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Histopathology of Choroidal 
Neovascularization

Evangelina Esposito, Julio A. Urrets-Zavalia, 
and Pablo Zoroquiain

3.1	 �General Histopathology 
of CNV

The globe is composed of three layers: fibrous 
sheet, vascular sheet, and nervous sheet. The first 
is composed of the cornea and the sclera, and pro-
vides the structure of the eye. The second, called 
the uveal tract, is composed of the iris, ciliary 
body, and the choroid. The third is composed of 
the retina. The choroid is a pigmented and highly 
vascularized component of the uveal tract in the 
eye, allowing for light absorption and providing 
oxygen and nutrients to the outer retina. 
Anatomically, the choroid extends from the ora 
serrata to the optic nerve head and is located at the 
posterior two-thirds of the eye between the sclera 
and retina. Anteriorly, it is followed by the ciliary 

body and the iris. Its thickness varies in humans 
from 0.1 mm anteriorly and 0.22 mm posteriorly 
(Fig. 3.1); however, it decreases by age 90 to about 
80 μm [1]. The choroid is composed of vessels that 
are derived from the anastomosis of branches of 
the ophthalmic artery. These are the posterior cili-
ary arteries, and penetrate the sclera posteriorly, 
approximately 6 mm far from the optic nerve. The 
arteries then branch into terminal arterioles that 
feed the choriocapillaris. These subsequently drain 
into venules that merge to form the 4–5 vortex 
veins at the equator of the sclera [2].

The choroid and the retina are anatomically 
and functionally related, the retinal pigmentary 
epithelium (RPE), photoreceptors and the chorio-
capillaris are described as a functional unit [3]. 
Choroidal neovascularization is controlled by a 
dynamic balance between membrane-bound and 
diffusible substances with properties that either 
promote or inhibit blood vessel development [4].

Choroidal neovascularization is a major cause 
of blindness, and is characterized by the three 
patterns of growth of newly formed vessels from 
the choriocapillaris through Bruch’s membrane, 
infiltrating sub-RPE space (type 1) (Fig.  3.2), 
between retina and RPE (type 2) or combined 
(type 3) [5]. The mechanism of this neovascular-
ization is not well elucidated.

Any damage in the Bruch’s membrane or RPE 
may lead to CNV, which represents an altered 
healing process secondary to a chorioretinal 
injury. In this scenario, no single cause for CNV 
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is identifiable. Rather, it represents a broad spec-
trum of conditions arising from different etiolo-
gies. On light microscopy, different amounts and 
types of blood vessels, inflammatory exudate or 
infiltrate, fibrosis and scaring process are seen. A 
spectrum of findings can be found, with more 
“active” lesions, similar to any other granulation 
tissue or more “scarring” lesions on the other 
side. On electron microscopy, the most common 
cellular components are RPE, macrophages, 
erythrocytes, fibrocytes, and vascular endothe-
lium. The most common extracellular compo-
nents are 24-nm collagen and fibrin [6]. Clinically, 
this altered healing process is called CNV mem-
branes. If this repair process is composed only by 
fibrous tissue without the proliferation of vessels 
above Bruch’s membrane (or the blood vessels 
are fully regressed) the term scar is used.

In each disease, CNV may be accompanied by 
findings associated with the primary injury. In 
children and young adults, the development of 
CNV usually is secondary to choroidal osteoma, 
pathologic myopia, punctate inner choroidopa-
thy, hereditary macular dystrophy, and angioid 
streaks but may also be idiopathic [7].

3.2	 �Inflammatory Associated 
CNV

Both infectious and noninfectious uveitic entities 
can lead to CNV [8]. Of the clinically evident 
inflammatory CNV, the vast majority are classic 
CNV on fluorescein angiography and type 2 
CNV on optic coherence tomography imaging 
(OCT) [9, 10]. Inflammatory associations of 

a b

Fig. 3.1  Histology of the choroid. (a) The choroid is the posterior aspect of the uveal tract, located between the retina 
and the sclera (7×). (b) The sclera, choroid, and retina (400×)

a b

Fig. 3.2  Choroidal neovascularization. (a) SD-OCT 
image showing sub-RPE  proliferation. (b) The histopa-
thology of CNV, note the fibrovascular membrane located 

between Bruch’s membrane and RPE. Bruch’s membrane 
in this image is thickened and showed some external 
excrescences (400×)
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CNV are usually related to breaks in RPE or 
Bruch’s membrane. Moreover, they are usually 
associated with granulomas, scars, or choroidal 
granulomas [11].

3.2.1	 �Non-granulomatous 
Inflammation

On histopathology, non-granulomatous processes 
can be defined as a predominantly exudative and 
distortive process. Contrary to this, proliferative 
changes are subtle (i.e., granulomas, lymphoid 
aggregates, exuberant granulation tissue). As a 
sequela of uveitis, the choroid may show focal or 
diffuse areas of atrophy or scarring. 
Retinochoroiditis or chorioretinitis may destroy 
Bruch’s membrane and the retinal pigment epi-
thelium. Due to the fact that the regenerative 
capabilities of these tissues are poor, most cases 
will develop CNV with the possibility of fibrosis 
and chorioretinal fusion [9].

3.2.1.1	 �Presumed Ocular 
Histoplasmosis Syndrome 
(POHS)

In focal disease processes, such as POHS, anti-
gen deposition in the area of the Bruch’s mem-
brane leads to a focal inflammatory response, a 
break in the Bruch’s membrane, and granulation 
tissue proliferation (CNV) into the subretinal 
space [5]. CNV may appear peripapillary 
(Fig.  3.3) or juxtafoveal, and is known to be a 
prominent feature in POHS [12, 13].

3.2.1.2	 �Punctate Inner Choroidopathy 
(PIC)

PIC is a multifocal choroiditis that affects young 
myopic women. It presents with blurred vision, 
photopsias, or paracentral scotomas. Multiple 
small, round, subretinal yellow-white lesions are 
observed in the posterior pole that heal and sub-
sequently form small atrophic scars. Sometimes, 
a shallow neurosensory detachment may overlay 
the lesions. CNV may complicate PIC in more 

a

c

b

Fig. 3.3  Peripapillary CNV (a) Funduscopic image (b) Fluorescein angiography (c) OCT image
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than 50% of cases, and they develop within 1 year 
of initial disease [9].

3.2.1.3	 �Serpiginous Choroiditis (SC)
Serpiginous choroiditis is a rare chronic, pro-
gressive, recurrent, bilateral asymmetric, poste-
rior uveitis of unknown etiology. It is very 
important to differentiate between classic SC 
and serpiginous-like choroiditis before initiat-
ing aggressive immunomodulatory therapy, 
knowing the relationship of the latter with tuber-
culosis [14].

The disease extends centrifugally from the 
peripapillary region toward the posterior pole. 
Visual acuity may be severely compromised 
when the disease progresses through the macula, 
or when a submacular CNV membrane develops. 
CNV complicates serpiginous choroiditis in up to 
35% of cases. As it occurs within an area of cho-
rioretinal disturbance, it is sometimes difficult to 
detect clinically, and is more readily detected by 
fluorescein angiography and OCT.

3.2.1.4	 �Acute Posterior Multifocal 
Placoid Pigment Epitheliopathy 
(APMPPE)

APMPPE is a rare inflammatory bilateral intra-
ocular disease that affects generally healthy 
young adults, characterized by sudden onset of 
paracentral scotomas, photopsia, and blurred 
vision, and the appearance of multifocal 
yellowish-white placoid lesions of different 
sizes in the posterior pole and mid-periphery. 
Visual symptoms recover after a course of a few 
weeks, and healing of fundus lesions leaves a 
mottled RPE or an irregularly pigmented and 
atrophic chorioretinal scar [15]. In the acute 
phase, on fluorescein angiography lesions show 
early hypofluorescence followed by late hyper-
fluorescence (Fig.  3.4). Very rarely, a CNV 
membrane may develop within an area of a 
healed lesion [16].

3.2.1.5	 �Behçet’s Disease
Behçet’s disease (syndrome) is characterized by 
retinal vasculitis, recurrent bilateral iridocyclitis 

with hypopyon, aphthous ulcers of the mouth and 
genitalia, dermatitis, arthralgia, thrombophlebi-
tis, and neurologic disturbances. The disease is 
most common in men, especially between the 
ages of 20 and 30 years.

Pathological examination of the eyes diag-
nosed as Behçet’s disease show a serohemor-
rhagic exudate containing polymorphonuclear 
leukocytes in the vitreous and in the anterior 
and posterior chambers. There are extensive 
areas of retinal necrosis. Depending on the stage 
of the disease, mononuclear and polymorpho-
nuclear leukocytes can be found in the choroid. 
The choroidal infiltrate is predominantly com-
posed of CD4 T lymphocytes, with some B lym-
phocytes and plasma cells (Fig. 3.5). If retinal 
necrosis affects Bruch’s membrane it may 
develop CNV.

3.2.1.6	 �Pars Planitis
This disease usually affects children or young 
adults. The histopathologic features include 
detachment and collapse of the vitreous body 
with fibrous organization of the vitreous base, 
chronic inflammatory cells in the vitreous, 
edema of the optic nerve head and macula, reti-
nal phlebitis and periphlebitis, preretinal mem-
branes associated with breaks in the internal 
limiting membrane, anterior traction of the 
peripheral retina, and no significant choroiditis, 
cyclitis, or peripheral chorioretinal atrophy 
(Fig. 3.6) [17]. Choroidal neovascularization is a 
rare complication of intermediate uveitis, and 
pathophysiologic consideration suggests that 
chronic disc edema may be a risk factor for this 
condition [18].

3.2.2	 �Granulomatous Inflammation

Granulomatous inflammation is a type of chronic 
inflammation characterized by a cellular infiltrate 
of histiocytes. In addition, lymphocytes, plasma 
cells, and polymorphonuclear cells, such as 
eosinophils and neutrophils may be also observed 
[19, 20].

E. Esposito et al.
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a b

c

Fig. 3.4  Acute posterior multifocal placoid pigment epitheliopathy (a) Funduscopic image (b) Fluorescein angiogra-
phy (c) SD-OCT image

a b

Fig. 3.5  Behçet’s disease (a) Funduscopic image (b) Full 
thickness choroidal inflammatory infiltrate composed of 
lymphocytes, neutrophils, and plasma cells are seen. No 
vasculitis is present. Reprinted from Choroidal Disorders, 

1st edition, Esposito, et  al, Choroidal Histopathology, 
Pages No. 21-48, Copyright 2017, with permission from 
Elsevier
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3.2.2.1	 �Toxoplasmosis
Ocular toxoplasmosis is a parasitic infection of 
the eye caused by the protozoan Toxoplasma 
gondii. Infections may be congenital or acquired 
through the ingestion of uncooked and infected 
meat, contaminated vegetables or water [21].

This disease typically affects the posterior 
pole of the eye and the lesions can be solitary or 
multiple and can further be subclassified as active 
or scaring. Active lesions are gray-white and 
accompanied by exudation, vasculitis, and cho-
roiditis (Fig. 3.7).

The normally clear vitreous is compromised 
and becomes hazy due to the infiltration of 
inflammatory cells. The patient will generally 
not complain of pain, but rather of an increase 
in floaters and a possible decrease in vision in 
the affected eye [22]. The scarring begins from 
the periphery of the lesion, and progresses 
toward the center with variable pigmentation 
changes [23].

T. gondii primarily affects the retina and sec-
ondarily the choroid, although choroidal lesions 
do not occur in the absence of retinal infection.

Histopathological confirmation may be 
obtained by chorioretinal biopsies, and more 
rarely, enucleation. The toxoplasma cysts, brady-
zoites, and tachyzoites can be identified with 
hematoxylin and eosin (H&E), immunohisto-
chemistry, or by PCR [24]. However, the major-

ity of the cases are diagnosed clinically and CNV 
complication is uncommon [25]. Although the 
parasite is confined to the retina, breaks in 
Bruch’s membrane will permit the contact of the 
choroid with the infectious antigen, thereby caus-
ing an inflammatory response. This may lead to 
CNV that appears at the border of the scar and the 
healthy retina [25].
Ocular toxoplasmosis often presents as extensive 
granulomatous inflammatory infiltration of the 
choroid and areas of necrosis in Bruch’s mem-
brane. In immunocompromised patients, the 
inflammatory infiltrate may be minimal or absent. 
Therefore, the focal areas of necrosis are impor-
tant clues to make the correct diagnosis of toxo-
plasmosis [24].

3.2.3	 �Tuberculosis

Tuberculosis is an infectious disease caused by 
the acid-fast bacilli Mycobacterium tuberculosis 
and is characterized pathologically by the for-
mation of granulomas with a central area of 
caseous necrosis. The most frequent route that 
the bacilli reaches the eye is through the blood-
stream [19].

In posterior uveitis caused by tuberculosis, 
the ocular changes can be divided into four 
groups: choroidal tubercles, choroidal tubercu-
loma, subretinal abscess, and serpiginous-like 

a b

Fig. 3.6  Pars planitis (a) Funduscopic image showing peripheral vasculitis (arrowheads) (b) Fluorescein angiography 
showing macular edema

E. Esposito et al.
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choroiditis (SLC) [26]. The exact mechanism of 
SLC in tuberculosis remains unknown. It may 
represent an immune-mediated hypersensitivity 
reaction (type IV) without the presence of acid-
fast bacteria in the choroid or retinal pigment 
epithelium [26]. The lesions are usually multi-
focal, bilateral, noncontiguous to optic disc, and 
are commonly associated with mild vitreous 
inflammation. There are two distinct clinical 
patterns: discrete, multifocal choroiditis lesions 
that are initially noncontiguous but later prog-
ress to form diffuse lesions with an active edge, 
resembling serpiginous choroiditis; and less 
commonly, a solitary, plaque-like lesion. 
Neovascularization, when present, has been 
reported as Type 1 (sub-RPE) [27].

The disease is characterized pathologically by 
the formation of one or multiple granulomas 
[28]. The histology of the granuloma reveals cen-
tral necrosis surrounded by histiocytes/epitheli-
oid cells mixed with multinucleated giant cells, 

Langhans type, and a rim of small lymphocytes 
(Fig. 3.8).

These inflammatory phagocytes in turn are 
surrounded by lymphocytes. The necrotic area 
usually contains few bacteria, which can be visu-
alized on Ziehl–Neelsen acid-fast stain as red 
rod-shaped organisms. However, several organ-
isms can also be seen in the necrotic macrophages 
that line caseous necrosis. In some granulomas, 
the organisms can be seen in multinucleated giant 
cells (Fig. 3.3) or more frequently, they may not 
be detected by the histologic staining techniques 
[26]. Currently PCR-based diagnostic tools are 
highly sensitive and specific [29].

In the choroid, these tubercles/tuberculomas 
may involve all layers of the choroid. In the early 
stages, the overlying RPE remains normal but is 
disrupted during later stages as the tubercles 
increase in size. The surrounding choroid is 
essentially normal except for some lymphocytic 
infiltration [26, 30–33].

a

c d

b

Fig. 3.7  Toxoplasmosis (a) Funduscopic image (b) The 
inflammation extends to the inner part of the choriocapil-
laris. Note the dense lymphocytic and plasmocytic reac-
tion of the choroid and the multinucleated giant cell 

(arrow) H&E 200×. (c) Bradyzoites cyst (arrow) H&E 
200×. (d) The microorganisms are highlighted with anti-
toxoplasmosis immunohistochemistry (DAB 200×)
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3.2.4	 �Vogt–Koyanagi–Harada (VKH) 
Syndrome

Vogt–Koyanagi–Harada (VKH) syndrome is a 
bilateral granulomatous uveitis that is associated 
with integumentary, auditory, and central nervous 
manifestations [34].

The pathogenesis underlying VKH is thought 
to be autoimmune, with T cells mounting a 
response against melanocytes. There are acute and 
chronic stages of the disease, with the former 
responding well to corticosteroid treatment; 
chronic disease may have recurrent bouts of acute 
activity [35]. In the eye, VKH presents with poste-
rior uveitis or diffuse granulomatous panuveitis, in 
association with serous exudative detachment and 
disc hyperemia, secondary to increased permeabil-
ity and leakage of the choroidal vessels [34, 36]. 
Anterior segment inflammation can also occur 
concomitantly with subclinical posterior uveitis 
[37]. Chronic VKH can lead to the pathognomonic 
sunset glow fundus, corresponding to the degen-
eration of the retinal pigment epithelium [38].

Chronic VKH can also result in peripapillary 
atrophy [36] and subretinal fibrosis leading to 
neovascularization, which are poor prognostic 
factors [39]. Submacular choroidal neovascular-
ization may be another cause of significant vision 
loss in VKH syndrome and may occur in up to 

9% of cases [9, 40]. Type 2 accounts for all cases 
of CNV complicating these cases [9] and the 
macular and peripapillary areas seem to be the 
most frequently affected areas by this complica-
tion [41].

The histopathology of the choroid depends on 
the stage of the disease. In acute VKH, there is gen-
eralized granulomatous inflammation of the cho-
roid with uveal thickening [42]. This is due to the 
infiltration with lymphocytes, macrophages, epi-
thelioid cells [36], and plasma cells. The sensory 
retina may be detached from the pigment epithe-
lium by a protein exudate with eosinophils [43]. 
Dalen-Fuchs nodules, which are clusters of macro-
phages and RPE cells located over Bruch’s mem-
brane, may also be observed (Fig. 3.9) [35]. In the 
early stages, the choriocapillaris is usually spared.

In contrast, the choroidal inflammation in 
chronic VKH is non-granulomatous [38]. Infiltrates 
are still primarily lymphocytic, and there is marked 
thinning of the uvea. There may be obliteration of 
the choriocapillaris. Dalen-Fuchs nodules are 
absent; instead, there is loss of the melanin gran-
ules in the retinal pigment epithelium. Nearby 
these are focal areas of hyperpigmentation, which 
are compensatory hyperproliferations of RPE; 
these tend to be arranged in papillary or tubular pat-
terns [35]. Chronic recurrent VKH resembles acute 
VKH on histopathology, characterized by granulo-

a b

Fig. 3.8  (a) Fundus image of the left eye of a patient with 
tuberculosis (b) Chronic choroidal granulomatous inflam-
mation with caseous necrosis and Langhans multinucle-

ated giant cells (arrows). A rim of lymphocytes 
surrounding the granuloma is seen

E. Esposito et al.
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matous inflammation and Dalen-Fuchs nodules but 
with less uveal thickening and loss of choroidal 
melanocytes [43].

3.2.5	 �Sarcoidosis

Sarcoidosis is a noninfectious inflammatory 
granulomatous disease that may involve a single 
or multiple systems. The lungs, lymph nodes, 
skin, the central nervous system, and the eye can 
be involved.

Posterior segment involvement is reported in 
14–28% of patients [44], and these can present as 
posterior uveitis and sarcoid nodules of the optic 
nerve, retina, and choroid [45]; vitritis with or 
without inflammatory snowballs [46], retinal vas-
culitis, chorioretinitis, vascular occlusions, mac-
ular edema, papilledema [44] and retinal 
detachment [47]. The development of a CNV 

complex is not common, though when present, 
has been reported as type 2 CNV [10].

Sarcoid nodules or tubercles are pathogno-
monic of this disease. On histology, these are 
circumscribed noncaseating granulomas com-
posed of primarily lymphocytes in association 
with Langerhans giant cells and macrophages 
[48]. Tubercles of the same size are usually seen 
in isolation, although these may sometimes 
coalesce. Clusters of the epithelioid and 
Langerhans cells are usually surrounded by 
lymphocytes or plasma cells and may either be 
separated by connective tissue or form con-
glomerates (Fig. 3.10) [49].

Also observed are perivascular exudates that 
correlate with “candle-wax drippings” on indi-
rect ophthalmoscopy, perivascular lymphocytic 
and neutrophilic infiltration, and vascular sheath-
ing [50]. Acid fast and Gomori methenamine sil-
ver stains for fungi and bacteria, respectively, 

a

c

b

Fig. 3.9  Vogt–Koyanagi–Harada syndrome. (a) 
Funduscopic image (b) Fluorescein angiography (c) 
Dalen-Fuchs nodules are clusters of macrophages and 

RPE cells overlying Bruch’s membrane. These are charac-
teristic of acute VKH and chronic recurrent VKH. Note 
the dense choroidal lymphocytic infiltrate

3  Histopathology of Choroidal Neovascularization
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should be negative, and there should be no signs 
of a foreign body inciting the reaction [51].

Sarcoidosis resembles other granulomatous 
diseases on histology, such as histoplasmosis, 
leprosy, and tuberculosis based on the discrete 
pattern in which cellular infiltration is arranged 
[49]; the infrequency of necrosis and the occa-
sional distinctive asteroid and Schaumann bodies 
that can be seen on sarcoid nodules [52].

3.3	 �Degeneration Associated 
CNV

3.3.1	 �Neovascular Age-Related 
Macular Degeneration (AMD)

AMD classically presents in a person over 
50 years old with sudden blurred central vision, 
metamorphopsia, and/or a central or paracentral 
relative scotoma.

Neovascular AMD, also known as wet or exu-
dative AMD, affects 10–20% of all AMD patients, 
and is a leading cause of severe visual impair-
ment among the elderly population living in 
high- or middle-income countries [53]. 
Inflammation can play a key role in the treatment 
and pathophysiology of this condition. It is con-
sidered that the primary event is the deposition of 
extracellular material (drusen). This material 
seems to be highly pro-inflammatory leading to 
the inflammatory state [54].

Almost always, choroidal submacular neovas-
cularization occurs in the context of preexisting 
clinical manifestations of dry or non-exudative 
AMD, such as macular retinal pigment epithe-
lium (RPE) irregularities, drusen, and/or patchy 
or geographic atrophy [55].

Biomicroscopy of the fundus shows a local-
ized area of a shallow neurosensory detachment 
that may be exudative, hemorrhagic, or mixed. 
Also, an RPE detachment may be the initial clini-
cal sign or accompany the neurosensory detach-
ment, and is clinically observed as grayish or 
dark, well-delineated dome-shaped subretinal 
elevation.

CNV development among patients with AMD 
can be characterized as type 1 (subretinal), type 2 
(outer retinal), or mixed based on clinical and 
examination (including imaging) findings 
Fig.  3.11 [56]. A majority of CNV are type 2 
lesions with abnormal growth of vasculature into 
the outer retinal space. CNV seen in AMD are 
usually subfoveal and are associated with the 
presence of drusen and retinal pigment epithelial 
abnormalities due to the accumulation of lipofus-
cin material. On the other hand, the retinal pig-
ment epithelium is often intact in individuals 
with CNV [57]. The proposed mechanism of 
development of CNV is the focal breach of the 
retinal pigment epithelium due to infection/
inflammation leading to growth and entry.

Most of AMD CNV are type 2 (external sen-
sory retinal) and are accompanied by drusen and 

Fig. 3.10  Sarcoid 
nodules. Note the 
discrete, compact 
granulomas consisting 
of histiocytes, 
lymphocytes, and giant 
cells. The granulomas 
are separated by 
connective tissue. No 
necrosis is seen

E. Esposito et al.
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RPE abnormalities similar to those of Dry AMD 
such lipofuscin deposition [56] and is nicely 
delineated by fluorescein angiography [58].

Type 1 CNV can also be seen under the RPE, 
and presents clinically as an RPE detachment. 
Later, CNV membranes disrupt the RPE and invade 
the subretinal space (type 3). Type 2 gets through 
RPE directly into the sub-neurosensory space.

With optical coherence tomography (OCT), 
type 1 is observed as a well-delineated RPE 
detachment, or as an irregular elevation and later 

disruption of the submacular RPE, accompanied 
by subretinal hemorrhage or fluid, disruption of 
the outer neurosensory retina, and neurosensory 
cystoid edema. Type 2 CNV is easily identified 
between RPE and neurosensory retina, and also 
neurosensory detachment and edema are gener-
ally observed.

Progressively, in untreated or unresponsive-
to-treatment cases, a disciform fibrotic scarring 
of the macula forms, surrounded by an area of 
chorioretinal atrophy [58].

a

c d

e

b

Fig. 3.11  Neovascular age-related macular degeneration 
type 1 (a) Funduscopic image (b) Fluorescein angiogra-
phy (c) SD-OCT image (d) A thickened Bruch’s mem-

brane with diffuse drusen formation is seen. Note on the 
right two ghost vessels with red blood cells. (e) Dry AMD 
with drusen (arrows) and no CNV H&E (200×)

3  Histopathology of Choroidal Neovascularization
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3.3.2	 �Myopic Neovascular 
Maculopathy

Progressive elongation of the globe observed in 
high myopia produces a biomechanical stretch-
ing of the retina, RPE, and choroid [59] accom-
panied by a straightening and thinning of retinal 
vessels with reduction of retinal vascular flow, 
and a diminished density of the retinal capillary 
network and choriocapillaris [60–62]. These 
events appear to induce several degenerative 
processes of the macular region [63, 64]. In one 
study evaluating patients with unilateral myopia 
complicated with neovascular maculopathy by 
means of color Doppler imaging, higher resis-
tivity index in posterior ciliary arteries were 
found when compared with the non-myopic fel-
low eye [65].

Myopic neovascular maculopathy is one of 
the most frequent and severe vision-threatening 
complications in highly myopic patients and is 
the most frequent cause of submacular choroidal 
neovascularization in persons under the age of 50 
years [66]. It may be observed in up to 10% of 
patients with high myopia, being more frequent 
in women [67].

Although its pathogenesis is not well estab-
lished, some predisposing risk factors have been 
found, such as degenerative changes in Bruch’s 
membrane, thinning of choriocapillaris, and 
slowing of the choroidal circulation [68, 69].

Biomicroscopically, the subretinal choroidal 
neovascularization is generally observed as a 
round, flat, or minimally elevated brown or gray-
ish spot, sometimes accompanied by a small 
hemorrhage in the surroundings. Although it may 
be observed in a highly myopic eye without evi-
dent myopic fundus changes at the posterior pole 
[66], it presents generally in an eye with diffuse 
macular atrophy, patchy atrophy in the macular 
area, and lacquer cracks [70]. Frequently, the 
subretinal neovascular membrane develops at the 
edges of a lacquer crack, atrophy plaque, or steep 
staphylomatous area [70].

About 35% of bilateral highly myopic patients 
with neovascular maculopathy in one eye may 
develop neovascular maculopathy in the contra-
lateral eye within 8 years [70].

Choroidal neovascularization in high myopia 
is less aggressive and expansive than AMD and 
tends to regress and cicatrize spontaneously, 
leaving a subretinal scar area of irregular cicatri-
cial hyperplasia of the RPE named Fuchs spot, 
surrounded by progressive chorioretinal atrophy 
[71].

Fluorescein angiography delineates quite well 
the generally small neovascular membrane. 
However, in cases with advanced macular patchy 
chorioretinal atrophy the lesion may become 
hardly identifiable.

In OCT, the acute neovascular membrane 
appears as a well-circumscribed non-
homogenously hyper-reflective lesion in the sub-
retinal space, with a subtle amount of subretinal 
exudation and intraretinal cystoid edema, not 
always present in the initial phase.

Long-term visual prognosis is poor for 
untreated or unresponsive-to-treatment lesions. 
At 10 years after onset 96% of cases will have a 
visual acuity of less than 20/200 [72].

3.3.3	 �Pachychoroid Related CNV

In normal subjects, submacular choroidal thick-
ness measured by means of OCT ranges between 
250 and 330 μm, and is thinner temporally and 
nasally. It may decrease with aging, in high axial 
length, and in certain diseases such as glaucoma, 
pseudoxanthoma elasticum, and birdshot chorio-
retinopathy [73]. A diffuse choroidal thickening 
may also be observed in normal eyes without any 
pathologic consequence.

Pachychoroid is a term to describe focal or 
diffuse choroidal thickening, dilated vessels in 
Haller’s layer (pachyvessels) that may repre-
sent the full extent of choroidal thickness, and 
thinning of Sattler’s layer and choriocapillaris 
[74, 75].

Another important feature of pachychoroid is 
choroidal vascular hyperpermeability, evidenced 
by indocyanine green (ICG) angiography [76].

Pachychoroid constitutes a clinical entity 
comprising a spectrum of diseases that includes 
central serous chorioretinopathy, pachychoroid 
pigment epitheliopathy, polypoidal choroidal 
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vasculopathy, and pachychoroid neovasculopa-
thy [74].

The latter consists in a choroidal neovascular 
complex that develops overlying the RPE (type 1 
neovascularization) in a localized area of dilated 
choroidal vessels and choroidal thickening, diag-
nosed by means of OCT, and may progress to 
polypoidal choroidal vasculopathy [77].

Clinically, besides some focal RPE abnor-
malities, choroidal neovascularization occurs in 
the absence of age-related degenerative changes 
such as drusen and atrophy, or other types of 
degenerative disease [77]. Irregular and shallow 
RPE detachments are very characteristic of this 
entity. Under this area, a complex choroidal vein 
network may be visualized by OCT angiogra-
phy [77, 78].

A variant of this syndrome is peripapillary 
pachychoroid, described recently by 
Phasukkijwatana et  al., and is characterized by 
pachychoroid around the optic disc, choroidal 
folds, hyperopia, short axial length, nasal macu-
lar edema and/or detachment, and occasional 
optic disc edema [79].

The pathogenesis of pachychoroid and its 
associations remains unknown.

3.3.4	 �Polypoidal Choroidal 
Vasculopathy (PCV)

Polypoidal choroidal vasculopathy (PCV) is a 
variant of type 1 choroidal neovascularization, 
characterized by abnormal focal vascular branch-
ing network and terminal saccular dilatation 
resembling polyps that may bleed and exudate 
profusely under the neurosensory retina of the 
posterior pole in longstanding lesions. Polypoidal 
lesions may sometimes be identified as a subreti-
nal orange bulging lesion principally located 
around the optic disc and the macular area, are 
frequently bilateral, and are less frequently 
observed with drusen than in AMD [80]. Risk 
factors include male gender, smoking, hyperlip-
idemia, obesity, and hypertension. ICGA is the 
gold standard for their diagnosis, but they can 
also be observed with fluorescein angiography as 

long as the anomalous network is not covered by 
a dense hemorrhage plaque [81].

3.3.5	 �Macular Telangiectasia

Macular telangiectasia comprises a variety of 
clinical pictures characterized by altered juxta- or 
parafoveolar retinal capillaries. It may be classi-
fied into two major forms. Type 1 is the congeni-
tal form, also known as mac tel type 1, and is 
usually unilateral. Type 2, also known as mac tel 
type 2, is presumably acquired, affecting both 
eyes of middle-aged and older individuals [82].

Intraretinal neovascularization is a frequent 
complication of mac tel type 2, and is more 
often observed temporal to the fovea, and may 
extend to the subretinal space and choriocapil-
laris. Intraretinal and subretinal lipid deposits, 
subretinal or retinal hemorrhage, and macular 
edema, and a right-angle retinal venule are 
reaching the center of the lesion are key clinical 
findings [83].

3.3.6	 �CNV Secondary to Angioid 
Streaks

Histopathology has shown that angioid streaks 
are caused by breaks within an abnormally thick-
ened and often calcified Bruch’s membrane [84]. 
The overlying RPE is atrophic but not necessarily 
discontinuous and the blood–retinal barrier is 
intact. CNV is represented by blood vessels that 
invade the break, breach the epithelium, and pro-
liferate in the subretinal space [85].

3.3.7	 �Best Associated CNV

Usually the ganglion cell layer and inner and 
outer plexiform layers of the central retina are 
edematous, and the outer segments showed focal 
atrophy, lipofuscin-like material under the macu-
lar RPE. Bruch’s membrane changes such as dis-
ruption or thickening were also observed along 
with CNV [86].
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3.4	 �Traumatic Associated CNV

3.4.1	 �Post-trauma CNV

Ocular blunt trauma is a major cause of prevent-
able visual loss secondary to posterior segment 
complications, such as vitreous hemorrhage, reti-
nal detachment, macular hole, traumatic optic 
neuropathy, choroidal rupture, and CNV [87]. 
Choroidal rupture is a break in the choroid, 
Bruch’s membrane, and RPE, and 5–10% of 
those eyes may develop a late CNV [88]. 
Choroidal ruptures located closer to the fovea, as 
well as longer ruptures, were at higher risk for 
developing CNV, 82% occurring within the first-
year post trauma [88]. Clinically they present as a 
relatively small, flat, or slightly elevated hemor-
rhagic or grayish plaques that typically develop 
within or at the border of a chorioretinal trau-
matic scar.

3.4.2	 �LASER Induced CNV

Classically, immediately after laser treatment 
histopathology shows coagulative necrosis 
involving all retinal layers that in 3 weeks evolve 
to a marked retinal attenuation and chorioretinal 
scarring [89]. The irradiated cells show vacuola-
tion damage to the inner retinal layers and some 
of them vacuolation in their inner segments, pyk-
notic nuclei, or degeneration in the fiber layer of 
Henle. Increase in output energy results in 
increasing trauma at damaged sites. According to 
the LASER power, a breakdown of the pigment 
epithelium and Bruch’s membrane may be seen 
[90]. Neovascularization shares the common his-
topathological characteristics at the margin of the 
LASER scar.

3.5	 �Tumoral Associated CNV

3.5.1	 �Choroidal Osteoma

Choroidal osteoma is a benign ossifying tumor 
affecting more frequently young women that 
presents ophthalmoscopically as a white or pale 

well-defined flat or slightly elevated mass, found 
around the optic disc or in the macula. The high 
tissue density lesion is also evidenced by ultraso-
nography and CT of the orbit [91]. Vision may 
decrease slowly as the result of degenerative 
changes at the choriocapillaris and RPE over the 
years. However, sudden visual loss may occur as 
the consequence of serous or hemorrhagic macu-
lar detachment from choroidal neovasculariza-
tion (CNV) [92].

The histopathological description of choroidal 
osteoma in the literature is limited. On histopa-
thology, choroidal osteomas appear as mature 
bone with marrow spaces connected to each other 
and filled with connective tissue [93, 94]. The 
bony trabeculae contain osteoblasts, osteocytes, 
and occasionally osteoclasts [94]. Superficially, 
some of the marrow spaces will have feeder ves-
sels that connect to choriocapillaris beneath 
Bruch’s membrane. The lumen of the choriocap-
illaris can be obliterated by the tumor in most 
areas [94]. An atrophied and depigmented RPE 
layer is usually seen overlying the tumor [93, 94]. 
In addition, subretinal exudates and a degener-
ated photoreceptor layer above the tumor, with 
loss of nuclei, can be observed [93, 94].

3.5.2	 �Choroidal Nevus

Choroidal nevi are benign tumors, generally oph-
thalmoscopically observed as a dark-gray flat or 
minimally elevated lesion, and most frequently 
observed posterior to the equator and extrafoveo-
lar. Patients with subfoveolar nevi are at certain 
risk of visual loss because of choriocapillaris dis-
ruption and subsequent disruption of photorecep-
tor outer segments. Also, a CNV complex may 
develop at the margins or over the choroidal 
nevus generating a serous neurosensory detach-
ment [95]. In longstanding cases lipid deposition 
may precipitate in the subretinal space contour-
ing the CNV lesion (Fig. 3.12).

Choroidal nevi arise from melanocytic cells 
derived from the neural crest [96, 97]. In general, 
the cells of a nevus cell are “plumper” than the 
normal melanocytes of the choroid and ciliary 
body. Morphologically, nevi are classified into 

E. Esposito et al.



29

four types: polyhedral, fusiform, spindle, and 
balloon cells [97].

	1.	 Polyhedral nevus cells: This is the most com-
mon cell type found in nevi of the ciliary 
body and choroid. Its voluminous cytoplasm 
is densely packed with melanin, obscuring 
nuclear details. When sections are thor-
oughly bleached, a rather small, round, uni-
formly basophilic nucleus without a 
prominent nucleolus is seen. This cell 
accounts for over two-thirds of the mass in 
the majority of these nevi. It is indistinguish-
able from those cells that compose the mela-
nocytomas of the optic disc and from those 
that diffusely thicken the choroid in congeni-
tal ocular melanocytosis.

	2.	 Spindle nevus cells: This is considered the 
second most frequent cell type in benign pig-
mented tumors of the choroid. It is a small, 
spindle-shaped cell with a slender, intensely 
basophilic nucleus. Unlike polyhedral cells, 
these cells consistently contain little or no pig-
ment and are often distributed in a striking 
manner in the outer portions of a nevus. Only 
rarely does this cell type make up the bulk of 
a nevus, which is then characteristically only 
lightly pigmented.

	3.	 Fusiform and dendritic nevus cells: These 
cells are less intensely pigmented than the 
polyhedral cells and display a larger nucleus 
with a slightly loose chromatin pattern and 

occasionally even a small nucleolus. 
Furthermore, the cytoplasm is more abundant 
than in the spindle melanocytes.

	4.	 Balloon cells: This subtype of cells is similar 
to cells found in cutaneous nevi. These are 
large cells with abundant foamy cytoplasm.

Histopathological alterations in the structures 
surrounding choroidal nevi include narrowing or 
dilatation of the choriocapillaris, atrophy and 
clumping of the retinal pigment epithelial (RPE), 
drusen formation, serous detachment of the neu-
rosensory retina, subretinal neovascularization, 
and lipofuscin deposition [97–99].

3.6	 �Development Alterations or 
Malformations Associated 
CNV

3.6.1	 �Coloboma

Choroidal coloboma is a congenital malforma-
tion characterized by a failure during embryo-
genesis of the inner and outer layers to fuse along 
the optic fissure [100].

The simultaneous closure of the fissure and 
retinal differentiation, together with subsequent 
retinal growth, are vital with respect to the patho-
physiology of the fissure in that only the inner 
neuroblastic layer of the retina, with its Müller 
cells, fuses across the fissure. The outer neuro-

Fig. 3.12  Choroidal 
nevus. Note the CNV 
characterized by a 
vascularized fibrous 
membrane over Bruch’s 
membrane. RPE and 
outer retinal segments 
are disrupted, H&E 
(100×)
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blastic layer reverts and connects to the RPE 
(Fig. 3.13) [101].

As described by Schubert (2005), common 
histologic findings are [101]:

Pediatric coloboma is characterized by an 
intercalary membrane in direct contact with the 
sclera, central glial triangle, point of reversal and 
duplication of the photoreceptor layer, locus 
minoris resistentiae, and lateral displacement of 

the RPE. Also variable degrees of vascularization 
at the junction between the external limiting 
membrane and the RPE, the choroid ends together 
with the RPE and may be thickened and the sclera 
is thinned. Intrascleral rosettes may be present.

In adult coloboma marginal retinal vessels, 
marginal choroidal thickening and hyperplasia of 
the RPE are encountered together with vessels 
with intimal hyperplasia and absence of the glial 

a

c

e

d

b

Fig. 3.13  Coloboma. (a) Histology of a normal develop-
ing eye in the 8th gestational week. Note the primitive two 
layers of the retina, immature choroid and sclera H&E 
200× (b) Funduscopic image (c) Fluorescein angiography 

(d) SD-OCT image Histology of coloboma. The choroid 
is replaced only by a loose connective tissue. The retina in 
this image is dysplastic with rosette formation
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triangle, point of reversal, duplication, and locus 
minoris resistentiae. The choroid is absent at the 
center and the sclera is thinned.

Choroidal neovascularization favors the mar-
gin of colobomas, with vessels tending to grow 
toward the intercalary membrane [102–104].

3.7	 �Unknown: Idiopathic CNV

The pathophysiological processes in idiopathic 
CNV remain unclear. Histopathology of this 
lesion may correspond to the general description 
of CNV [6].

Key Learning Points
CNV is a repair response during the healing pro-
cess after injury due to the poor regenerative 
properties of the retina, Bruch’s membrane, and 
choriocapillaris.

Choroidal neovascularization represents a 
nonspecific response to different etiologies.

In each disease, CNV may be accompanied by 
findings associated with the primary etiologic 
condition.

CNV may be localized in any part of the ret-
ina, but macular involvement is common.

References

	 1.	Ramrattan RS, van der Schaft TL, Mooy CM, de 
Bruijn WC, Mulder PG, de Jong PT. Morphometric 
analysis of Bruch’s membrane, the choriocapillaris, 
and the choroid in aging. Invest Ophthalmol Vis Sci. 
1994;35(6):2857–64.

	 2.	Kiel JW.  The ocular circulation. In: Granger DN, 
Granger JP, editors. Integrated systems physiology: 
from molecule to function to disease. San Rafael, 
CA: Morgan & Claypool Life Sciences; 2010.

	 3.	Strauss O. The retinal pigment epithelium in visual 
function. Physiol Rev. 2005;85(3):845–81.

	 4.	Hanahan D, Folkman J.  Patterns and emerging 
mechanisms of the angiogenic switch during tumori-
genesis. Cell. 1996;86(3):353–64.

	 5.	Grossniklaus HE, Green WR.  Choroidal neo-
vascularization. Am J Ophthalmol. 2004;137(3): 
496–503.

	 6.	Grossniklaus HE, Miskala PH, Green WR, Bressler 
SB, Hawkins BS, Toth C, et  al. Histopathologic 
and ultrastructural features of surgically excised 
subfoveal choroidal neovascular lesions: submacu-

lar surgery trials report no. 7. Arch Ophthalmol. 
2005;123(7):914–21.

	 7.	Barth T, Zeman F, Helbig H, Oberacher-Velten 
I.  Etiology and treatment of choroidal neovascu-
larization in pediatric patients. Eur J Ophthalmol. 
2016;26(5):388–93.

	 8.	Kuo IC, Cunningham ET Jr. Ocular neovasculariza-
tion in patients with uveitis. Int Ophthalmol Clin. 
2000;40(2):111–26.

	 9.	Wu K, Zhang X, Su Y, Ji Y, Zuo C, Li M, et  al. 
Clinical characteristics of inflammatory choroidal 
neovascularization in a Chinese population. Ocul 
Immunol Inflamm. 2016;24(3):261–7.

	 10.	Querques L, Querques G, Miserocchi E, Modorati 
G, Bandello F.  Intravitreal aflibercept for choroi-
dal neovascularization in ocular sarcoidosis. Eur J 
Ophthalmol. 2016;26(5):e124–7.

	 11.	Roy R, Saurabh K, Bansal A, Kumar A, Majumdar 
AK, Paul SS.  Inflammatory choroidal neovascular-
ization in Indian eyes: etiology, clinical features, and 
outcomes to anti-vascular endothelial growth factor. 
Indian J Ophthalmol. 2017;65(4):295–300.

	 12.	Krill AE, Archer D.  Choroidal neovascularization 
in multifocal (presumed histoplasmin) choroiditis. 
Arch Ophthalmol. 1970;84(5):595–604.

	 13.	Macular Photocoagulation Study Group. Laser pho-
tocoagulation for neovascular lesions nasal to the 
fovea. Results from clinical trials for lesions second-
ary to ocular histoplasmosis or idiopathic causes. 
Arch Ophthalmol. 1995;113(1):56–61.

	 14.	Dutta Majumder P, Biswas J, Gupta A.  Enigma 
of serpiginous choroiditis. Indian J Ophthalmol. 
2019;67(3):325–33.

	 15.	Xerri O, Salah S, Monnet D, Brezin AP. Untreated 
acute posterior multifocal placoid pigment epitheli-
opathy (APMPPE): a case series. BMC Ophthalmol. 
2018;18(1):76.

	 16.	Bowie EM, Sletten KR, Kayser DL, Folk JC. Acute 
posterior multifocal placoid pigment epitheli-
opathy and choroidal neovascularization. Retina. 
2005;25(3):362–4.

	 17.	Pederson JE, Kenyon KR, Green WR, Maumenee 
AE.  Pathology of pars planitis. Am J Ophthalmol. 
1978;86(6):762–74.

	 18.	Mehta S, Hariharan L, Ho AC, Kempen 
JH.  Peripapillary choroidal neovascularization 
in pars planitis. J Ophthalmic Inflamm Infect. 
2013;3(1):13.

	 19.	Yanoff M, Sassani JW.  Ocular pathology. 6th ed. 
Edinburgh: Mosby/Elsevier; 2009. p. x, 789.

	 20.	Williams GT, Williams WJ. Granulomatous inflam-
mation—a review. J Clin Pathol. 1983;36(7):723–33.

	 21.	Silveira C, Belfort R Jr, Burnier M Jr, Nussenblatt 
R.  Acquired toxoplasmic infection as the cause of 
toxoplasmic retinochoroiditis in families. Am J 
Ophthalmol. 1988;106(3):362–4.

	 22.	Nussenblatt RB, Belfort R Jr. Ocular toxoplasmosis. 
An old disease revisited. JAMA. 1994;271(4):304–7.

	 23.	Commodaro AG, Belfort RN, Rizzo LV, Muccioli C, 
Silveira C, Burnier MN Jr, et al. Ocular toxoplasmo-

3  Histopathology of Choroidal Neovascularization



32

sis: an update and review of the literature. Mem Inst 
Oswaldo Cruz. 2009;104(2):345–50.

	 24.	Belfort RN, Rasmussen S, Kherani A, Lodha N, 
Williams G, Fernandes BF, et al. Bilateral progres-
sive necrotizing retinochoroiditis in an immunocom-
promised patient: histopathological diagnosis. Acta 
Ophthalmol. 2010;88(5):614–5.

	 25.	Benevento JD, Jager RD, Noble AG, Latkany 
P, Mieler WF, Sautter M, et  al. Toxoplasmosis-
associated neovascular lesions treated successfully 
with ranibizumab and antiparasitic therapy. Arch 
Ophthalmol. 2008;126(8):1152–6.

	 26.	Gupta V, Gupta A, Rao NA. Intraocular  
tuberculosis—an update. Surv Ophthalmol. 
2007;52(6):561–87.

	 27.	Aggarwal K, Agarwal A, Sharma A, Sharma K, 
Gupta V, Group OS. Detection of type 1 choroidal 
neovascular membranes using optical coherence 
tomography angiography in tubercular posterior 
uveitis. Retina. 2019;39(8):1595–1606.

	 28.	Centers for Disease Control and Prevention. Case 
definitions for infectious conditions under pub-
lic health surveillance. MMWR Recomm Rep. 
1997;46(RR-10):1–55.

	 29.	Biswas J, Kazi MS, Agarwal VA, Alam MS, Therese 
KL. Polymerase chain reaction for Mycobacterium 
tuberculosis DNA detection from ocular fluids 
in patients with various types of choroiditis in a 
referral eye center in India. Indian J Ophthalmol. 
2016;64(12):904–7.

	 30.	Duke-Elder S, Perkin ES. System of ophthalmology: 
diseases of the uveal tract. St Louis: CV Mosby; 1966.

	 31.	Lyon CE, Grimson BS, Peiffer RL Jr, Merritt 
JC.  Clinicopathological correlation of a soli-
tary choroidal tuberculoma. Ophthalmology. 
1985;92(6):845–50.

	 32.	Vrioni G, Levidiotou S, Matsiota-Bernard P, Marinis 
E.  Molecular characterization of Mycobacterium 
tuberculosis isolates presenting various drug suscep-
tibility from Greece using three DNA typing meth-
ods. J Infect. 2004;48(3):253–62.

	 33.	Spencer WH.  Ophthalmic pathology. 4rd ed. 
Philadelphia: W.B. Saunders; 1990.

	 34.	Read RW, Rao NA.  Utility of existing Vogt-
Koyanagi-Harada syndrome diagnostic criteria 
at initial evaluation of the individual patient: a 
retrospective analysis. Ocul Immunol Inflamm. 
2000;8(4):227–34.

	 35.	 Inomata H, Rao NA. Depigmented atrophic lesions 
in sunset glow fundi of Vogt-Koyanagi-Harada dis-
ease. Am J Ophthalmol. 2001;131(5):607–14.

	 36.	Nakayama M, Keino H, Okada AA, Watanabe 
T, Taki W, Inoue M, et  al. Enhanced depth imag-
ing optical coherence tomography of the cho-
roid in Vogt-Koyanagi-Harada disease. Retina. 
2012;32(10):2061–9.

	 37.	Bacsal K, Wen DS, Chee SP. Concomitant choroidal 
inflammation during anterior segment recurrence in 
Vogt-Koyanagi-Harada disease. Am J Ophthalmol. 
2008;145(3):480–6.

	 38.	Takahashi H, Takase H, Ishizuka A, Miyanaga M, 
Kawaguchi T, Ohno-Matsui K, et  al. Choroidal 
thickness in convalescent Vogt-Koyanagi-Harada 
disease. Retina. 2014;34(4):775–80.

	 39.	Lertsumitkul S, Whitcup SM, Nussenblatt RB, Chan 
CC.  Subretinal fibrosis and choroidal neovascular-
ization in Vogt-Koyanagi-Harada syndrome. Graefes 
Arch Clin Exp Ophthalmol. 1999;237(12):1039–45.

	 40.	Rubsamen PE, Gass JD. Vogt-Koyanagi-Harada syn-
drome. Clinical course, therapy, and long-term visual 
outcome. Arch Ophthalmol. 1991;109(5):682–7.

	 41.	 Inomata H, Minei M, Taniguchi Y, Nishimura 
F.  Choroidal neovascularization in long-standing 
case of Vogt-Koyanagi-Harada disease. Jpn J 
Ophthalmol. 1983;27(1):9–26.

	 42.	Lubin JR, Ni C, Albert DM.  Clinicopathological 
study of the Vogt-Koyanagi-Harada syndrome. Int 
Ophthalmol Clin. 1982;22(3):141–56.

	 43.	Rao NA.  Pathology of Vogt-Koyanagi-Harada dis-
ease. Int Ophthalmol. 2007;27(2–3):81–5.

	 44.	Verma A, Biswas J.  Choroidal granuloma as an 
initial manifestation of systemic sarcoidosis. Int 
Ophthalmol. 2010;30(5):603–6.

	 45.	Cook BE Jr, Robertson DM.  Confluent choroidal 
infiltrates with sarcoidosis. Retina. 2000;20(1):1–7.

	 46.	Kawaguchi T, Hanada A, Horie S, Sugamoto Y, 
Sugita S, Mochizuki M.  Evaluation of charac-
teristic ocular signs and systemic investigations 
in ocular sarcoidosis patients. Jpn J Ophthalmol. 
2007;51(2):121–6.

	 47.	Olk RJ, Lipmann MJ, Cundiff HC, Daniels 
J. Solitary choroidal mass as the presenting sign in 
systemic sarcoidosis. Br J Ophthalmol. 1983;67(12): 
826–9.

	 48.	Whitcup SM, Chan CC, Geiger GL.  Diagnosis of 
corticosteroid resistant ocular sarcoidosis by chorio-
retinal biopsy. Br J Ophthalmol. 1999;83(4):504–5.

	 49.	Hogan MJ, Zimmerman LE.  Ophthalmic pathol-
ogy, an atlas and textbook. 2nd ed. Philadelphia: 
W.B. Saunders; 1962. p. xiv, 797.

	 50.	Gass JD, Olson CL.  Sarcoidosis with optic nerve 
and retinal involvement. Arch Ophthalmol. 
1976;94(6):945–50.

	 51.	Frank KW, Weiss H.  Unusual clinical and histo-
pathological findings in ocular sarcoidosis. Br J 
Ophthalmol. 1983;67(1):8–16.

	 52.	Spencer WH.  Ophthalmic pathology: an atlas and 
textbook. 4th ed. Philadelphia: W.B. Saunders; 1996.

	 53.	Mitchell P, Liew G, Gopinath B, Wong 
TY.  Age-related macular degeneration. Lancet. 
2018;392(10153):1147–59.

	 54.	Anderson DH, Mullins RF, Hageman GS, et al. A 
role of for local inflammation in the formation of dru-
sen in the aging eye. Am J Ophthalmol. 2002;134(3): 
411–31.

	 55.	Kim JH, Chang YS, Kim JW, Kim CG, Lee 
DW.  Age-related differences in the prevalence of 
subtypes of Neovascular age-related macular degen-
eration in the first diagnosed eye. Graefes Arch Clin 
Exp Ophthalmol. 2019;257(5):891–8.

E. Esposito et al.



33

	 56.	Told R, Sacu S, Hecht A, Baratsits M, Eibenberger 
K, Kroh ME, et al. Comparison of SD-optical coher-
ence tomography angiography and indocyanine 
green angiography in type 1 and 2 neovascular age-
related macular degeneration. Invest Ophthalmol Vis 
Sci. 2018;59(6):2393–400.

	 57.	D’Ambrosio E, Tortorella P, Iannetti L. Management 
of uveitis-related choroidal neovascularization: 
from the pathogenesis to the therapy. J Ophthalmol. 
2014;2014:450428.

	 58.	Yonekawa Y, Miller JW, Kim IK. Age-related macu-
lar degeneration: advances in management and diag-
nosis. J Clin Med. 2015;4(2):343–59.

	 59.	Wu PC, Chen YJ, Chen CH, Chen YH, Shin SJ, Yang 
HJ, et  al. Assessment of macular retinal thickness 
and volume in normal eyes and highly myopic eyes 
with third-generation optical coherence tomography. 
Eye. 2008;22(4):551–5.

	 60.	Shimada N, Ohno-Matsui K, Harino S, Yoshida T, 
Yasuzumi K, Kojima A, et  al. Reduction of retinal 
blood flow in high myopia. Graefes Arch Clin Exp 
Ophthalmol. 2004;242(4):284–8.

	 61.	Shih YF, Fitzgerald ME, Norton TT, Gamlin 
PD, Hodos W, Reiner A.  Reduction in choroidal 
blood flow occurs in chicks wearing goggles that 
induce eye growth toward myopia. Curr Eye Res. 
1993;12(3):219–27.

	 62.	Sayanagi K, Ikuno Y, Uematsu S, Nishida K. Features 
of the choriocapillaris in myopic maculopathy iden-
tified by optical coherence tomography angiography. 
Br J Ophthalmol. 2017;101(11):1524–9.

	 63.	Steidl SM, Pruett RC. Macular complications asso-
ciated with posterior staphyloma. Am J Ophthalmol. 
1997;123(2):181–7.

	 64.	Ohsugi H, Ikuno Y, Shoujou T, Oshima K, Ohsugi E, 
Tabuchi H. Axial length changes in highly myopic 
eyes and influence of myopic macular complications 
in Japanese adults. PLoS One. 2017;12(7):e0180851.

	 65.	Dimitrova G, Tamaki Y, Kato S, Nagahara 
M. Retrobulbar circulation in myopic patients with 
or without myopic choroidal neovascularisation. Br 
J Ophthalmol. 2002;86(7):771–3.

	 66.	Cohen SY, Laroche A, Leguen Y, Soubrane G, 
Coscas GJ.  Etiology of choroidal neovascu-
larization in young patients. Ophthalmology. 
1996;103(8):1241–4.

	 67.	Hotchkiss ML, Fine SL.  Pathologic myopia and 
choroidal neovascularization. Am J Ophthalmol. 
1981;91(2):177–83.

	 68.	Fujiwara T, Imamura Y, Margolis R, Slakter JS, 
Spaide RF.  Enhanced depth imaging optical 
coherence tomography of the choroid in highly myo-
pic eyes. Am J Ophthalmol. 2009;148(3):445–50.

	 69.	 Ikuno Y, Jo Y, Hamasaki T, Tano Y. Ocular risk fac-
tors for choroidal neovascularization in pathologic 
myopia. Invest Ophthalmol Vis Sci. 2010;51(7): 
3721–5.

	 70.	Ohno-Matsui K, Yoshida T, Futagami S, Yasuzumi 
K, Shimada N, Kojima A, et al. Patchy atrophy and 
lacquer cracks predispose to the development of 

choroidal neovascularisation in pathological myo-
pia. Br J Ophthalmol. 2003;87(5):570–3.

	 71.	Yokoi T, Ohno-Matsui K. Diagnosis and Treatment 
of Myopic Maculopathy. Asia Pac J Ophthalmol. 
2018;7(6):415–21.

	 72.	Yoshida T, Ohno-Matsui K, Yasuzumi K, Kojima 
A, Shimada N, Futagami S, et  al. Myopic cho-
roidal neovascularization: a 10-year follow-up. 
Ophthalmology. 2003;110(7):1297–305.

	 73.	Nag TC, Kumari C.  Electron microscopy of the 
human choroid. In: Chhablani J, Ruiz-Medrano J, 
editors. Choroidal disorders. London: Academic 
Press; 2017. p. 7–20.

	 74.	Akkaya S. Spectrum of pachychoroid diseases. Int 
Ophthalmol. 2018;38(5):2239–46.

	 75.	Cheung CMG, Lee WK, Koizumi H, Dansingani K, 
Lai TYY, Freund KB.  Pachychoroid disease. Eye. 
2019;33(1):14–33.

	 76.	Ersoz MG, Arf S, Hocaoglu M, Sayman Muslubas 
I, Karacorlu M.  Indocyanine green angiography 
of pachychoroid pigment epitheliopathy. Retina. 
2018;38(9):1668–74.

	 77.	Pang CE, Freund KB. Pachychoroid neovasculopa-
thy. Retina. 2015;35(1):1–9.

	 78.	Dansingani KK, Balaratnasingam C, Klufas MA, 
Sarraf D, Freund KB. Optical coherence tomography 
angiography of shallow irregular pigment epithelial 
detachments in pachychoroid spectrum disease. Am 
J Ophthalmol. 2015;160(6):1243–54.e2.

	 79.	Phasukkijwatana N, Freund KB, Dolz-Marco 
R, Al-Sheikh M, Keane PA, Egan CA, et  al. 
Peripapillary pachychoroid syndrome. Retina. 
2018;38(9):1652–67.

	 80.	Kumar A, Kumawat D, Sundar MD, Gagrani M, 
Gupta B, Roop P, et al. Polypoidal choroidal vascu-
lopathy: a comprehensive clinical update. Ther Adv 
Ophthalmol. 2019;11:2515841419831152.

	 81.	Goldhardt R, Rosen BS.  Polypoidal choroidal 
vasculopathy. Curr Ophthalmol Rep. 2019;7(1): 
66–72.

	 82.	Engelbert M, Chew EY, Yannuzzi LA. Macular tel-
angiectasia. In: Ryan SJ, editor. Retina. 2. London: 
Elsevier; 2013. p. 1050–7.

	 83.	Yannuzzi LA, Bardal AM, Freund KB, Chen KJ, 
Eandi CM, Blodi B. Idiopathic macular telangiecta-
sia. Arch Ophthalmol. 2006;124(4):450–60.

	 84.	Dreyer R, Green WR.  The pathology of angioid 
streaks: a study of twenty-one cases. Trans Pa Acad 
Ophthalmol Otolaryngol. 1978;31(2):158–67.

	 85.	Clarkson JG, Altman RD.  Angioid streaks. Surv 
Ophthalmol. 1982;26(5):235–46.

	 86.	Atmaca-Sonmez P, Heckenlively JR. Genetic disor-
ders of the retina and optic nerve. In: Klintworth GK, 
Garner A, editors. Garner and Klintworth’s pathobi-
ology of ocular disease. 3rd ed. New York: Informa 
Healthcare; 2008. p. 753–94.

	 87.	Venkatesh R, Bavaharan B, Yadav NK.  Predictors 
for choroidal neovascular membrane formation and 
visual outcome following blunt ocular trauma. Ther 
Adv Ophthalmol. 2019;11:2515841419852011.

3  Histopathology of Choroidal Neovascularization



34

Evangelina Esposito  , M.D., ChM., is an ophthalmolo-
gist from Argentina. Her fields are Ocular Pathology, 
Ocular Oncology, and Uveitis. She graduated as a physi-

cian in the National University of Córdoba, Argentina 
(2004–2009), and completed residency training in 
Ophthalmology at the Catholic University of Córdoba, 
Argentina (2011–2014). She finished an Ocular Pathology 
and Ocular Oncology fellowship at McGill University, 
Montreal, Canada (2015–2017). Dr. Esposito was awarded 
by the Argentinian Council of Ophthalmology (CAO) as a 
Distinguished Young Ophthalmologist in 2014 and by the 
McGill University Health Centre Foundation with the 
Leonard Ellen Ocular Pathology Fellowship in 2015. She 
also was awarded by the International Council of 
Ophthalmology (ICO) with The David E I Pyott Master of 
Surgery in Clinical Ophthalmology Scholarship (2017), 
and finished  the second year of the ChM in Clinical 
Ophthalmology at the University of Edinburgh (2017–
2019) with a distiction. She participates actively in teach-
ing and research.

	 88.	Ament CS, Zacks DN, Lane AM, Krzystolik M, 
D’Amico DJ, Mukai S, et  al. Predictors of visual 
outcome and choroidal neovascular membrane 
formation after traumatic choroidal rupture. Arch 
Ophthalmol. 2006;124(7):957–66.

	 89.	Smiddy WE, Hernandez E. Histopathologic charac-
teristics of diode laser-induced chorioretinal adhe-
sions for experimental retinal detachment in rabbit 
eyes. Arch Ophthalmol. 1992;110(11):1630–3.

	 90.	Marshall J, Hamilton AM, Bird AC. Histopathology 
of ruby and argon laser lesions in monkey and human 
retina. A comparative study. Br J Ophthalmol. 
1975;59(11):610–30.

	 91.	Lehto KS, Tommila PV, Karma A. Choroidal oste-
oma: clues to diagnosis. Acta Ophthalmol Scand. 
2007;85(2):218–20.

	 92.	Shields CL, Sun H, Demirci H, Shields JA. Factors 
predictive of tumor growth, tumor decalcification, 
choroidal neovascularization, and visual outcome in 
74 eyes with choroidal osteoma. Arch Ophthalmol. 
2005;123(12):1658–66.

	 93.	Gass JD, Guerry RK, Jack RL, Harris G. Choroidal 
osteoma. Arch Ophthalmol. 1978;96(3):428–35.

	 94.	Williams AT, Font RL, Van Dyk HJ, Riekhof 
FT.  Osseous choristoma of the choroid simulating 
a choroidal melanoma. Association with a positive 
32P test. Arch Ophthalmol. 1978;96(10):1874–7.

	 95.	Chien JL, Sioufi K, Surakiatchanukul T, Shields JA, 
Shields CL.  Choroidal nevus: a review of preva-
lence, features, genetics, risks, and outcomes. Curr 
Opin Ophthalmol. 2017;28(3):228–37.

	 96.	Jakobiec FA. Ocular anatomy, embryology, and tera-
tology. Philadelphia: Harper & Row; 1982.

	 97.	Naumann G, Yanoff M, Zimmerman 
LE.  Histogenesis of malignant melanomas of the 
uvea. I.  Histopathologic characteristics of nevi of 
the choroid and ciliary body. Arch Ophthalmol. 
1966;76(6):784–96.

	 98.	Naumann G, Zimmerman LE, Yanoff M.  Visual 
field defect associated with choroidal nevus. Am J 
Ophthalmol. 1966;62(5):914–7.

	 99.	Muscat S, Parks S, Kemp E, Keating D. Secondary 
retinal changes associated with choroidal naevi 
and melanomas documented by optical coherence 
tomography. Br J Ophthalmol. 2004;88(1):120–4.

	100.	Ammon V.  Anatomische Untersuchung von 
Coloboma bulbi. Z Ophthalmol. 1830;1830:I.

	101.	Schubert HD.  Structural organization of choroidal 
colobomas of young and adult patients and mecha-
nism of retinal detachment. Trans Am Ophthalmol 
Soc. 2005;103:457–72.

	102.	Leff SR, Britton WA Jr, Brown GC, Lucier AC, 
Brown JF.  Retinochoroidal coloboma associ-
ated with subretinal neovascularization. Retina. 
1985;5(3):154–6.

	103.	Takenaka J, Yamane K, Minamoto A, Mishima 
HK, Hayashida H.  Subretinal neovascularization 
associated with retinochoroidal coloboma. Eur J 
Ophthalmol. 2005;15(6):815–7.

	104.	Spitzer M, Grisanti S, Bartz-Schmidt KU, Gelisken 
F.  Choroidal neovascularization in retinochoroi-
dal coloboma: thermal laser treatment achieves 
long-term stabilization of visual acuity. Eye. 
2006;20(8):969–72.

E. Esposito et al.



35

Julio A. Urrets-Zavalia, M.D., Ph.D.,  is a vitreo-retinal 
subspecialist and Chairman of the Department of 
Ophthalmology  at the University Clinic Reina Fabiola, 
Catholic University of Cordoba, Argentina, since 1991.

He obtained his medical degree from the Faculty of 
Medical Sciences, National University of Cordoba,  and 
his Ph.D. in Medicine from the Faculty of Health 
Sciences of the Catholic University of Cordoba, Argentina, 
and  performed a fellowship in Retina at Department of 
Ophthalmology, Hôpital de la Croix-Rousse, Université 
Claude Bernard, Lyon, France.

Dr. Urrets-Zavalia is profesor and Chair of 
Ophthalmology  Clinic, and director of the Postgraduate 
Degree in Ophthalmology at the Faculty of Health 
Sciences, Catholic University of Cordoba, Argentina.

Pablo Zoroquiain  is an Assistant Professor in the 
Department of Pathology and Ophthalmology, at 
Pontificia Universidad Católica de Chile, Santiago, Chile. 
He graduated from Universidad de los Andes, School of 
Medicine, and did a residency in Anatomical Pathology at 
Pontificia Universidad Católica de Chile, Santiago, Chile. 
He completed an Ocular Pathology Clinical and Research 
Fellowship at McGill University and a Doctorate in 
Ophthalmology and Visual Science at Universidad Federal 
de Sao Paulo (UNIFESP). Currently, he is an Ocular 
Pathologist, Cytopathologist, and the Director of the 
Cytopathology Laboratory at UC-Christus Health Center. 
He is author and co-author of over 80 publications includ-
ing, 50 peer-reviewed papers, 32 peer-reviewed abstracts, 
and 2 book chapters. Dr. Zoroquiain is distinguished with 
several national and international awards. He has served 
as Guest Speaker at many conferences and symposia in 
the United States, England, Thailand, Brazil, Peru, and 
Chile.

3  Histopathology of Choroidal Neovascularization


	3: Histopathology of Choroidal Neovascularization
	3.1	 General Histopathology of CNV
	3.2	 Inflammatory Associated CNV
	3.2.1	 Non-granulomatous Inflammation
	3.2.1.1	 Presumed Ocular Histoplasmosis Syndrome (POHS)
	3.2.1.2	 Punctate Inner Choroidopathy (PIC)
	3.2.1.3	 Serpiginous Choroiditis (SC)
	3.2.1.4	 Acute Posterior Multifocal Placoid Pigment Epitheliopathy (APMPPE)
	3.2.1.5	 Behçet’s Disease
	3.2.1.6	 Pars Planitis

	3.2.2	 Granulomatous Inflammation
	3.2.2.1	 Toxoplasmosis

	3.2.3	 Tuberculosis
	3.2.4	 Vogt–Koyanagi–Harada (VKH) Syndrome
	3.2.5	 Sarcoidosis

	3.3	 Degeneration Associated CNV
	3.3.1	 Neovascular Age-Related Macular Degeneration (AMD)
	3.3.2	 Myopic Neovascular Maculopathy
	3.3.3	 Pachychoroid Related CNV
	3.3.4	 Polypoidal Choroidal Vasculopathy (PCV)
	3.3.5	 Macular Telangiectasia
	3.3.6	 CNV Secondary to Angioid Streaks
	3.3.7	 Best Associated CNV

	3.4	 Traumatic Associated CNV
	3.4.1	 Post-trauma CNV
	3.4.2	 LASER Induced CNV

	3.5	 Tumoral Associated CNV
	3.5.1	 Choroidal Osteoma
	3.5.2	 Choroidal Nevus

	3.6	 Development Alterations or Malformations Associated CNV
	3.6.1	 Coloboma

	3.7	 Unknown: Idiopathic CNV
	References


