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Abstract

Classical clinical findings of multiple evanescent white dot syndrome (MEWDS) include multi-
ple, small white dots scattered throughout the posterior pole, foveal granularity, posterior vit-
reous cells, and mild optic disc swelling. We describe the case of a 35-year-old man who was
admitted to our department with an unusual presentation of MEWDS at the early onset of the
disease. A unilateral circumpapillary retinal white spot was observed. Spectral domain optical
coherence tomography demonstrated irregularities of the retinal pigment epithelium and dis-
ruptions of the outer retinal layers around the optic nerve without other abnormalities. A few
days later, the lesion spread centrifugally from the peripapillary region and along the vascular
arcades. This distinctive appearance in an early stage of the disease may suggest a disorder
other than MEWDS, which can lead to a misdiagnosis and unnecessary treatment.
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Introduction

Multiple evanescent white dot syndrome (MEWDS) is a rare condition of unknown etiol-
ogy whose clinical characteristics have been well described [1]. Its clinical spectrum has ex-
panded in recent years, including atypical presentations [2]. Various peripapillary findings
have been reported in MEWDS, including persistent indocyanine green angiography (ICGA)
hypofluorescence, choroidal neovascularization, simultaneous presentation with multifocal
choroiditis, and peripapillary serous detachments [3-6].

Herein, we describe an unusual presentation of MEWDS at the early onset of the disease
showing a progressive circumpapillary retinal white spot that can lead to initial misdiagnosis.

Case Presentation

A healthy 35-year-old man was admitted to our emergency department with a 3-day his-
tory of enlarging temporal scotoma in his left eye. He denied any recent illness. Corrected vis-
ual acuity was 20/20 in both eyes. Results of examination and testing of the right eye were
normal. The left eye showed an annular zone of peripapillary outer retinal whitening with a
discrete margin (Fig. 1). There were no vitreous cells, optic disk swelling, or foveal granularity.
No white dots were seen clinically. Fundus autofluorescence showed mild hyperautofluores-
cence, especially at the margins of the lesion (Fig. 2). Spectral domain optical coherence to-
mography (SD-OCT) demonstrated irregularities of the retinal pigment epithelium and dis-
ruptions of the outer retinal layers with attenuation of the external limiting membrane around
the optic nerve without abnormalities in the macula (Fig. 3). Three days later, the lesion
spread centrifugally from the peripapillary region and along the vascular arcades. At this time,
SD-OCT showed lesions involving the macula. The patient refused to have a fluorescein angi-
ography and ICGA. A blind spot enlargement and central scotoma was observed in the Gold-
mann visual field. Diagnostic considerations included MEWDS, multifocal choroiditis with
panuveitis, acute posterior multifocal placoid pigment epitheliopathy (APMPPE), early-stage
serpiginous choroiditis, tuberculosis (as cause of serpiginous-like choroidopathy), syphilis (as
masquerader disorder), and acute zonal occult outer retinopathy (AZOOR). Results of an in-
tensive laboratory workup were unremarkable. It included blood and chemistry examina-
tions, angiotensin-converting enzyme, complement and rheumatoid factor levels, and serol-
ogy tests for hepatotropic viruses. Treponemal test, tuberculin skin test, QuantiFERON-TB,
cytomegalovirus, and human immunodeficiency virus were also ruled out. Prednisone, 60 mg
per day orally, was prescribed.

One week later, the circumpapillary white spot extended to the equator and the few sat-
ellite dots at the level of the deep retina had evolved into multiple larger white dots charac-
teristic of MEWDS. Foveal granularity was also observed. At that moment, the patient reported
having a similar episode in the right eye 9 years earlier (Fig. 4). Hypoautofluorescence of in-
active lesions and thickening of the outer retina and choroid, typical of serpiginous choroiditis,
were not seen. Chorioretinal scars nasally to the optic disc, characteristic of multifocal cho-
roiditis with panuveitis, could not be observed. Prednisone was then tapered for 1 month. By
3 months, disappearance of the white dots, the circumpapillary spot, and foveal granularity
was finally observed with complete resolution of symptoms.
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Discussion

Classical clinical findings of MEWDS include multiple, small white dots scattered through-
out the posterior pole, foveal granularity, posterior vitreous cells, and mild optic disc swelling
[1]. The clinical spectrum of this syndrome has expanded in recent years and atypical cases
have been described [2]. Overlap may be seen with other entities. In fact, it has been recom-
mended that MEWDS should be part of the AZOOR complex [7].

Gass et al. [8] proposed that AZOOR viral introduction in the retina may occur at the optic
nerve margin because of the absence of surrounding neuroepithelium at this site. The optic
nerve swelling and the peripapillary findings reported in MEWDS, especially the typical zonal
peripapillary hypofluorescence observed in multiple ICGA studies, suggest that this site is im-
portant in the early stages of the disease [9]. Besides, it seems to be responsible for symptoms
such as loss of vision, scotoma, and photopsia.

Our case showed a confluent circumpapillary retinal white spot without optic nerve
swelling or foveal granularity, which represents an unusual presentation of MEWDS at the
early onset of the disease (only 3 days after the onset of symptoms). This early stage is prob-
ably missed in most cases because patients usually have mild symptoms and delay their refer-
ral to the ophthalmologist. Moreover, multimodal imaging is often scheduled a few days later.
Cahuzacetal. [10] reported 4 patients seen within 1 week of onset. They suggested that ellip-
soid zone disruption starts simultaneously around the optic nerve and in a very restricted
submacular area before extending diffusely. They called this early stage “hyper-early”
MEWDS. However, white spots were noted in the 3 cases, and foveal granularity was found in
all of them. The macular region was not affected in our case (as shown in Fig. 3a), indicating
that optic nerve involvement probably precedes the macula.

Similar cases describing a “giant white spot” have been reported. Ray and Loewenstein
[11] reported a larger white peripapillary outer retinal lesion that evolved into a more classi-
cal MEWDS appearance of the fundus. Barile et al. [12] described a similar case with an acute
transient fluorescein angiographic staining of the peripapillary chorioretinopathy, and Jampol
et al. [1] suggested that these geographic lesions may represent a confluence of more typical
MEWDS spots. Nonetheless, fundus autofluorescence or SD-OCT imaging were not performed
in any case reported.

Case series of atypical presentations of MEWDS with peripapillary whitening/mild disk
swelling without characteristic white dots have been reported [2]. Unlike our case, foveal
granularity was present in all patients. Three cases presenting a progressive circumpapillary
MEWDS were described in severe cases of this syndrome [13]. All of them showed typical
wreath-like satellite spots around the large lesion. No satellite lesions were observed in our
patient at the beginning. This fact probably indicates that our case represents an early stage
of the disease.

The initial distinctive appearance of this peripapillary spot can make an accurate diagno-
sis more difficult. In addition, an inappropriate or unnecessary treatment can be prescribed,
as occurred in our case.

In conclusion, our case demonstrates the peripapillary SD-OCT involvement as initial
manifestation of MEWDS. Ophthalmologists should be aware of this early stage of MEWDS to
avoid initial misdiagnosis in an otherwise benign disease.
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Fig. 1. a Fundus photograph of the left eye on initial examination showing a peripapillary lesion without
optic disk swelling. b Three days later, the lesion spread centrifugally from the peripapillary region and
along the vascular arcades. Note a few pinpoint satellite spots near the edge of the confluent lesion. ¢ One
week later, the circumpapillary white spot extended to the equator and evolved into characteristic lesions
of MEWDS. Foveal granularity was also observed.

Fig. 2. a Fundus autofluorescence showing mild hyperautofluorescence in the acute phase of MEWDS.
b Note the progression of the lesion after 3 days.
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Fig. 3. a SD-OCT shows disrupted ellipsoid zone located exclusively at the peripapillary area at onset. No
abnormalities in SD-OCT were seen in the macula. b Tomographic image focused on the optic nerve show-
ing disruption of the ellipsoid zone between red arrows. No optic nerve swelling is observed. ¢ One week
later, SD-OCT demonstrated irregularities of the retinal pigment epithelium and disruptions of the outer
retinal layers with attenuation of external limiting membrane in the subfoveal and parafoveal area (red

arrows).
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Fig. 4. Image showing typical white dots characteristic of MEWDS in the right eye 9 years earlier.
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