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Acute posterior multifocal placoid pigment epitheliopathy (APMPPE) is a choriore-

tinal disease that causes acute binocular visual disturbance with characteristic fun-

duscopic lesions at the level of the retinal pigment epithelium. APMPPE has been

associated with multiple neurologic complications, including cerebrovascular dis-

eases. We report a 15-year-old patient who had bilateral APMPPE, which was suc-

cessfully treated with corticosteroids. One year later he presented with transient

dysarthria and right hemiparesis. Brain magnetic resonance imaging (MRI) showed

bilateral ischemic lesions in both lenticular nuclei and corona radiata. BrainMRI per-

formed 3 months later revealed a new asymptomatic ischemic lesion. Cerebral angi-

ography showed diffuse multifocal segmental vessel narrowing. The cerebrospinal

fluid showed mononuclear pleocytosis in keeping with vasculitis. We started corti-

costeroid treatment, which lasted 10 months. Currently, after 2 years of clinical and

neuroradiologic follow-up, the patient is asymptomatic and shows no worsening of

the cerebrovascular lesions. Key Words: Ischemic stroke in young persons—

chorioretinitis—APMPPE.
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Acute posterior multifocal placoid pigment epitheliop-

athy (APMPPE) is a chorioretinal disease characterized by

the presence of multiple large yellow-white placoid le-

sions in the retinal pigment epithelium (RPE).1 It is char-

acterized clinically by an acute binocular visual

disturbance in young adults, which frequently occurs af-

ter a flu-like syndrome, suggesting an immune-mediated

condition.2 The clinical course is usually self-limited, with

gradual return of visual acuity over weeks to months.

APMPPE has been associated with multiple neurologic
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complications, including headache, aseptic meningitis,

transient ischemic attacks, and stroke.3 We report the

case of a 15-year-old male patient with successfully

treated APMPPE, who 1 year later presented multifocal

and recurrent cerebral ischemic lesions.
Case Report

In January 2009, a 15-year-old male patient with no

significant medical history presented with a bilateral

decrease in vision that evolved to bilateral blindness

over a period of 2 weeks. Funduscopic examination

exhibited multiple creamy white bilateral lesions just

below the RPE. An ocular fluorescein angiogram showed

early-stage hypofluorescent lesions and late-stage hyper-

fluorescent lesions (Fig 1). A Goldmann visual field exam-

ination revealed bilateral central scotoma. Since these

findings were consistent with the diagnosis of APMPPE,

oral prednisone 60 mg/day was initiated. Visual acuity

improved in a few weeks and gradual tapering of the
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Figure 1. Ophthalmic findings. (A and B)

Fundus color photography taken at the initial

examination shows yellow-white placoid lesions

in the macular area (A, right eye; B, left eye). (C

and D) Fluorescein angiograms of the right eye

showing the characteristic pattern of acute pos-

terior multifocal placoid pigment epitheliopathy

(C) Early-stage hypofluorescent lesions. (D)

Late-stage hyperfluorescent lesions.
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corticosteroid dose was carried out within 5 months.

There were no other associated systemic symptoms. At

the end of treatment, visual acuity had partially recovered

to 5/10 in the right eye and 5/7.5 in the left eye.

The patient remained asymptomatic until January

2010, when he suddenly presented with a transient epi-

sode of dysarthria and right hemiparesis. Brain magnetic

resonance imaging (MRI) showed bilateral ischemic

lesions in both lenticular nuclei and corona radiata

(Fig 2, A,B). The patient was transferred to the neuro-

logic service of Hospital del Salvador. Three months

later, a neurologic examination showed right-sided hy-

perreflexia without significant weakness. The complete

blood count was normal, with an erythrocyte sedimenta-

tion rate of 5 mm/hour. Renal and hepatic functions

were normal. Levels of rheumatoid factor, antinuclear

antibody, anti-DNA, anti-extractable nuclear antigen,

antineutrophil cytoplasmic antibodies, and complement

(C3 and C4) were all normal. Test results for human im-

munodeficiency virus, hepatitis B, hepatitis C, syphilis,

and human T-lymphotropic virus type I were negative.

Results were negative for protein C, protein S, factor V

Leiden, mutation of prothrombin G20210A, anticardioli-

pin, and lupus anticoagulant antibodies. A cardiologic

evaluation (electrocardiogram, Holter electrocardio-

gram, and echocardiogram) did not reveal any abnor-

malities. Computed tomography of the thorax showed

no mediastinal mass, and the level of angiotensin-

converting enzyme was 32 U/L (normal range). An oph-

thalmic evaluation revealed residual scar lesions in the
RPE without evidence of active inflammatory activity.

Visual acuity did not present variation. A brain magnetic

resonance image showed a new ischemic lesion in the

head of the right caudate nuclei (Fig 2, C,D). Intracranial

MRI angiography results were normal. The cerebrospi-

nal fluid (CSF) study showed 13 white blood cells/mm3

(100% mononuclear cells), protein levels of 0.21 g/L and

glucose levels of 0.65 g/L, an unreactive Venereal Dis-

ease Research Laboratory result, adenosine deaminase

levels of 2 UI/L, and negative oligoclonal bands. Cyto-

logic examination and culture results were negative. Ce-

rebral angiography did show diffuse stenosis of

intracranial arteries mainly involving the territory of

the left cerebral posterior artery, compatible with a vas-

culitic process (Fig 3). In the context of an APMPPE an-

tecedent and the presence of multiple ischemic lesions

with evidence of vasculitis on cerebral angiography

with a lymphocytic pleocytosis, we initiated oral cortico-

steroids (prednisone 60 mg daily). A new brain MRI

study was performed 3 months later; it did not reveal

acute vascular lesions, and the results of a control CSF

study were normal. The tapering of corticosteroids was

initiated, which completed 10 months of treatment. Cur-

rently, after 2 years of clinical and neuroradiologic

follow-up, the patient has no new vascular lesions.
Discussion

The APMPPE described initially by Gass in 19684

is characterized by acute visual symptoms with



Figure 2. Brain magnetic resonance imaging

(MRI) study. (A and B) Brain MRI after the on-

set of the neurologic manifestations showing sub-

acute vascular lesions in both lenticular nucleus

and corona radiata. (C and D) MRI performed

3 months later shows a new vascular lesion in

the head of the right caudate nucleus. (A and C,

Axial T1-weighted image after administration

of intravenous gadolinium; B and D, Axial fluid

attenuated inversion recovery image.)
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characteristic lesions of the fundus. This illness affects

male and female patients equally, with a strong prepon-

derance for adults between 20 and 40 years of age.2

To our knowledge, this is the second case of a 16-year-

old patient with stroke associated with an APMPPE but

the first with delayed recurrent stroke in relation to the

chorioretinal episode. The first case reported was also

a Chilean patient.5

The cause of APMPPE is unidentified, but some hy-

potheses suggest an immune-mediated condition. Since

some patients presented with flu-like symptoms before

the illness, an abnormal immune response to a possible

viral antigen has been suggested. APMPPE has also

been associated with rheumatoid arthritis, systemic lupus

erythematosus, sarcoidosis, hepatitis B vaccination, and

other autoimmune diseases, which supports the relation

between APMPPEE and immune system alteration.6-10

For this reason, it is necessary to perform an extensive

study to rule out these possible associations.

The neurologic complications of APMPPE are infre-

quent. Themost commonly reportedneurologic syndrome

is headache plus CSF pleocytosis.11 transient hearing

loss,12 optic neuritis,13 meningoencephalitis,14 transient

ischemic attacks,15 and strokes16 have also been reported.
The association of APMPEE and stroke is well recog-

nized. There are few documented reports relating cere-

brovascular disease with proven or presumed cerebral

vasculitis or cerebral venous thrombosis.5,17 Strokes are

most likely to occur simultaneously or within a few

weeks of the ophthalmic presentation, with a median

time of 3 weeks.17 In our patient, the stroke exceptionally

presented 1 year after the APMPPE, in the absence of ac-

tive chorioretinal inflammation. Only a few cases of re-

current cerebral infarction, usually during corticosteroid

tapering or discontinuation, have been reported. The ce-

rebrovascular disease involves small (lacunar) or large ar-

teries, similar to our case, in which the affected small

arteries produced multiple subcortical infarcts. Brain

MRI is useful to detect not only the symptomatic cerebro-

vascular lesion but also possible new asymptomatic le-

sions, giving an account of the activity of the disease. In

our patient, despite clinical stability the second brain

MRI showed a new vascular lesion in the head of the right

caudate nucleus. This finding reflects the importance of

appropriate follow-up for patients with APMPPE to pro-

vide early recognition of clinical symptoms and asymp-

tomatic lesions for timely treatment to prevent new

brain infarcts.



Figure 3. Cerebral angiography study. (A)

Stenosis of the right internal carotid artery

and diffuse narrowing of distal lumen (arrow).

(B) Delayed filling of the territory of the left

cerebral posterior artery by collaterals. (C) Focal

angular stenosis (arrow). (D) Stenosis and poor

representation of the territory of the left cerebral

posterior artery (arrow).
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The cerebral angiography study commonly reveals

multifocal segmental vessel narrowing and the CSF study

shows mononuclear pleocytosis suggesting a vasculitic

process. To our knowledge, there are only 2 cases in which

a histopathologic study showed focal granulomatous in-

flammation affecting large cerebral arteries and RPE sug-

gesting a granulomatous vasculopathy.18,19

Most patients who experience stroke related to

APMPPE are left with minor residual neurologic deficits.

Nevertheless, a few cases of fatal outcome have been de-

scribed.18-20

There are no well-defined treatments for this condition;

however because a vasculitic process is presumed to be

the cause, the usual treatment with corticosteroids has

been given; this treatment may or may not be combined

with other immunosuppressive drugs.

In conclusion, stroke associatedwithAPMPPEmay arise

belatedly after the debut of the ocular inflammatory phe-

nomenon. Asymptomatic vascular lesions can occur, espe-

cially when treatment is delayed. Early recognition of the

syndrome is essential to initiate immunosuppressive treat-

ment to prevent the progression of disease. Routine clinical

and neuroradiologic follow-up is important to detect the

reactivation of disease and avoid neurologic disabilities.
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