyes,
providing further evidence that a predisposition
may be present in these patients.[93] Shinojima et
al found that 19% of asymptomatic/contralateral
eyes of patients with unilateral CSCR ultimately
developed a retinal detachment during the follow-
up period, further suggesting there may be a
predisposing factor.[102] Gerardy et al found that
the asymptomatic eyes of unilateral CSCR cases
exhibited significantly reduced foveal cone density,
suggesting that photoreceptors may be damaged
at baseline in a process independent of retinal
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detachment; these cones may be particularly
sensitive to oxidative stress or abnormal blood
flow regulation, which is congruent with findings
that CSCR patients exhibit higher levels of
oxidative stress biomarkers.[103] Kim et al recently
investigated the characteristics surrounding RPE
detachment location in CSCR patients.[104] They
noted that PEDs closer to the foveal center tended
to develop CNV, leading them to hypothesize that
the foveal RPE in CSCR patients may be more
sensitive to hypoxia, RPE insufficiency, or other
tissue stressors.[104]

PPE transitioning to other pachychoroid entities
have been reported, including CSCR,[17, 105]
PNV,[105] and PCV,[106, 107] which suggests that
these entities are related and may be stages of
a single disease process.[1, 3] The contralateral,
asymptomatic eyes of unilateral CSCR patients
have shown signs of PPE in the majority of
cases.[105, 108] Similarly, patients with unilateral
PCV have also demonstrated signs of PPE in
their contralateral eye, all of which became
PCV over time.[107] These eyes may have more
severe choriocapillaris thinning, leading to further
ischemia and RPE disruption.[107, 109] Tang et al
further hypothesized that the RPE irregularities
seen in PPE represent focal origins to PCV
lesions.[107] Eyes with an SFCT of <300 µm may
represent very early-stage, compensated PPE.[105]

Recently, authors have suggested that acute and
chronic CSCR may have different pathophysiologic
mechanisms. Acute CSCR may be due to single
anastomosis that spontaneously occludes,
prompting fluid resolution, whereas chronic cases
may involve multiple anastomoses which involve
greater retinal surface area.[90] This hypothesis
is congruent with the clinical findings of chronic
CSCR appearing as broad and shallow compared
to acute cases.[3] Imamura et al previously found
that the choroid remains abnormal in eyes with
resolved CSCR.[110] Some authors suggest that the
dilation and hyperpermeability that accompany
venous engorgement are permanent changes
to the vasculature, particularly in Haller’s layer,
creating a predisposition for those with acute
CSCR to experience fluid recurrence even after
episode resolutions.[8, 20, 43] Chronic CSCR cases
have been found to have more hyperpermeable
area than acute cases, but without a difference
in subfoveal choroidal thickness.[93] Given that
patients with acute CSCR have been found to
be about 15 years younger than patients with

chronic CSCR,[43] some have suggested that older
eyes with chronic CSCR may no longer be able to
compensate for the fluid overload.[3]

Given the affinity of PDT to target dysfunctional
endothelial cells, if aberrant anastomoses are
involved in CSCR pathogenesis, this may
explain the efficacy of PDT as a treatment
modality. Studies have suggested that vPDT may
induce choroidal vascular remodeling.[63, 111, 112]
By occluding the involved anastomosis, PDT
would remove the shunt that is contributing
to overload and hyperpermeability.[90] Recent
analysis has suggested that although PDT can
stop the choroidal leakage, the underlying venous
outflow obstruction still remains.[8] Spaide et al
discussed surgical decompression of the vortex
vein, or the creation of scleral windows to increase
scleral outflow; however, the risk profile of PDT
likely presents a better option for CSCR patients.[8]

Several extrinsic factors may also contribute to
CVH and venous overload, resulting in increased
choroidal thickness. Systemic steroid use, “Type
A” personality, elevated psychological stress
levels, and sympathetic over activity have been
previously described as risk factors of CSCR.[113–116]
Situations of stress-induced sympathetic response
have been hypothesized to increase choroidal
blood flow and exacerbate vortex vein stasis.[43]
Recently, adrenaline injections in monkeys have
shown to cause dilation of the choriocapillaris
and choroidal veins.[116] Given these findings,
some have suggested that parasympathetic
activity may be in some ways protective from
CSCR.[117] CSCR eyes have a significant decrease
in accommodative ability, which may be linked to
a decreased parasympathetic activity in affected
eyes.[117] Similarly, pilocarpine, a topical cholinergic,
causes choroidal thinning in healthy eyes,[118] while
topical atropine, a parasympathetic inhibitor,
significantly increases choroidal thickness,[119]
providing some support for the hypothesis that
sympathetic-parasympathetic dysregulation may
lead to a pachychoroid predisposition.[117]

Imaging

Previous reviews have detailed choroidal imaging
in eyes with PDS diseases;[1, 41, 53, 87, 120] clinical
findings of these entities are presented there
in greater detail. In recent years, advances in
choroidal imaging technology and post-acquisition
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image processing have provided more objective
biomarkers for disease identification and treatment
efficacy. The focus of this section will be on the
utility of parameters and imaging modalities.

Some investigators have argued against
absolute quantitative thresholds for choroidal
thickness, given that these values may vary with
a variety of factors in both diseased and healthy
eyes.[3] Choroidal vascular index (CVI), the ratio
of vascular lumen to total subfoveal choroid area,
has been proposed as a consistent, repeatable
measure to monitor disease progression.[121, 122]
Recently, cluster analysis was used to determine
salient criteria for CSCR or PPE differentiation from
healthy eyes.[123] Using an unsupervised machine
learning technique, these researchers found that
the Haller ratio (Haller layer thickness divided by
choroidal thickness), choroidal thickness, and CVI
were the most important factors for delineation.
The Haller ratio was the most valuable single
factor, and, along with total choroidal thickness, it
was noted that these two values may be the most
useful for clinical practice.[123]

Pachychoroid-related conditions are thought
to have differential blood flow between choroidal
layers.[87] Blood flow changes precede the retinal
changes seen in these diseases, drawing much
attention to imaging techniques.[49, 87] EDI-
OCT penetrates to the deeper layers of the
choroid, allowing for high-resolution imaging and
precise quantitative analysis.[87] Further, Swept-
Source OCT (SS-OCT) combines the benefit of
longer wavelengths (1050 nm) for greater tissue
penetration with the rapid capture of numerous
images to greatly improve image quality. Averaging
multiple images increases in the signal to noise
ratio and improves in final image resolution,
allowing for both quantitative and qualitative
analyses of the choroid.[87] SS-OCTA can also
provide clinically relevant information about
choriocapillaris flow deficits, as well as identify
type 1 and 2 CNV lesions.[87] Variable interscan
time analysis (VISTA) has also been combined
with SS-OCTA to measure relative blood flow
velocity in the choroid, which may be useful in
tracking vascular response to treatment over
time.[87] Tagawa et al recently demonstrated that
choriocapillaris meshwork structure could be
visualized in vivo by averaging en face OCTA
images.[19] Additionally, Doppler imaging has been
used to quantify the choriocapillaris and evaluate
properties of its blood flow.[87] Future studies

utilizing this imaging technique may provide
further insight into the various implications of
blood flow alterations in these diseases and their
respective treatment modalities.

Singh et al further discussed that segmentation
slabs on OCT and OCTA machines can help
standardize imaging techniques and allows for
repeatable choriocapillaris measurements.[87]
However, the irregular surface of the inner choroid
may cause errors in the automated segmentation
process, which may cause inaccurate estimates
of flow deficits. Further, RPE atrophy may
increase reflectance and cause a mislabeling
of normal vessels as CNV.[87] The time involved
in manual segmentation or verification is clinically
prohibitive.[87]

Although much work has been done to report
outcomes from therapies, differences in inclusion
criteria and mixed findings between studies
indicate the requirement for future works to utilize
universal criteria in their analyses to clarify past
findings. As we learn more about the disease
etiology and increasingly agree on an accurate
nomenclature system, additional outcome studies
may help evaluate the comparative treatment
efficacies within specific subgroups. Additional
RCTs with long-term follow-up for pachychoroid-
PCV specifically would be helpful in this area.

Summary

Retinal and choroidal imaging have resulted
in major changes to our understanding of
pachychoroidal disease entities, including
potential mechanisms for their pathophysiology
and etiology. Advances in imaging techniques are
crucial to delineating the differences between
the disease entities on this spectrum and
provide clarity surrounding the pathogenesis
of pachychoroid subtypes, as well as allow for
more precise diagnosis and treatment monitoring.
A standardized, consensus-based definition
of inclusion criteria is needed to effectively
compare future findings and correctly categorize
pachychoroid entities.
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