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ARTICLE INFO ABSTRACT

Keywords: Purpose: To describe a patient who developed concurrent acute posterior multifocal placoid pigment epitheli-
Choroiditis opathy (APMPPE) and posterior scleritis.
Posterior scleritis Observations: We describe a middle-aged woman that developed eye pain and photopsia. She was found to have a
ZPSllVIg;PE “T-sign” on ultrasound of the right eye and multiple, nearly confluent, ill-defined subretinal whitish lesions in
Uveitis both eyes. After an extensive laboratory evaluation and neuroimaging, her photopsia, pain with eye movements,
and subretinal lesions began to regress on high dose systemic corticosteroids.
Conclusions and Importance: This is the first reported case of bilateral APMPPE and concurrent posterior scleritis.
Our case highlights the importance of performing a full review of systems, specifically eliciting neurological
changes, and dilated eye examination in all new uveitis cases.
Introduction serpiginous choroiditis is a rare, bilateral inflammatory chorioretinop-

Posterior scleritis is defined by painful inflammation of the posterior
sclera exacerbated by eye movements and represents only 1 in 10 of all
cases of scleritis." While rare, this entity can be associated with under-
lying systemic diseases (19.4-37.7% of cases).' Misdiagnosis, at least
initially, is not uncommon with vague symptoms and subtle clinical
findings. As such, ultrasonography has become a mainstay in evalua-
tion."? Other anatomic regions of the eye can be affected by posterior
scleritis such as an anterior chamber reaction, optic nerve edema,
choroidal nodules, and neurosensory retinal detachments.

Unlike posterior scleritis, acute posterior multifocal placoid pigment
epitheliopathy (APMPPE) is not frequently associated with underlying
systemic conditions. However, like posterior scleritis, it is rare with an
estimated incidence of 0.15 cases per 100,000 persons.’ Patients can
develop photopsia, metamorphopsia, and varying levels of vision loss
that may be preceded by a viral prodrome. This typically self-limited,
bilateral, inflammatory chorioretinopathy is defined by multiple sub-
retinal, yellowish-white, 1/8th — 1/4th optic disc diameter placoid le-
sions of the posterior pole that block early and stain late on fluorescein
angiography.® There can be some involvement of the anterior segment
(cells and flare) and vitritis at the time of presentation. Similarly,
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athy, but unlike APMPPE, is typically a single, yellowish, larger lesion
that extends centrifugally from the peripapillary region in a “snake-like”
manner. Ampiginous choroidopathy is on the spectrum of APMPPE and
serpiginous chorioretinitis in which the APMPPE-like placoid lesions
tend to fuse creating larger subretinal lesions and has a predictable
fundus autofluorescence pattern in which subtle hyperautofluorescence
in areas of activity are seen early in the disease course that then become
hypoautofluorescent as activity subsides.”” Ampiginous lesions can
then become recurrent compared to the chronic activity of serpiginous
chorioretinitis.”

As with any acute uveitis flare, multiple anatomical structures within
the eye can be affected simultaneously. For example, it is not uncommon
to have macular edema with an anterior uveitis or vascular leakage in
pars planitis. However, to our knowledge, concurrent APMPPE and
posterior scleritis have not been reported to occur contemporaneously.
In the following manuscript, we describe the first case and our man-
agement of ampiginous choroiditis with concurrent posterior scleritis.

Case report

A 62-year-old-woman with past medical history significant for a
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prior infection with histoplasmosis requiring a partial lung resection
thirty years prior to presentation was referred to our uveitis clinic due to
worsening pain with eye movements of several weeks’ duration and
photopsia of unclear etiology. At the time of evaluation, her BCVA was
20/30 in her right eye (OD) and 20/20 in her left eye (OS) and her
intraocular pressures measured 12 mmHg in both eyes (OU). Her ocular
motility examination was unremarkable except that she noted pain in all
gazes. Her anterior segment exam was remarkable for tenderness to
palpation of OD greater than OS and the lack of cell and flare. Dilated
fundus examination revealed no cell or haze within the vitreous, but
there were large, irregular patches of whitish, ill-defined, subretinal
lesions most prominent around the optic nerve and within the macula
(Fig. 1). These were in contrast to the other well-circumscribed, partially
pigmented, atrophic choroidal lesions within this same area (Fig. 1).
Multimodal imaging further defined the irregular subretinal lesions
discovered on clinical examination. On autofluorescence, these lesions
were hyper- and hypoautofluorescent, while on fluorescein angiography
these lesions appeared to block early and stain late with late leakage
around the borders of the lesions (Fig. 1). B-scan ultrasonography
identified a “T-sign” OD with fundus thickening and infiltration of
Tenon’s space, but no definitive “T-sign” OS (Fig. 1).

A review of systems, past medical history, and focused laboratory
evaluation were unremarkable for granulomatosis with polyangiitis,
tuberculosis, sarcoidosis, syphilis, rheumatoid arthritis, and basic
metabolic or hematologic derangements, known underlying systemic
conditions associated with posterior scleritis, or choroiditis except for
positive HLA-B27 haplotyping (Table 1). These symptoms and clinical
findings (multiple, large creamy subretinal lesions of various ages) we
felt were consistent with a posterior scleritis and concurrent APMPPE/
ampiginous choroiditis spectrum disease OU.

Due to concern for progression of the lesions into the fovea, irre-
versible vision loss, and worsening eye pain, the patient was started on
oral prednisone (1mg/kg/day). Three days after starting steroids, the
patient developed what she described as the “worst headache of her
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life,” while her pain with eye movements and tenderness to palpation of
both globes had completely resolved. Given the well-established asso-
ciation of APMPPE with cerebral vasculitis and/or concurrent central
nervous system (CNS) disease,’ the patient was admitted to the hos-
pital for expedited neuro-imaging, a lumbar puncture, more extensive
laboratory evaluation, and consultation with neurology.

Despite an exhaustive search, the only abnormal findings on systemic
workup were multiple non-enhancing, hyperintense lesions on FLAIR
sequences of the patient’s brain MRI of unclear significance (Table 1/
Fig. 1). In addition, the patient began to endorse bilateral hearing loss
and tinnitus shortly after being discharged from the hospital. She was
found to have mild high frequency hearing loss in the right ear and
moderate high-frequency hearing loss in the left by audiogram (data not
shown).

As the chorioretinal lesions began to regress (Fig. 2), the patient was
started on 20mg per week of oral methotrexate to reduce risk of foveal
involvement with ocular recurrence and ongoing concern for CNS
involvement (headaches and hearing loss). Her high dose systemic ste-
roids were tapered during this time.

Three months after initiating treatment, the patient’s BCVA remains
stable (20/20 OD, 20/25 0S), her ocular lesions have nearly resolved
with only mild, residual pigmentary changes (Fig. 2). Repeat neuro-
imaging has remained essentially unchanged from prior examination.

Discussion

To our knowledge, this is the first reported case of a bilateral, con-
current posterior scleritis and ampiginous/APMPPE spectrum chorior-
etinopathy. There has been only one other case of posterior scleritis and
APMPPE reported but this was a monocular process.'’ We felt that our
patient’s presentation had many features of APMPPE, but the pigmented
lesions suggested various ages of lesions that would be more typical of
ampiginous chorioretinopathy. There are previous reports that have
described patients developing scleritis two years after an episode of

Fig. 1. Imaging findings at time of evaluation. (a) The right eye had multiple, large whitish subretinal lesions as well as pigmented lesions (blue arrow) with mottled
hyper- and hypoautofluorescence of the areas (b) that blocked early on fluorescein angiogram (c) and stained late (f). These same areas were hypofluorescent on ICG
imaging (g). Similar findings could be found in the left eye (d-e). There was a “T-sign” on B-scan (h, yellow arrow), choroidal thickening on OCT (i, red asterisk),
and multiple, scattered hyperintensities on FLAIR MRI sequences within the brain (j). . (For interpretation of the references to colour in this figure legend, the reader

is referred to the Web version of this article.)
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Table 1

Laboratory and imaging evaluation.
Serum
HLA-B27 Pos
HLA-B51 Neg
Quantiferon Gold Neg
ACE/Lysozyme WNL
Rheumatoid factor WNL
ANA WNL
FTA/RPR Neg
Bartonella Serology Neg
ANCA Neg
Brucella Neg
Borellia Neg
anti-dsDNA Neg
Toxoplasmosis Serology Neg
HIV Neg
ESR WNL
CRP WNL
TSH WNL
T4 WNL
CSF
Protein WNL
Glucose WNL
Cell Count WNL
Culture Unremarkable
HSV PCR Neg
VZV PCR Neg
Cryptococcal antigen Neg
Oligoclonal Bands Neg
VDRL Neg
Cytology Unremarkable
Flow cytometry Unremarkable
Imaging
CT Chest Remote infection, no signs of sarcoidosis
MRI Brain Hyperintense lesions of the brain

ACE, angiotensin-converting enzyme; ANA, antinuclear antibody; ANCA, anti-
neutrophil cytoplasmic antibodies; CRP, C-reactive protein; CSF, cerebrospinal
fluid; dsDNA, double stranded DNA; ESR, erythrocyte sedimentation rate; FTA,
fluorescent treponemal antibody; HIV, Human immunodeficiency virus; HLA,
Human leukocyte antigen; HSV, Herpes simplex virus; Neg, negative; PCR, po-
lymerase chain reaction; Pos, positive; RPR, rapid plasmin regin; T4, thyroxine
4; TSH, thyroid stimulating hormone; VDRL, venereal disease research labora-
tory; VZV, Varicella zoster virus; WNL, within normal limits.

APMPPE had resolved or posterior necrotizing scleritis with concomi-
tant overlying sectoral chorioretinitis.'"'? Additionally, there have been
more atypical cases of nodular scleritis in which the patient is found to
have significant intraocular inflammation.'® However, these reports are
exceptionally rare. We hypothesize that prolonged profound intraocular
or scleral inflammation can extend beyond the initial affected site to
include surrounding tissues of the eye and may even lead to fluid
accumulation in potential spaces (i.e. T-sign). This is supported, in part,
by patients with Behcet’s posterior uveitis or those with posterior
scleritis with increased choroidal thicknesses that are cortico-
steroid-responsive.'* ® These findings suggest that there are underlying
inflammatory changes of the choroid in conditions of either the retina or
sclera despite no obvious clinical examination findings to suggest it. This
was also seen in our patient as she had fundus thickening on ultrasound
and significant choroidal thickening on OCT. We hypothesize that our
patient’s ocular inflammatory disorder started in the sclera and
extended internally to the choroid and pigment epithelium or started in
the choroid/retinal pigment epithelium and extended externally to
include the sclera, since one of these mechanisms seems more plausible
than developing two rare, independent ocular conditions
simultaneously.

CNS involvement with APMPPE is well-documented and can include
headaches, vasculitis, sagittal sinus thromboses, strokes, and even
death.®>!7:1® As such, clinicians should have a low threshold to perform
neuroimaging with any neurological symptoms as, unlike APMPPE, CNS
pathology warrants aggressive inflammatory control with systemic
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steroids and immune modulatory therapy to reduce the risk of signifi-
cant morbidity and mortality.'® Due to the patient’s development of
severe headaches and hearing loss, we and our neuroimmunology col-
leagues felt that these were manifestations of CNS disease and warranted
treatment as such with systemic corticosteroids and immune modulatory
therapy as others have advocated."*?°

The management of APMPPE/ampiginous choroiditis remains
controversial within the uveitis community as many cases of APMPPE
spontaneously resolve with minimal-to-no sequelae. However, we, and
others, have argued that if we were to personally develop the disease, we
would prefer the most aggressive management to prevent subfoveal
involvement and potentially disabling poor visual outcomes as well as
possibly hasten resolution of intraocular and scleral inflammation.”’
This is in contrast to ampiginous that recurs, that others have advocated
for initiating immunosuppressive therapy.® To reduce the risk of ocular
recurrence (commonly reported in ampiginous choroiditis) and treat the
previously mentioned CNS findings, our patient was started on immu-
nomodulatory therapy as advocated by others.” It remains to be seen if
our patient will develop ocular or CNS recurrence of disease.

Conclusion

Posterior scleritis and APMPPE/ampiginous choroiditis can concur-
rently occur. A low threshold for further ocular or CNS imaging should
be considered in any case of APMPPE.
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5 days

1 month

3 months

Fig. 2. Clinical course of retinal findings. (a-c) The subretinal lesions were followed over time and notable regression can be seen when comparing the lesion sizes 5
days, 1 month, and finally 3 months later within the right eye. This is more striking in the autofluorescent images in which the hyperautofluorescent lesions shrink in

size over the same time period (d-f).
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