CLINICAL SCIENCES

Relentless Placoid Chorioretinitis

A New Entity or an Unusual Variant of Serpiginous Chorioretinitis?

B. Eric Jones, MD; Lee M. Jampol, MD; Lawrence A. Yannuzzi, MD; Michael Tittl, MD;
Mark W. Johnson, MD; Dennis P. Han, MD; Janet L. Davis, MD; David F. Williams, MD

Objective: To characterize an unusual clinical entity re-
sembling acute posterior multifocal placoid pigment epi-
theliopathy (APMPPE) and serpiginous choroiditis but
with an atypical clinical course.

Patients: We describe 6 patients, aged 17 through 51
years, exhibiting this unusual entity who were seen at 6
different centers from 1984 to 1997.

Results: The acute retinal lesions in this series were simi-
lar to those of APMPPE or serpiginous choroiditis, both
clinically and on fluorescein and indocyanine green an-
giography. However, the clinical course, number of le-
sions, and location of these lesions were atypical. These
patients had evidence of numerous posterior and periph-
eral retinal lesions predating or occurring simulta-
neously with macular involvement. Older, healing pig-

mented lesions were often accompanied by the appearance
of new active white placoid lesions. Additionally, these
cases all demonstrated prolonged periods of activity re-
sulting in the appearance of more than 50 and some-
times hundreds of lesions scattered throughout the fun-
dus. Growth of subacute lesions and the appearance of
new lesions continued for 5 to 24 months after initial ex-
amination, and relapses were common.

Conclusions: This entity has clinical features similar to
APMPPE and serpiginous choroiditis but has a pro-
longed progressive clinical course and widespread dis-
tribution of lesions. It may represent a variant of serpigi-
nous choroiditis or may be a new entity. We call it
relentless placoid chorioretinitis.
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ATIENTS WITH acute posterior

multifocal placoid pigment

epitheliopathy (APMPPE)

usually have bilateral poste-

rior creamy white lesions at
the level of the retinal pigment epithelium
(RPE) and a self-limited monophasic clini-
cal course, usually lasting 1 or 2 months at
most.'” Permanent visual loss is usually
mild. In contrast, amore long-term relaps-
ing clinical course is typical of serpiginous
choroiditis.®® The acute lesions of serpigi-
nous choroiditis are usually present in the
macula or peripapillary areas and are often
active in only 1 eye at a time. Multiple re-
currences are seen over a period of years in
patients with serpiginous choroiditis as ac-
tivity progresses across the posterior pole
in a contiguous or a multifocal fashion.
Healing of the lesions in this entity may oc-
cur slowly and show more extensive cho-
roidal atrophy than seen with the lesions
of APMPPE. When patients with serpigi-
nous choroiditis have foveal involvement,
there may be a more profound loss of vi-
sion than with APMPPE. A few patients have
overlapping clinical features that make it

difficult to characterize them as having
APMPPE or serpiginous choroiditis.

We describe a group of 6 patients with
afundus disorder resembling both APMPPE
and serpiginous choroiditis with an atypi-
cal clinical appearance and course. This may
be a novel clinical entity or may represent
an atypical clinical appearance and course
for serpiginous choroiditis.

REPORT OF CASES

The patients described in this article were
examined and followed up from 1984 to 1998
(Table). They were noted to have unusual
clinical features that challenge conventional
diagnoses. The period of clinical follow-up
for these patients was 6 to 65 months (mean,
20 months). Our study consisted of aretro-
spective review of the medical and photo-
graphic records of this cohort.

CASE 1
A 46-year-old woman had throbbing dis-

comfort in the left eye. Her history was re-
markable for a flare-up of recurrent genital
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Clinical Features of 6 Patients With Relentless Placoid Chorioretinitis*
Patient Initial Worst Final
No./ Visual Duration of Additional Visual Visual
Sex/Age,y Eye Acuity Medical History Activity, mo Clinical Features Treatment Acuity Acuity
1/F/46 L 20/20 Recent genital HSV 5 Disc swelling, stromal keratitis 1V and oral antiviral agents, ~ 20/60 20/20
vitreitis, subretinal fluid prednisone, cyclosporine
2/M/26 R 2020 Nonspecific URI 24 Old retinal scars (R), vitreitis, ~ Prednisone (briefly) 20/400 20/60
L 20/40 24 subretinal fluid (L) 20/40 20/20
3/M/21 R 20/70 6 Prednisone, cyclosporine 20/150 20/40
L 5/200 Dense amblyopia (L) 6 Old retinal scars (L) 5/200 7/200
4/F/51 R 20/15 Tamoxifen use 8 Iritis, low-grade vitreitis No treatment 20/20 20/20
L 20/20 8 20/200 20/70
5/M/20 R 20/20 Nonspecific URI 5 Iritis, keratic precipitates, Prednisone, doxycycline, 20/100 20/20
L 20/40 5 vitreitis disc swelling, famciclovir 20/400 20/20
subretinal fluid
6/F17 R 20/300 Aseptic meningitis, 6 Episcleritis, corneal infiltrates,  Prednisone 20/300 20/30
L 20/60 Hashimoto thyroiditis, 6 disc swelling, subretinal 20/300 20/40
Ewing sarcoma fluid

*F indicates female; L, left; HSV, herpes simplex virus; 1V, intravenous,; M, male; R, right; and URI, upper respiratory infection.

herpesvirus type 2, 10 days prior to examination. Her vi-
sual acuity was 20/20 OU. Mild left conjunctival hyper-
emia was seen with a few cells present in the anterior cham-
ber and anterior vitreous. Findings from fundus examination
showed several small white placoid lesions at the level of
the RPE in the far periphery of the left eye, some with early
pigmentation. The right eye was completely normal. The
patient was referred to us 2 days later with macular le-
sions apparent in the left eye (Figure 1, A).

Findings from a systemic medical workup revealed
a history of exposure to herpes simplex (antiherpes sim-
plex IgG titer, >1:8; IgM titer, <1:16), varicella zoster
virus (antivaricella zoster virus IgG titer, >1:32; IgM ti-
ter, <1:16), cytomegalovirus (anticytomegalovirus IgG
titer, >1:8; IgM titer, <1:16), and toxoplasmosis (anti-
toxoplasma IgG titer, >1:128; IgM titer, <1:16). Find-
ings for Lyme disease, Bartonella species, and human im-
munodeficiency virus were negative. Other unremarkable
study findings included those for rapid plasma reagin,
fluorescent treponemal antibody-absorption, angiotensin-
converting enzyme, chest x-ray film, and orbital mag-
netic resonance imaging.

The patient was seen 4 days later with additional le-
sions noted in the left macula (Figure 1, B). Fluorescein
angiography showed early hypofluorescence with later
staining. There was increased pigmentation of periph-
eral lesions. Topical corticosteroids and oral acyclovir,
800 mg, 5 times per day, were administered. Three days
later, an increased number of active white lesions and
growth of the subacute lesions were seen. This progres-
sion together with a recent history of genital herpesvi-
rus type 2 prompted treatment with intravenous (IV) fos-
carnet sodium, 4900 mg every 12 hours, and ganciclovir
sodium, 280 mg IV every 12 hours. Despite this therapy,
the patient worsened with appearance of new retinal le-
sions and growth of older lesions. Twelve days after ini-
tial examination, her visual acuity decreased to 20/40
OS and an area of serous fluid was seen in the macula
(Figure 1, C). Indocyanine green angiography was per-
formed, which showed discrete areas of hypofluorescence
(Figure 1, C) while fluorescein angiography showed en-

largement of the areas of early hypofluorescence and later
hyperfluorescence (not shown). Oral prednisone, 50 mg/d,
was administered with an improvement in visual acuity
to 20/25 OS noted within 12 hours. There was stabiliza-
tion of vision and lesions. Intravenous ganciclovir and
foscarnet were discontinued and oral famciclovir was ad-
ministered at 500 mg, 3 times per day. During the next
4 weeks, a gradual tapering of prednisone to15 mg/d was
performed. The patient then noted distorted images in
the affected eye with visual acuity decreased to 20/60 OS.
New active retinal lesions were present. Prednisone ad-
ministration was increased to 80 mg/d and then gradu-
ally tapered. Visual acuity fluctuated during this time be-
tween 20/20 OS and 20/30 OS.

Nine weeks after initial examination, new active reti-
nal lesions were again noted while the patient was receiv-
ing prednisone, 30 mg/d. These lesions were associated with
increased vitreitis, sectorial optic nerve swelling, and small
intraretinal hemorrhages (Figure 1, D). Prednisone admin-
istration was increased to 50 mg/d and continued at this
dose for 1 month, with gradual control of activity noted.
Famciclovir administration was discontinued. The pa-
tient began experiencing complications of long-term pred-
nisone treatment with notable weight gain, sensitivity of
the palms and soles, and corticosteroid facies. Cyclospor-
ine, 100 mg/d, was administered to attempt to control ac-
tivity and allow tapering of the corticosteroids. During the
next year, prednisone administration was gradually ta-
pered, but the patient still received cyclosporine without
the appearance of new active lesions.

This patient again noted decreased visual acuity 15
months after initial examination with a diffuse corneal
infiltrate noted in the left eye. Anterior stromal kerati-
tis, possibly secondary to herpes simplex, was seen and
responded well to topical corticosteroids. Cyclosporine
administration was gradually tapered. The patient’s cur-
rent visual acuity is 20/20 OU, 30 months after initial ex-
amination. There are more than 100 healed inactive le-
sions in the left eye (Figure 1, E). She is presently not
receiving prednisone or cyclosporine. The right eye has
remained free of lesions.
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Figure 1. Case 1. A, B, C, Appearance of left fundus at initial examination. Healing pigmented and active lesions are present in the periphery, anterior to the
equator. New active placoid lesions are seen in the macula at the level of the retinal pigment epithelium. Color photograph of the left eye (D) with fluorescein
angiogram, mid-phase (E) at 40.8 seconds, and late-phase (F), at 12 minutes, obtained 6 days after initial examination with acute posterior multifocal placoid
pigment epitheliopathy-like early hypofluorescence and late hyperfluorescence. G, H, Color photograph of the macula with enlarging creamy white active retinal
lesions and focal subretinal fluid, 12 days after initial examination. Visual acuity was reduced to 20/40 0S. Indocyanine green angiography was performed with
a digital image captured at 6 minutes, 20 seconds after injection of dye. I, J, Photographs showing recurrence of active lesions in the macula and nasal mid
periphery at 9 weeks after initial examination. Nasal disc swelling is seen. K, L, Color fundus photographs showing numerous healed lesions scattered
throughout the fundus at 5 months after initial examination. Visual acuity was 20/20 0S. No active lesions were present.

CASE 2 beginning 1 month prior to initial examination. His vi-

sual acuity was 20/20 OD and 20/40 OS. He had a his-

A 26-year-old man complained of decreased vision in the tory of a nonspecific upper respiratory tract infection 6
left eye with paracentral distortion and visual field loss weeks earlier, which was treated with ampicillin. On ex-
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