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Vogt-Koyanagi-Harada Syndrome (VKH)

VKH is an idiopathic multisystem autoimmune disease
characterised by bilateral granulomatous panuveitis with exudative
retinal detachments that is often associated with neurological and

cutaneous manifestations.



Etiopathogenesis:

e Predominantly affecting Hispanics,Japanese and dark pigmented
races in the 2nd and 5th decade of life

e Associated with (HLA) DRB1*0405 in Asians (HLA -DR1 and
HLA-DR4 in different racial groups)

e Cell mediated autoimmune process against melanocytes of all
organ (eye,skin,hair,inner ear,meninges) or to their tyrosinase
related peptides



Classification :

1. VOGT -KOYANAGI DISEASE - characterized mainly by chronic
severe anterior uveitis,alopecia,poliosis,cutaneous and perilimbal
vitiligo (Sugiura’s sign) and dysacusia

2.HARADA DISEASE - Neurological features and exudative retinal
detachments and posterior uveitis predominate




Ocular manifestations : 4 stages

Prodromal phase

Acute uveitic phase

Convalescent phase

Chronic recurrent




Prodromal phase(2 days — 3 months)

Resembles viral illness with fever,nausea,orbital pain and photophobia

with

e Neurological manifestations like Headache, meningismus, neck
stiffness confusion ,dysacusia (meningitis and rarely encephalopathy
with cranial nerve paresis and other focal lesions),hypersensitivity on

scalp
e Auditory manifestations (tinnitus, vertigo and deafness). Cranial nerve

palsies and optic neuritis may occur.

CSF Analysis :lymphocytic pleocytosis



Acute uveitic phase

Stage of Bilateral granulomatous anterior and multifocal posterior
uveitis with diffuse choroidal infiltration presenting as conjunctival
injection/blurring of vision/AC reaction/Mutton fat KP’s(initially U/L
within 2 weeks B/L)

Vitiritis/Papillitis/multifocal choroiditis

Multiple serous retinal detachments —

clover leaf pattern N
Ciliary effusion with iris lens g
diaphragm rotation-secondary angle closure o oF
Eventually the inflammation becomes -
more diffuse presenting as panuveitis




Convalescent phase (few weeks after uveitic phase)

Characterised by development of -

'\‘1!;\.\
alopecia, poliosis and vitiligo

]
0 Sugiura sign-depigmented limbal lesions in pigmented. Q
0 Sunset glow fundus-depigmented fundus appearance yé &
0 Well defined nummular chorioretinal scars due to loss
of RPE cells
0 Histopathology : Dalen Fuchs nodules- Lymphocytes +macrophages
+epitheloid histiocytes+Multinucleated giant cells between RPE and
Bruchs membrane




Chronic recurrent phase

e Recurrent episodes of granulomatous anterior uveitis with
mutton fat KP’s,iris nodules,iris depigmentation and
posterior synechiae

® Recurrent posterior uveitis is much less common

e Ocular complications : choroidal neovascularization,
subretinal fibrosis, preretinal and disc new vessels and
vitreous haemorrhage, cataract and glaucoma



Revised diagnostic criteria for VKH disease discussed at the First International Workshop on

Vogt-Koyanagi-Harada disease

Sl

Table 11.4: Diagnostic criteria for Vogt-Koyanagi-Harada’s disease

No history of penetrating ocular trauma or surgery preceding the initial onset of uveitis.
No clinical or laboratory evidence suggestive of other disease entities.
Bilateral ocular involvement in which either part a or b must be met, depending on the stage of the disease when the patient was
examined
a. Early manifestations of the disease
(1) There must be evidence of a diffuse choroiditis (with or without anterior uveitis, vitreous inflammatory reaction or optic disk
hyperemia) which may manifest as one of the following:
(a) Focal areas of subretinal fluid
(b) Bullous serous retinal detachment
(2) With equivocal fundus findings, both of the following must be present as well:

(a) Focal areas of delay in choroidal perfusion, multifocal areas of pinpoint leakage, large placoid areas of hyperfluorescence,
pooling within the subretinal fluid and optic nerve staining (listed in order of sequential appearance) by fluorescein
angiography

(b) Diffuse choroidal thickening, without evidence of posterior scleritis by ultrasonography

b. Late manifestations of the disease
(1) History suggestive of prior presence of findings from 3a and either both 2 and 3 listed below or multiple signs from 3
(2) Ocular depigmentation (either of following manifestations is sufficient)
(a) Sunset glow fundus
(b) Sugiura’s sign
(3) Other ocular signs (any of the following manifestations are sufficient)

(@) Nummular chorioretinal depigmentation scars

(b) Retinal pigment epithelium clumping and/or migration

(c) Recurrent or chronic anterior uveitis.

Neurological/auditory findings (which may have resolved by the time of examination). (Any of the following manifestations are sufficient)

a. Meningismus (malaise, fever, headache, nausea, abdominal pain, stiffness of the neck or back, or a combination of these factors.
However, headache alone is not enough to meet a definition of meningismus)

b. Tinnitus

c. Cerebrospinal fluid (CSF) pleocytosis.

Integumentary findings (which do not precede the onset of central nervous system or ocular disease). (Any of the following manifestations

are sufficient)

a. Alopecia

b. Poliosis

c. Vitiligo.

Complete Vogt-Koyanagi-Harada’s disease—Criteria disease criteria 1—5 must be present

Incomplete Vogt-Koyanagi-Harada’s disease—Criteria disease criteria 1—3 and either 4 or 5 must be present

Probable Vogt-Koyanagi-Harada’s disease—Criteria disease isolated ocular disease-criteria 1—3 must be present.

(This table was published in the American Journal of Ophthalmology 2005, Volume 139, Issue 6. Au: Kitamura M, et al. Comparative study



Diagnostic criteria for VKH

1. Absence of a history of penetrating ocular trauma

2. Absence of other ocular disease entities
3. Bilateral uveitis

4. Neurological and auditory manifestations

5. Integumentary findings, not preceding onset of central
nervous system or ocular disease, such as alopecia,
poliosis and vitiligo

e Complete VKH- criteria 1-5 must be present

e |ncomplete VKH- criteria 1-3 and either 4 or 5 must be present

e Probable VKH (isolated ocular disease) criteria 1-3 must be
present.



Investigation
Lumbar puncture if diagnosis uncertain.CSF shows a transient
lymphocytic pleocytosis and melanin-containing macrophages
Ultrasonography shows diffuse choroidal thickening and excludes
posterior scleritis. UBM can be used to demonstrate a ciliary effusion.

level of the retinal pigment epithelium followed by subretinal pooling —
starry sky appearance.The chronic phase shows RPE window defects.



Investigations (contd..)

e OCT allows quantification of subretinal fluid.

e |CGA during the acute phase of the disease
shows regularly distributed hypofluorescent spots,
most of which remain hypofluorescent during |
the late phase, when diffuse hyper- fluorescence |
over the posterior pole is also shown. _
ICGA is useful for monitoring.




Treatment

IV methylprednisolone pulse therapy (500-1000 mg/day)
followed by High-dose (1-2 mg/kg/day) oral prednisolone,
tapered over 3—6 months.

Topical steroids and cycloplegics are used for anterior
uveitis

Steroid-resistant patients may require immunosuppressives
like cyclosporine(3-5mg/kg/day),Azathioprine
(1-2.5mg/kg/day) have been tried . Biological blockers such

as infliximab can be used early in the course of the disease
if there is no response to steroids.



