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INTRODUCTION

Vogt-Koyanagi-Harada (VKH) is a potentially blinding
disease and re p resents an autoimmune insult against
components of melanin-bearing cells. The disease is
characterized by an acute onset with chronic progressive
bilateral panuveitis associated with exudative re t i n a l
detachment. VKH may be associated with signs of
meningeal irritation with or without auditory disturbances
and skin changes (1). Associations with other autoim-
mune disorders have been reported (2-4). VKH may occur
in children but the condition is rare (5, 6). In Saudi Arabia,
VKH has been found to be a common cause of uveitis (7).

The disease is uncommon in the United States and Euro-
pean countries. Clinical manifestations of VKH disease
a re well outlined but the exact etiology and therapy for
this condition remain to be elucidated. Evidence suggests
involvement of a T-lymphocyte-mediated autoimmune
process directed against as yet unidentified antigen or a
g roup of antigens associated with the melanocytes.
Although the exact target antigen has not been identified,
several candidates had been proposed. These include
tyrosinase or tyrosinase-related proteins and unidentified
75 kDa protein obtained from cultured human melanoma
cells (G-361), and the S-100 protein (8-10). The mecha-
nism that tr iggers this autoimmune attack against
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PU R P O S E. To present a case of Vogt-Koyanagi-Harada (VKH) associated with type I diabetes
mellitus and celiac disease in a 3 year old female.
ME T H O D S. We studied a three-year old female who presented with clinical manifestation of
VKH and type I Diabetes mellitus and ciliac disease.
RE S U LT S. Patient was found to have hyperglycemia with type I diabetes mellitus. Duodenal
mucosal biopsy specimen confirmed the diagnosis of celiac disease. Patient’s ocular in-
flammation was treated by topical and systemic corticosteroid and immune-suppre s s i v e
t h e r a p y. Her diabetes mellitus was controlled by insulin and her celiac disease was con-
trolled by gluten-free diet.
CO N C L U S I O N S. The association of VKH with two autoimmune diseases (celiac disease and
type I diabetes mellitus) is rare. This case is, to our knowledge, the youngest patient re-
ported with VKH. (Eur J Ophthalmol 2006; 16: 1 7 3- 7 )
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Fig. 1 - Patches of vitiligo over feet.                                                             Fig. 2 - Patches of vitiligo over arms.

Fig. 3 - Abdominal distention secondary to celiac disease.

Fig. 4 - Poliosis of both eyes.

melanocytes is unknown but sensitization to melanocytic
antigens by means of cutaneous injury or viral infections
has been proposed as possible factors in some cases
(11). Disturbed expression of Fas/FasL on CD4(+) and
CD8(+) T cells were found in patients with VKH (12, 13).
VKH disease is common among communities with heavy
pigments such as Hispanics (Mestizos), Asians, Native
Americans, Middle Easterners, and Asian Indians, but
not black subjects of sub-Saharan African descent (1, 7,
14-16). Genetically determined susceptibility to the trig-
gering event for VKH disease has been suggested.
I n c reased risk among those with certain HLA genotypes
showing strong association with the DRBI*0405 and
DRBI*0410 and VKH disease were previously re p o r t e d
(17-19). VKH has been reported in association with dia-
betes mellitus (3, 20).

To our knowledge, the association of VKH disease with
type I diabetes mellitus and celiac disease has not been
previously reported. The purpose of this article is to report
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a case of VKH disease in a 3-year-old girl with type I dia-
betes mellitus and celiac disease.

Case report

A 3-year-old Saudi girl presented with history of
decrease in vision associated with recurrent episodes of
abdominal pain. The patient had re c u r rent episodes of
redness and progressive rapid loss of vision followed by
vitiligo (Figs. 1, 2), headache, and poliosis of the eyelash-
es. The patient also developed alopecia. The patient was
evaluated by a pediatrician who found evidence of type I
diabetes mellitus and celiac disease proven by antibodies
to endomysium and tissue transglutaminase histopatho-
logic studies of duodenal biopsy specimen (Fig. 3). There
was no history of trauma and no history of arthritis. Family
history was significant by the fact that parents were first
cousins and her elder sister had congenital hypothy-
roidism.

On eye examination, the patient was found to have a
visual acuity of light perception and projection in both
eyes. Tension by applanation was 20 mm Hg in the right
eye and 25 mm Hg in the left eye. Biomicroscopy of the
right eye revealed poliosis of eyelashes (Fig. 4). There was
mild conjunctival hyperemia and the cornea showed large
mutton fat keratic precipitates over the lower quadrants of
the endothelium. The anterior chamber was shallow with
peripheral anterior synechiae. 4+ cells and 3+ flare were
noted. There was also posterior synechiae and a catarac-
tous lens. Biomicroscopy of the left eye revealed poliosis
of eyelashes. There was mild conjunctival hyperemia. The
c o rnea showed large diffuse mutton fat keratic pre c i p i-
tates. The anterior chamber showed shallow depth with
4+ cells and 2+ flare. There was evidence of peripheral
anterior synechiae. Posterior synechiae was noted with an
opaque cataract. Diagnostic ultrasonography showed
bilateral exudative retinal detachment.

The patient was treated for her type I diabetes mellitus
and celiac disease. She was started on insulin and gluten
f ree diet. She was also started on intravenous methyl-
prednisolone pulse therapy and her blood sugar was con-
trolled by insulin sliding scale. In addition, she was given
cyclosporine 5 mg/kg orally per day with good control of
her bowel symptoms. Topical 1% prednisolone acetate
eyedrops were given every hour, and topical dexametha-
sone 0.5% ophthalmic ointment to both eyes at bedtime.
She was given Betagan 0.5% eyedrops to both eyes
every 12 hours and dorzolamide 2% eyedrops to both

eyes twice daily. Following therapy, the patient had
improvement of her anterior uveitis and resolution of her
exudative detachment over the next 3 weeks. Poliosis
and vitiligo increased over her face, arms, and trunk. The
patient underwent uneventful bilateral lens aspiration. The
postoperative inflammation was controlled with intensive
local and systemic steroid. Visual outcome, however, was
poor due to severe retinal pigment atrophy and degenera-
tion (Fig. 5).

DISCUSSION

VKH disease is a chronic systemic disorder leading to
bilateral granulomatous inflammation of the eyes associ-
ated with auditory disturbances, meningitis, vitiligo, polio-
sis, and alopecia. The disease is rare in children and may
re p resent an autoimmune insult to the beta islets of the
p a n c reas and to the intestinal mucosa. VKH is an
immune-mediated disorder leading to damage of melanin
bearing cells. The exact mechanisms that trigger the
autoimmune process are unknown. Immunization with
melanocytes, specific proteins, and tyro s i n a s e - re l a t e d
proteins can induce an experimental form of the immune
disease in Lewis rats that resembles human form of VKH
disease (9). In this patient, the diagnosis of sympathetic
ophthalmia was ruled out by the absent history of pene-
trating injury or ocular surgery to the eye prior to the
onset of her uveitis. Until specific features of laboratory
abnormalities of VKH disease are identified allowing more
precise definition of the disease, we shall utilize criteria for
diagnosis of VKH disease as previously outlined (1). The
exact etiology of this disorder is not known.

Immunogenetic factors play a role in the pathogenesis
of VKH disease. The higher frequency of HLA-DR4 among
Japanese patients with VKH as well as the strong associ-
ation between HLA DRB*0405 and HLA DRB1*0410 and
VKH may indicate a genetic susceptibility to this disorder
(17, 18). VKH may re p resent an autoimmune pro c e s s
d i rected against certain antigen or group of antigens in
melanin-bearing cells. The clinical course of VKH disease
is variable. Some patients have limited episodes of
inflammatory activity while others have recurrent smolder-
ing episodes of severe intraocular inflammation leading to
destruction of the posterior segment ocular structure s
with rapid deterioration in vision. Systemic high dose cor-
t i c o s t e roids may inhibit the inflammatory changes within
the eye but spontaneous attachment of non-rhegmatoge-
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nous exudative retinal detachment is apparent in most
patients with VKH.

The course of VKH is usually more aggressive in chil-
dren than in adults (5). In a study of 13 patients with VKH
in children, the authors found that the final visual acuity
was worse in children than in adults. The ocular complica-
tions are more frequent and more severe in children than
in adults. 

Despite therapy, final visual outcome in children with
VKH is poor. Ocular complications contributing to loss of
vision in children with VKH disease include glaucoma,
cataract, significant retinal pigment epithelial proliferation,
re t i n o c h o roiditic fibrosis, and subretinal neovasculariza-
tion.

Glaucoma is a common complication of VKH and may
occur in 46% of children and 14% of adults (5). The
increase in intraocular pressure may be secondary to the
immune-mediated damage to the melanin-bearing cells in
the trabecular meshwork. 

The majority of children with VKH disease develop ocu-
lar findings preceding the onset of systemic findings (5,
6). In our patient, the ocular findings preceded the vitiligo,
poliosis, diabetes mellitus, and celiac disease. Indeed,
our patient developed uveitis before the discovery of oth-
er autoimmune disorders. Early aggressive therapy with
i m m u n o s u p p ressive agents should be considered in the
management of patients with VKH disease.

The association of VKH with type I diabetes mellitus
and celiac disease is intriguing. Celiac disease is a small
bowel enteropathy due to an immune-mediated hyper-
sensitivity to gluten. Celiac disease has been associated
with type I diabetes mellitus and other autoimmune disor-
ders (21-27). Both type I diabetes mellitus and celiac dis-
ease appear to be mediated by an autoimmune process.
Immunologic screening should always be considered at
the time of diagnosis of celiac disease for possible asso-
ciated other autoimmune disorders. 

The association of VKH with multiple autoimmune dis-

orders has been a known phenomenon (28). The associa-
tion of childhood celiac disease and diabetes mellitus
varies in diff e rent populations. In western countries, it is
estimated that 1.5 to 4.5% of patients with celiac disease
have type I diabetes mellitus. The majority of cases pre-
sent as diabetes and subsequently develop celiac dis-
ease. The diagnosis of celiac disease in a child with type I
diabetes mellitus and VKH disease whose parents are first
cousins and whose sister has hypothyroidism suggests
genetically determined etiology. Unfortunately, HLA typing
was not carried out on this patient. Diagnosis of celiac
disease and type I diabetes mellitus is more common in
patients who are the product of consanguineous mar-
riages.

To our knowledge, this is the first case of a 3-year-old
child with VKH disease associated with celiac disease
and type I diabetes mellitus. The treatment of this condi-
tion can pose a dilemma. The use of high-dose steroids
may aggravate type I diabetes mellitus, which re q u i re s
higher doses of insulin. 

Systemic suppression with cyclosporine may pre v e n t
the acute exacerbation of this inflammatory disease. Man-
agement of this patient with three disorders was a chal-
lenge. Future therapy should be focused on strategies
that can make the individual tolerant to the auto antigen in
o rder to abrogate the autoimmune process. The trigger
that initiated these disorders is unknown. Future searc h
for the trigger of the disease is highly desirable to eluci-
date the pathogenesis and design new approaches for its
treatment.
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