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Case Report

Intraocular Histiocytosis in a 12-Year-Old Girl

Without Systemic Disease
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A B S T R A C T

Isolated intraocular histiocytosis is a rare disease that may manifest by recurrent uveitis and solid subretinal

masses. The course, diagnosis and treatment of isolated intraocular histiocytosis in a 12-year-old girl are presented. As

extensive diagnosis and therapy with corticosteroids and tuberculostatics failed to produce satisfactory results, diag-

nostic-therapeutic vitrectomy was performed. The intraoperatively obtained material was examined by the methods of

histopathology, cytology and immunocytochemistry, along with herpes and cytomegalovirus polymerase chain reac-

tion. The vitreous inflammatory exudate and subretinal masses were operatively removed. Analysis of the intraopera-

tively obtained material pointed to histiocytosis, whereas additional examinations revealed no systemic manifestations

of the disease. Chronic uveitides that respond poorly to classic immunosuppressive therapy require multidisciplinary

analysis of intraocular material. Pars plana vitrectomy is an appropriate diagnostic-therapeutic operative procedure.
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Introduction

Histiocytosis in the form of either Langerhans cell
histiocytosis or non-Langerhans cell histiocytosis, is
characterized by histiocyte proliferation and may in-
volve various organs and tissues1. Among other organs,
eyeball with its adnexa may also be affected, as is the
case in juvenile xanthogranuloma, Rosai-Dorfman dis-
ease or Letterer-Siwe disease2–4. Ocular manifestations
of histiocytosis may vary and generally are part of the
complete clinical picture characterized by skin disor-
ders, lymphadenopathy, bone lesions, hepatosplenome-
galy, lung disease, central nervous system lesions, etc.
Recurrent uveitis of any localization is the most com-
mon ocular manifestation of histiocytosis5–7. Exudative
retinal detachment, subconjunctival masses, or optic
nerve lesions are also frequently, and corneal lesions
less frequently observed7–10. Isolated ocular histiocy-
tosis without other systemic manifestations is extre-
mely rare, and when it does occur, it is characterized by
recurrent uveitis with a tumorous intraocular growth11.
Most uveitis patients typically respond poorly to local
and systemic corticosteroid therapy, and even when
therapy leads to regression of the disease, this effect is
transient with regular disease relapses2,9,10. Therefore,
vitreoretinal operation is warranted for both diagnostic

and therapeutic purpose in uveitis patients in whom
medicamentous therapy fails to provide a satisfactory
control of the disease and its complications12.

Case Report

A 12-year-old girl was hospitalized for bilateral chro-
nic uveitis that had just been detected due to poor vision
on the left eye (0.05), free from any other symptoms of
uveitis. Chronic uveitis and inflammatory infiltration of
the vitreous were found bilaterally, abundant diffuse
subretinal circumferential exudate occasionally appear-
ing as a solid mass with detached retina on the left, and
with discrete diffuse lesions at the level of pigment epi-
thelium without exudative lesions on the right. The pa-
tient underwent complete diagnostic work-up that pro-
duced the following findings: complete blood count, ery-
throcyte sedimentation rate, urine, ACE, liver enzymes,
urea and creatinine, protein testing normal; lung x-ray
normal; tuberculin test ---; testing for syphilis, Lyme
borreliosis, toxoplasmosis negative; Toxocara serology
positive; IgG 1:100; ANA positive; HLA typing: positive
for HLA B27 and HLA B51.
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The patient was prescribed local therapy and sys-
temic corticosteroid therapy for uveitis, along with iso-
niazide and pyridoxine because of the close contact with
her father suffering from lung tuberculosis although she
showed no signs of the disease. With this therapy, her
ocular disease showed slight and temporary regression,
however, the patient presented for the disease exacerba-
tion 8 months later. The left eye showed exacerbation of
the disease with subretinal mass progression. Visual
acuity on the left eye was reduced to light perception of
uncertain projection. The right eye showed no change
and had normal visual acuity. Diagnostic-therapeutic
vitrectomy was performed, the vitreous exudate and
subretinal masses were removed, silicone oil endotam-
ponade was performed. The intraoperatively obtained
material was referred for cytology, histology and im-
munohistochemistry analysis. Polymerase chain reac-
tion (PCR) for herpes virus and cytomegalovirus was
performed.

Histologic examination of the subretinal material re-
vealed connective tissue with abundant histiocyte accu-
mulation and retinal histiocytic infiltration. Immuno-
histochemistry staining identified the histiocyte specific
CD68 marker. Rare eosinophils were detected in the vit-
reous. PCR was negative.

Additional examinations included sinus x-ray, com-
puted tomography of the brain, orbits and sinuses, skel-
eton technetium scintigraphy, and sputum and tear cul-
ture for tuberculosis, all producing negative results.
Because of the complex nature of the condition, consul-
tation was obtained from a hematologist, an immunolo-
gist and a pulmonologist. The thorough and detailed ex-
aminations revealed no systemic manifestation of the
disease.

Postoperatively, secondary glaucoma developed on
the operated eye and silicone oil was removed after 6
weeks. Six months of the silicone oil removal, the condi-
tion of the eye was stable. The retina was properly at-
tached, there were no signs of the disease relapse, only
the development of posterior subcapsular cataract was
recorded.

Discussion

Analysis of the course of the disease in this 12-year-
old patient confirms the hypothesis that uveitis may
pose great diagnostic and therapeutic difficulties. The

severe vision loss on the left eye and absence of symp-
toms on the right eye indicated long duration of the dis-
ease before the first hospitalization. Initial examina-
tions suggested the possible presence of particular pa-
thologic entities. The family history and positive tuber-
culin test pointed to tuberculosis as a potential cause of
the disease and the patient was initially treated with
tuberculostatics, as advised by the pulmonologist. How-
ever, the poor response to this therapy, the absence of
pulmonary disease, and the histopathologic analysis of
intraocular material that was not indicative of caseous
granuloma, led us to conclude that uveitis had not been
caused by tuberculosis.

The positive Toxocara titer, IgG 1:100, was not ac-
companied by other signs of infection with this parasite
(peripheral blood eosinophilia), and the fundus finding
was not typical (diffuse peripheral subretinal masses),
yet the finding of scarce eosinophils in the vitreous and
histiocytic infiltration may have supported the diagno-
sis of intraocular toxocariasis. However, the poor re-
sponse to systemic and local corticosteroid therapy was
against it, so we concluded it to be a case of histiocytosis.

Positive HLA-B51 suggested Behcet's disease al-
though ocular lesions were not specific for this disease.
As there were no systemic manifestations of this dis-
ease, it was ruled out in consultation with an immunolo-
gist.

While there are arguments supporting the potential
role of the above mentioned causes in the occurrence of
chronic uveitis, for a number of reasons we believe that
our patient suffered from histiocytosis. There was abun-
dant infiltration of the retina and subretinal region with
CD68 positive histiocytes, without other elements to
point to specific inflammation. The clinical finding of
the retina was not typical for either tuberculosis or
toxocariasis. The intraocular inflammation was unre-
sponsive to treatment with tuberculostatics and cor-
ticosteroids. Negative test results ruled out systemic
histiocytosis, however, isolated ocular disease could not
thus be excluded, as also reported in the literature11.
Chronic uveitides that respond poorly to classic immu-
nosuppressive therapy require multidisciplinary analy-
sis of intraocular material. Pars plana vitrectomy is a
standard and safe procedure making intraocular mate-
rial accessible for analysis, and is also a highly success-
ful method in the treatment of chronic uveitis complica-
tions.
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INTRAOKULARNA HISTIOCITOZA U 12-GODI[NJE DJEVOJ^ICE BEZ SISTEMSKE BOLESTI

S A @ E T A K

Izolirana intraokularna histiocitoza rijetka je bolest koja se mo`e manifestirati recidiviraju}im uveitisom i solid-
nim subretinalnim masama. Analiza tijeka, dijagnostike i lije~enja ove bolesti kod 12 godi{nje djevoj~ice cilj su ovog
prikaza slu~aja. Budu}i da opse`na dijagnostika i terapija kortikosteridima te tuberkulostaticima nije dala zadovo-
ljavaju}e rezultate primjenjena je dijagnosti~ko-terapijska vitrektomija. Materijal uzet intraoperativno je patohis-
tolo{ki, citolo{ki i imunohistokemijski obra|en te napravljen PCR na herpes i citomegalovirus. Kirur{kim zahvatom
je uklonjen upalni eksudat iz staklovine, i subretinalne mase. Analizom intraoperativno uzetog materijala doka`e se
histiocitoza. Dodatnom obradom ne na|e se sustavnih manifestacija bolesti. Kroni~ni uveitisi koji slabo reagiraju na
klasi~nu imunosupresivnu terapiju zahtijevaju multidisciplinarnu analizu intraokularnog materijala. Pars plana vi-
trektomija je adekvatan kirur{ki dijagnosti~ko-terapijski postupak.
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