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Vogt-Koyanagi-Harada syndrome (review of case reports)
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Vogt-Koyanagi—Harada (VKH) disease, also known as uveomeningitic syndrome, is a
multisystem autoimmune disorder directed against any melanocyte-containing organ,

including the eye, central nervous system, auditory, and integumentary system. We

Correspondence to Arwa Alkhunaizi, MD, ENT intern,
Department of surgery, King Abdulaziz Medical City,
King Fahad National Guard Hospital, PO. Box 46863,
Riyadh 11442, Kingdom of Saudi Arabia

Tel: +966 125 2008 x14119;

e-mail: arwa.alkhunaizi@hotmail.com

Received 3 April 2012

Accepted 24 June 2012

The Egyptian Journal of Otolaryngology KeywordS:
2012, 28:275-277

present a case of an African woman with total deafness and blindness of VKH, and
discuss the histological characteristics, and review the classification and the
management of VKH. The most important factor for prognosis is the immediate
treatment. The rarity of this syndrome makes its diagnosis a challenge and the
presence of deafness, tinnitus, and vertigo must be considered in its diagnosis.
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Introduction

Vogt—Koyanagi—-Harada (VKH) disease is a multisystem
disorder characterized by granulomatous panuveitis with
exudative retinal detachments that is often associated
with neurologic, cutancous manifestations, and involve
membranes, mucosa, and the inner ear. VKH disease
occurs more commonly in patients with a genetic
predisposition to the disease, including Asian, Middle
Eastern, Hispanic, and Native American populations.
Several human leukocyte antigen (HLA) associations
have been found in patients with VKH disease, including
HLA-DR4, HLA-DR53, and HLA-DQ.

Patients with bilateral anterior uveitis with vitiligo,
poliosis, alopecia, and dysacousia were first described by
Vogt in 1906 and then by Koyanagi in 1929 [1,2].
Harada [3] described a case of posterior uveitis with
exudative retinal detachment and pleocytosis of cere-
brospinal fluid, in 1926. Since these reports, it has
become clear that these features are all present in a single
systemic inflammatory condition, which has become
known as VKH disease.

With such a wide spectrum of disease, typical cases of
VKH disease are uncommon. To help clarify the
diagnostic characteristics of VKH disease, an Interna-
tional Committee on Nomenclature established revised
criteria for the diagnosis of VKH disease. The revised
criteria defined three categories of disease complete
VKH, incomplete VKH, and probable VKH. Common to
all forms of VKH disease are the requirements that (a)
patients have no previous history of ocular trauma or
surgery, (b) patients have no evidence of another ocular
disease on the basis of clinical or laboratory evidence,
and (c) patients have bilateral ocular involvement.

The otolaryngology’s aspects occur at the uveitic stage.
Hearing loss is sensorineural bilateral and rapidly
progressive, and may be associated with tinnitus. The
vestibular component is less affected by vertigo, nystag-
mus, and abnormal vestibular reflex. The otolaryngology’s
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manifestations do not influence the recurrences or
complications and they also have a good prognosis with
an established treatment. The diagnosis of this syndrome
is made on the basis of clinical criteria, but audiological
tests may be useful. The therapy is corticosteroid-based.

Case report

A 32-year-old Somalian woman presented with a history
of progressively decreasing vision and mild tinnitus
diagnosed primarily as cataract. After 2 months, she
developed partial loss of hearing, throbbing headache, and
occasional dizziness. Our primary impression was that
headache, hearing loss, and blindness may have been
because of viral or immune- mediated disease. Unfortu-
nately, later, the patient developed sudden complete
deafness and blindness. The impression was either VKH
syndrome or neurological lesion such as multiple sclerosis.

Hearing assessment of the patient was carried out.
Audiogram showed profound total hearing loss; otoacous-
tic emissions were absent bilaterally and tympanogram
was normal bilaterally. Eye examination shows some
surgical changes in the left pupil and cataract on the
right eye. MRI showed hypodense thalamus. Brucella was
negative. Complete blood count, liver function test, renal
function test, erythrocyte sedimentation rate, and anti-
nuclear antibody were normal. Patient refused to undergo
lumber puncture.

The patient was started on steroid tablets, but there was
no improvement at all; she was then given steroid. The
patient is now stable and much better than before. She can
only see very near objects and otherwise her sister guides
her. This patient was sent for cochlear implantation.

Discussion
VKH evolves in phases, classified as prodromal, uveitic,
convalescent, and chronic/recurrent.
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In the prodromal phase, patients develop nonspecific
systemic symptoms such as fever, headache, nausea,
meningismus, vertigo, and dysacusis. Rarely, focal neuro-
logic signs such as cranial nerve palsies and optic neuritis
can occur. Spinal tapping, for the collection of cerebro-
spinal fluid, typically shows an increase in inflammatory
cells (pleocytosis), with a predominance of lymphocytes.

Ocular symptoms will develop in acute ocular phase
(uveitic phase), which occur 3-5 days after the prodromal
phase, these symptoms include: blurred vision, photo-
phobia, and ocular pain. Bilateral granulomatous uveitis,
and particularly choroiditis, is common. The optic nerve
may be swollen and hyperemic in up to 87% of patients
[4]. The ocular manifestations are clinically, histologically,
and angiographically similar to those of sympathetic
ophthalmia [5].

In the convalescent stage, after the appropriate treatment,
the exudative detachments gradually subside and the uveitis
abates. The convalescent stage can persist for months.

In the chronic/recurrent phase, VKH uveitis can be
prolonged or can recur. Most vision-threatening compli-
cations occur in the chronic recurrent phase. Long-term
ocular complications of the disease and treatment also
include cataracts, typically, posterior subcapsular and
secondary angle closure [6].

Systemic disease is a major characteristic of VKH. The
most commonly involved sites are the meninges, skin,
and inner ears. The involvement of the ear has been
shown to be present in almost 30% of patients early in the
course of the disease, and any hearing loss is usually
associated with the ocular signs and is most normally
retrocochlear [7]. The hearing loss may be sudden in
onset and is frequently associated with tinnitus and
vertigo. In addition, deafness is normally cochlear in type.
In addition, VKH syndrome has been linked to cranial
nerve palsies [8]. Neurologic symptoms can occur during
the prodromal state. Meningeal involvement typically
presents with headache and stiff neck. Spinal tapping
shows pleocytosis 1-2 weeks before ocular findings.
Encephalitis may occur with cranial nerve palsies,
aphasia, personality changes, loss of consciousness, and
seizures. Auditory symptoms are common and include
tinnitus, high-frequency hearing loss, and vertigo. The
convalescent stage can result in skin involvement. Vitiligo
of the face, hands, shoulder, breast, and back is common.
Alopecia and poliosis can also occur.

Other conditions have been associated with VKH. A
series of three patients with an onset of VKH and
Guillain—Barre syndrome within weeks has been re-
ported [9]. A few autoimmune disorders involve both
the eyes and the ears (e.g. Cogan’s syndrome).

VKH occurs most commonly in pigmented individuals
such as Asians, Hispanics, Native Americans, Asian
Indians, and Middle Easterners. It is rare in whites, but,
interestingly, also rare in Africans. Women are affected
slightly more often than men. VKH most commonly occurs
between the ages of 20 and 50 years, but has been reported
in a child as young as 4 years of age [10].

It seems to have a genetic predisposition. It has been
established that VKH disease is highly related to
HLADRB1* 0405 in individuals of Japanese and Asian
descent [11,12]. The results of a study showed that the
majority of pathogenic antigens may be presented to the
T cells with the HLADRB1* 0405 molecule [13].

The tyrosinase family proteins are the enzymes for
melanin formation and are expressed specifically in
melanocytes, which indicates that tyrosinase family
proteins are the target antigens of immune reactions
induced by VKH disease. In addition, this supports the
hypothesis that T cells autoreactive against tyrosinase
family proteins probably play a pathogenic role in the
induction and development of VKH disease [14].

Diagnostic criteria were initially proposed and have been
subsequently revised [15]. The revised criteria subdivide
definite VKH into complete, incomplete, and probable
categories on the basis of the manifestations observed
(Fig. 1, Table 1).

Figure 1
VKH Category
v 7 v
Complete Incomplete Probable
VKH VKH VKH

Requires criteria Requires criteria | to
lto5 3 and either 4 or 5

Requires criteria |
to 3 only

Diagnostic revised criteria for VKH base on its category. VKH, Vogt—
Koyanagi—Harada.

Table 1 Revised diagnostic criteria for Vogt-Koyanagi-Harada

(1) No history of penetrating ocular trauma
(2) No evidence of other ocular or systemic disease
(3) Bilateral ocular disease — either (a) or (b)
(a) Early manifestations of disease
(i) Diffuse choroiditis manifested as either
(1) Focal areas of subretinal fluid or
(2) Bullous serous retinal detachments
(ii) If equivocal fundus findings then both of below
(1) FA showing focal delayed choroidal perfusion, pinpoint
leakage, pooling within subretinal fluid, and optic nerve staining
(2) Ultrasound showing diffuse choroidal thickening without
posterior scleritis.
(b) Late manifestations of disease
(i) History suggestive of above, or both ii and iii, or multiple from iii
(ii) Ocular depigmentation
(1) Sunset glow fundus, or
(2) Sugiura sign
(iii) Other ocular signs
(1) Nummular chorioretinal depigmented scars, or
(2) RPE clumping, or
(3) Recurrent or chronic anterior uveitis
(4) Neurologic/auditory findings
(a) Meningismus
(b) Tinnitus
(c) CSF pleocytosis
(5) Integumentary findings
(a) Alopecia
(b) Poliosis
(c) Vitiligo

CSF, cerebrospinal fluid; FA, fluorescein angiography; RPE, retinal
pigment epithelium.
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The use of the terms ‘typical’ and ‘atypical’ VKH and
also of the term ‘Harada disease’ when describing cases
of isolated posterior pole findings has been discour-
aged [15].

The standard initial therapy for VKH is with prompt,
aggressive corticosteroids. Early therapy with a slow taper
has been shown to improve the prognosis by reducing
the length of disease, the incidence of a convalescent
phase, and by decreasing extraocular manifestations of
VKH [16]. Some investigators argue for initial therapy
with pulse high-dose intravenous corticosteroids in all
patients [17].

However, a review study for VKH patients carried out in
2006 that reviewed 24 patients from 1981 to 1997 found
that one patient experienced progressive hearing loss over
the 2-year treatment course of his illness that could be
reversed partially with steroids. No patients developed
sensorineural hearing loss requiring amplification.

It is unknown whether steroid use halts the progression
of SNHL, but longitudinally performed audiograms in
one patient in this series suggest that the loss may be
partially reversible after steroid treatment.

Conclusion

Despite appropriate treatment with steroid therapy, many
patients develop recurrences and associated complica-
tions. Therefore, nonsteroidal immunomodulatory therapy
has become essential in the treatment of VKH [18-20].
From a review of the literature, we recommend absolutely
without any hesitation that nonsteroidal immunomodula-
tory therapy should be considered as a first-line therapy
for VKH.
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