Relentless placoid chorioretinitis — A case report

Ljiljana Obradovi¢’, Svetlana Jovanovi¢?, Nenad Petrovi¢? Suncica Sreckovic?,

Zorica Jovanovié®
'Health Center Kragujevac, Kragujevac, Serbia;

XClinical Center Kragujevac, Clinic of Ophthalmology, Kragujevac, Serbia;
3University of Kragujevac, Faculty of Medical Sciences, Department of Pathophysiology, Kragujevac, Serbia

SUMMARY

Introduction Relentless placoid chorioretinitis is an entity which belongs to the group of an atypical
intermediate form of primary inflammatory choriocapillaropathies, resembling both acute posterior
multifocal placoid pigment epitheliopathy and serpiginous choroiditis, but the retinal distribution and
clinical course are not the same. Because of this similarity this entity was termed “AMPPiginous”. This
entity was first described by Jones et al. in 2000. The aim of our case report is to present a very specific
case where the clinical course was progressive, with loss of vision in the affected eye.

Case Outline A 31-year-old man, with no previous ophthalmic diseases, was hospitalized at the Clinic
of Ophthalmology, Clinical Center Kragujevac, because of a reduction of vision in the right eye, and
scotoma and metamorphopsia in the left eye. The clinical course of retinal lesions in the left eye resem-
bled the changes observed in acute posterior multifocal placoid pigment epitheliopathy, and the right
eye changes were between acute posterior multifocal placoid pigment epitheliopathy and serpiginous
choroiditis. The diagnosis of relentless placoid chorioretinitis was confirmed after clinical, laboratory,
immunological, virological, and angiography examinations.

Conclusion The progressive clinical course of the disease, complemented by multimodal imaging and
extensive laboratory diagnostics, has led us to the diagnosis of relentless placoid chorioretinitis. The
combined anti-inflammatory and immunomodulatory therapy led to the stabilization of visual acuity
of the left eye as opposed to the right, where there has been no recovery.

Keywords: anti-inflammatory therapy; immunomodulatory therapy; multimodal imaging; primary in-
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INTRODUCTION

Relentless placoid chorioretinitis (RPC) is a
relatively new and rare entity, which belongs
to the atypical intermediate form of primary
inflammatory choriocapillaropathies (PICCP),
which was first described in 2000 by Jones et
al. [1]. RPC is an entity in which multiple in-
flammatory, deep white-creamy lesions resem-
bling those seen in acute posterior multifocal
placoid pigment epitheliopathy (APMPPE)
and serpiginous choroiditis (SC) develop. Un-
like APMPPE, the lesions in RPC continue to
expand in size and number with a relentless
course over many months. Unlike SC, the le-
sions of RPC are multifocal and eventually
involve all areas of the retina, including the
anterior periphery prior to involvement of the
posterior pole and macula. Therefore, RPC be-
longs to the group of an atypical intermediate
form of PICCP [2]. PICCP is a heterogeneous
group of diseases with a common pathogenetic
mechanism - choriocapillaris non-perfusion
with subsequent retinal ischemia above, which
depends on oxygen and nutrients from cho-
riocapillaris. Clinical differences in PICCP are
explained by the level and severity of inflam-
matory insults at the level of choriocapillaris
circulation [2]. Etiology is undefined; some
suggest an autoimmune/inflammatory cause
triggered by an exogenous agent [3]. Biochemi-

cal and serological examinations complement-
ed by multimodal imaging and functional pa-
rameters facilitate diagnosis and management
[4]. Multimodal imaging includes fluorescein
angiography (FA), indocyanine green angiog-
raphy (ICGA), fundus autofluorescence (FAF),
and optical coherence tomography (OCT). FA
provides information regarding the localiza-
tion and extent of posterior segment inflam-
matory diseases [4]. ICGA is dominant to di-
agnose diseases of choriocapillaris, as well as
for monitoring course of disease and effect of
therapy [5]. OCT could help in the differen-
tial diagnosis of RPC, because RPC may rarely
lead to severe macular atrophy [6]. Therapy
should be adjusted to the course of inflamma-
tory diseases because we know the structures
that are primarily affected. The treatment in-
cludes hospitalization, patient monitoring, with
anti-inflammatory [7], immunomodulatory
[8-12], and anti-angiogenic therapy [13]. Most
patients treated with prolonged systemic cor-
ticosteroid therapy recover their prior vision.
However, maintenance of remission is possible
if immunosuppressive therapy is involved in
the early stages of the disease [2]. Also, vision
can decrease significantly when fovea is in-
volved [14]. Complications of RPC could be
choroidal neovascularization, subretinal fibro-
sis, and epiretinal membrane formation [15].
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CASE REPORT

A 31-year-old male was hospitalized complaining of de-
creased vision in his right eye for the previous two days.
The patient denied any previous ophthalmic diseases, fe-
brile or flu-like episodes. On initial examination, visual
acuity was 0.05 on the right eye and 1.0 (Snellen charts)
on the left. Color vision (Ishihara plates) on the left was
preserved. Intraocular pressure in both eyes was 16 mmHg.
The anterior segments were quiet, and there were no vitre-
ous cells. Fundus examination (Visucam, Carl Zeiss AG,
Oberkochen, Germany) showed lesions characterized as
multiple creamy-white at the level of choriocapillaris, with
an inflamed retina above in the mid periphery, posterior
pole and praeequatorialis, but in the right eye the inflam-
mation was a damaged macula. On the right eye, the pe-
rimetry (central 30-2 and macular threshold, Humphrey
Systems Instruments, Carl Zeiss AG) showed an absolute
absence of sensitivity and, on the left, objective, multifo-
cal scotoma decreased sensitivity. A fluorescein angiogram
(Visucam FA, Carl Zeiss AG) showed an area of subretinal
placoid lesions characterized in the early stages by visible
hypofluoroscence, which indicates choriocapillaris non-
perfusion, and in the late stage of progress show hyperfluo-
roscence, depending on the severity of the ischemic process
(Figure 1) (unlike APMPPE, active lesions do not show
blocked fluorescence). The previously described changes
were observed in both eyes in the region of the equato-
rial zone; in the right, the changes had much more exten-
sive involvement of the macula. Visual evoked potentials
showed the left eye had a proper cortical response, while
cortical response was not generated in the right eye. Optical
coherence tomography (Cirrus OCT, Carl Zeiss Meditec
AG, Jena, Germany) of the right eye presented macular
atrophy [central macular thickness (CMT) was 142 pum],
and left eye thickness of the retinal pigment epithelium
and mild retinal pigment epithelium detachment in the
macula (CMT was 282 um). Biochemical, antinuclear fac-
tor, rheumatoid factor, angiotensin-converting enzyme,
serum lysozyme levels, and lupus anticoagulant were all
normal. Serological tests on syphilis, human immunode-
ficiency virus, varicella zoster virus, herpes simplex virus,
mycoplasma pneumoniae, cytomegalovirus, toxoplasmosis,
rubella, Borrelia burgdorferi were within reference ranges.
Chest X-rays were normal and tuberculin skin test (Man-
toux test) was negative. After the previous examination, the
patient was diagnosed with RPC in the right eye, and with
APMPPE in the left. The patient was prescribed parenteral
corticosteroid therapy (1 mg/kg/day). Only three days after
the hospitalization, the disease progression was as follows:
visual acuity amaurosis on the right, and best corrected vi-
sual acuity on the left eye was 0.8. Hence, we administered
cyclosporine (5 mg/kg) as well, after which best corrected
visual acuity on the left eye was 1.0, but on the opposite
eye the amaurosis remained because the macula and mid-
periphery of the retina was already damaged. Characteris-
tic local findings as well as progressive, almost aggressive
course of the disease, suggest a rare clinical syndrome - a
relentless placoid chorioretinitis. We monitored the patient
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Figure 1. Image shows multiple areas of hyperfluoroscence in the
mid-periphery and posterior pole, capturing the macula, only three
days after hospitalization

monthly during the first six months, and since there was no
progression of the disease on the opposite eye, we reduced
cyclosporine to a dose of 2 mg/kg after six months. Regu-
lar two-month control check-ups were performed for the
next six months. Local funduscopic findings and findings
obtained by the fundus camera remained unchanged. The
patient had no side effects to the drug, but because of the
stable fundus, we discontinued cyclosporine administra-
tion. After 18 months from the disease onset, fundoscopic
tindings of both eyes remained unchanged.

DISCUSSION

PICCP are caused by an inflammation producing chorio-
capillaris non-perfusion and show the characteristic local
retinal and subretinal lesions on fundus examination. The
differential diagnosis includes some of the forms of PICCP
and some systemic diseases. Unlike APMPPE, the lesions
in RPC continue to expand in size and number, while le-
sions in APMPPE are reversible and without scars sans
immunosuppressive therapy. In contrast to SC, the lesions
of RPC are multifocal and involve all areas of the retina,
including the anterior periphery prior to involvement of
the posterior pole and macula [2]. The progressive outer
retinal necrosis syndrome in the early stages of the disease
is characterized by multifocal deep retinal lesions. How-
ever, lesions rapidly progress to total retinal necrosis with
retinal detachment, and laboratory findings on herpes
zoster virus was negative [16, 17]. Ocular ischemic syn-
drome (choroidal ischemia) is a rare condition associated
with severe artery occlusive disease leading to ocular hy-
poperfusion. Choroidal hypoperfusion results with lesions
resembling those in RPC in the posterior pole or the mid-
periphery. However, prolonged ischemia results in retinal
detachment and retinal atrophy [18]. Infectious ocular
diseases like acute retinal necrosis [17], systemic diseases
like systemic lupus erythematosus [19], AIDS [20], and
non-Hodgkin’s lymphoma [21] may have similar fundo-
scopic lesions, but all of them have vitritis and/or mild
or severe anterior uveitis, as well as laboratory analyses
results beyond reference values, which differentiates them
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Figure 2. Fundus examination of the left eye presents multiple
creamy-white lesions at the level of choriocapillaris

from RPC. Characteristic local findings which were con-
firmed with additional diagnostic tests, as well as a pro-
gressive, almost aggressive course of the disease indicate
a clinical syndrome - a relentless placoid chorioretinitis.
Application of corticosteroid therapy alone has not proved
as effective as expected. Among patients where the disease
progresses rapidly, as was the case with our patient, with
some complications present, or if vision is threatened, the

REFERENCES

1. Jones BE, Jampol LM, Yannuzzi LA, Tittl M, Johnson MW, Han DP,
et al. Relentless placoid chorioretinitis: a new entity or an unusual
variant of serpiginous chorioretinitis? Arch Ophthalmol. 2000;
118(7):931-8. [DOI: 10-1001/pubs.Ophthalmol.-ISSN-0003-9950-
118-7-ecs80142] [PMID: 10900106]

2. Cimino L, Mantovani A, Herbort CP. Primary inflammatory
choriocapillaropathies. In: Pleyer U, Mondino B, editors. Uveitis and
Immunological Disorders. Berlin, Heidelberg, New York: Springer:
Essentials in Ophthalmology; 2005; p. 206-28.

3. Crawford C, Igboeli O. A review of the inflammatory
chorioretinopathies: the white dot syndromes. ISRN Inflammation.
2013;2013:783190. [DOI: 10.1155/2013/783190]

4. Kuznetcova T, Jeannin B, Herbort CP. A case of overlapping
choriocapillaritis syndromes: multimodal imaging appraisal. J
Ophthalmic Vis Res. 2012; 7(1):67-75. [PMID: 22737390]

5. Agrawal RV, Biswas J, Gunasekaran D. Indocyanine green
angiography in posterior uveitis. Indian J Ophthalmol. 2013;
61:148-59. [DOI: 10.4103/0301-4738.112159] [PMID: 23685486]

6. Dolz-Marco R, Rodrigez-Raton A, Hernandez-Martinez P, Pascual-
Camps |, Andreu-Fenoll M, Gallego-Pinazo R. Macular retinal and
choroidal thickness in unilateral relentless placoid chorioretinitis
analyzed by swept-source optical coherence tomography. J
Ophthalmic Inflamm Infect. 2014; 4:24.

[DOI: 10.1186/512348-014-0024-x] [PMID: 25279015]

7. YehS, Lew JC, Wong WT, Nussenblatt RB. Relentless placoid
chorioretinitis associated with central nervous system lesions
treated with mycophenolate mofetil. Arch Ophthalmol. 2009;
127(3):341-3.

[DOI: 10.1001/archophthalmol.2009.12] [PMID: 19273806]

8. Lambrecht P, Claeye M, De Schryver. A Case of Ampiginous
Choroiditis. Case Rep Ophthalmol. 2015; 6(3):453-7.

[DOI: 10.1159/000442742] [PMID: 26955348]

9. Jyotirmay B, Jafferji SS, Sudharshan S, Kalpana B. Clinical profile,
treatment, and visual outcome of ampiginous choroiditis. Ocular
Immunology and Inflammation. 2010; 18(1):46-51.

[DOI: 10.3109/09273940903402637] [PMID: 20128650]

10. Nazari H, Rao AN. Serpiginous choroiditis and infectious multifocal
serpiginoid choroiditis. Surv Ophthalmol. 2013; 58(3):2013-232.
[DOI: 10.1016/j.survophthal.2012.08.008] [PMID: 23541041]

addition of immunosuppressive therapy may lead to the
stabilization of the disease. Combined, anti-inflammatory
and immunosuppressive therapy should be administered
for a sufficiently long period of time, as early discontinu-
ation of such therapy can lead to the reactivation of the
disease. But in the described case even the combined and
long-term therapy of 12 months did not lead to an im-
provement because the macula was damaged, which led
to permanent loss of vision on the right eye; however, we
managed to stop the process in the left eye (Figure 2).

NOTE

The paper has been presented at the 1st Congress of Oph-
thalmologists of Republic of Srpska with International Par-
ticipation, Bijeljina, 29th to 31st of May 2015, where it has
been published in the form of an abstract (Jovanovi¢ S,
Obradovi¢ Lj, Jovanovi¢ M, Jovanovi¢ Z. A case of amp-
piginous choriocapillaritis syndromes — Case report. Pro-
ceedings and Abstract Book of the 1st Congress of Oph-
thalmologists of the Republic of Srpska with International
Participation. Bijeljina; p. 156-7.

11. Samson CM, Waheed N, Baltatzis S, Foster CS. Methotrexate therapy
for chronic noninfectious uveitis: analysis of a case series of 160
patients. Ophthalmology. 2001; 108(6):1134-9.

[DOI: 10.1016/50161-6420(01)00576-0] [PMID: 11382642]

12. Zierhut M, Stuibiger N, Aboalchamat W, Landenberger H,
Bialasiewicz AA, Engelmann K. Immunosuppressive therapy
with mycophenolate mofetil (CellCept) in treatment of uveitis].
Ophthalmologe. 2001; 98(7):647-51. [PMID: 11490743]

13. Bandello F, Battaglia PM. Antivascular endothelial growth factors
for inflammatory chorioretinal disorders. Dev Ophthalmol. 2010;
46:84-95. [DOI: 10.1159/000320011] [PMID: 20703034]

14. Golchet RP, Jampol ML, Wilson D, Yannuzzi AL, Ober M, Stroh E.
Persistent placoid maculopathy: a new clinical entity. Trans Am
Ophthalmol Soc. 2006; 104:108-20. [PMID: 17471331]

15. Kaplan HJ. Acute posterior multifocal placoid pigment
epithelopathy and “Ampiginous choroiditis”: Should these be
treated, and if so, with what? AAO 2012 Uveitis Subspecialty
Day. Kentucky Lions Eye Center University of Louisville; 2012
Nov 10; Chicago, lllinois; p. 40-1. Available from: http://www.
louisvilleeyedocs.com/wp-content/uploads/2014/09/Ampignious-
Choroiditis-Dr.-Henry-Kaplan.pdf.

16. Holland GN. The progressive outer retinal necrosis syndrome. Int
Ophthalmol. 1994; 18(3):163-5. [PMID: 7852023]

17. Gariano RF, Berreen JP, Cooney EL. Progressive outer retinal necrosis
and acute retinal necrosis in fellow eyes of a patient with acquired
immunodeficiency syndrome. Am J Ophthalmol. 2001; 132(3):421-
3.[DOI: 10.1016/50002-9394(01)01020-0] [PMID: 11530066]

18. Gaudric A, Coscas G, Bird AC. Choroidal ischemia. Am J
Ophthalmolol. 1982; 94(4):489-98. [PMID: 7137273]

19. Nag TC, Wadhwa S. Vascular changes of the retina and choroid in
systemic lupus erythematosus: pathology and pathogenesis. Curr
Neurovasc Res. 2006; 3(2):159-68.

[DOI: 10.2174/156720206776875821-21] [PMID: 16719798]

20. Gariano RF, Berreen JP, Cooney EL. Progressive outer retinal necrosis
and acute retinal necrosis in fellow eyes of a patient with acquired
immunodeficiency syndrome. Am J Ophthalmol. 2001; 132(3):421-
3.[DOI: 10.1016/50002-9394(01)01020-0] [PMID: 11530066]

21. Reim H, Dieler R, Wessing A. Non-Hodgkin’s lymphoma simulating
chorioretinitis. Fortschr Ophthalmol. 1990; 87(6):557-9.

[PMID: 2086392]

529



530

Obradovi¢ Lj. et al. Relentless placoid chorioretinitis — A case report

PedpaKkTOpPHM NNAKOMAHU XOPMOPETUHUTUC — NPUKa3 60NeCHMKa

JburbaHa O6pagosuh’, CBeTnaHa JoBaHoBuh?, HeHag Metposuh?, CyHumua Cpehkosuh?, 3opuua JosaHosuh?

'Nlom 3apaBrba Kparyjesau, Kparyjesau, Cpbuja;

2KnuHnyky yeHTap Kparyjesau, KnuHuka 3a optanmonorujy, Kparyjesau, Cpbuja;
YHusep3vet y Kparyjesuy, Oakyntet MeanUMHCKIX HayKa, Kateapa 3a natodusunonorujy, Kparyjesau, Cpbuja

KPATAK CAZAPXAJ

YBop PedpakTopH/ NiakongH XOpMOPETUHNTUC je eHTUTET
Kojv npunaga rpynv aTunuyHuX MHTepMeanjapHux Gopmm npu-
MapHX MH$NamMaTopHMX Xoprokanunaponatuja, noacehajyhn
1 Ha aKyTHW 3aAtby MyNTUOOKANHU NAAKOUAHN NATMEHTHI XO-
PUOPETUHUTIC U Ha CePMUIMHO3HN XOPUOPETUHUTHC, anu pe-
TWHaIHa AUCTPUBYLIja M KIMHUYKK TOK HUCY UCTW. 360T TakBe
CJIMYHOCTMN OBaj EHTUTET ce MoXe Hahu y nuTepaTypw 1 NoA
TEPMUHOM,,aMIUrMHO3HK". OnuncaH je npem nyT oA LloHa 1 ocTa-
nux. Lnsb npukasa cnyvaja je Beoma crnielmduruaH cnyyajjep je
KNVHUYKY TOK 610 NporpecrBaH ca rybutkom BugHe GpyHkuyje.
Mpuka3s 6onecHuka 31-roguilbm MyllKapad, 6e3 paHujux od-
TanMONOLWKNX 060sberba, XOCMUTaNN30BaH je Ha KnuHuky 3a
odranmonorujy KnuHnukor ueHTpa Kparyjesau 36or naga suaa
Ha leCHOM OKY, 11 Ca CKOTOMMMa 1 MeTaMop¢OrnC1jom Ha 1IeBOM
OKY. KNIMHWNYKM TOK peTUHANHNX Sie3ja Ha IEBOM OKY NNYNO je
Ha NPOMeHe onuncaHe Kog, akyTHe NoCTepropHe MynTdoKar-
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He NUTMeHTHe enuTenonaTuje, a Ha AECHOM OKY MPOMeHe Cy
6une n3mehy akyTHe nocTepmopHe MynTMdOKaaHe NUrMEHT-
He nnaowgHe enuTenonatuje 1 CeprnmriuHO3HOr XOPoUANTHCA.
JnjarHo3a pedpakTOpPHOT NakoUAHOT XOPUOPETUHNTICA je
noTBpheHa HaKoH KNMHUYKIX, TabopaToprjCKIX, BUPYCOMOLL-
KMX 1 aHrorpadpCKmx NcnmTrBatba.

3aksbyyak [lporpecrBaH KNMHNYKK TOK 60NnecTu, ynotnyreH
MYNTUMOAMjaNHUM UMULIMHIOM 1 OMCEXHOM N1abopaTopijCcKoM
AVjarHoCTNKOM, JOBENMN Cy Hac [0 AujarHose peppakTopHOr
MNakouAHoOr XopuopeTuHuTIca. KombrHoBaHa aHTUMHNaMa-
TOPHa U MMyHOMOAYNaTOpHa Tepanuja cy AoBene Ao crabunu-
3auuje BuaHe GyHKLje NeBOr OKa 3a pas3nuky of AeCHOr, rae
HUje [OLLNO 10 OMopaBKa.

KmbyuHe peun: aHTUHdNamaTopHa Tepanuja; UMyHoMogya-
TOpHa Tepanuja; MynTUMOAWjaIHN UMULIVHT; NPUMapHe nHdna-
MaTopHe XopuoKanunaponaTtuje
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