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Abstract

Background: Vogt-Koyanagi-Harada (VKH) disease is an autoimmune
inflammatory disease characterized by bilateral panuveities affecting the
young adults. Approximately 3% of the uveitis patients are VKH patients.

Objective: To assess the clinical profile of patients with Vogt-Koyanagi-
Harada (VKH) disease.

Methods: This cross-sectional observational study was conducted over 30
diagnosed patients of VKH disease in uvea clinic of National Institute of
Ophthalmology and Hospital (NIO&H), Dhaka, Bangladesh. Patients were
selected according to specific selection criteria. All the relevant data were
recorded in a pre-designed data collection sheet. Results were analyzed by
statistical tests.

Results: The mean age of the study patients was 40.2+6.53 years, range
26-59 years. Out of 30 patients; 9(30%) were male and 21(70%) were
female. Male to female ratio was 1:2.3. In this study we found all VKH
diseases (100% cases) were in both eyes. The clinical type of VKH
disease was classified as complete in 2 patients (4 eyes), incomplete in
17 patients (34 eyes), and probable in 11 patients (22 eyes). Regarding
clinical presentation; posterior uveitis was in 14 eyes and panuveitis in 46
eyes. Twenty-six eyes (43.3%) had acute VKH disease, 24 eyes (40%) had
convalescent stage, and 10 eyes (16.7%) had recurrent uveitis. Meningism
[17(56.7%)] and headache [16(53.3%)] were the commonest acute
presentations followed by vitiligo [10(33.3%)] and poliosis [3(10.0%)].
Sensorineural hearing loss was present in 2(6.7%) chronic cases. The
ocular findings of slit-lamp examination were circumciliary congestion in
32 eyes (53.3%), keratic precipitates in 30 eyes (50.0%) and iris nodules
in 10 eyes (16.7%). Fundus examination revealed that vitritis in 60 eyes
(100%), optic disc involvement in 34 eyes (56.7%), exudative retinal
detachment in 38 eyes (63.3%), sunset glow fundus in 32 eyes (53.3%),
Dalen-Fuchs nodules in 16 eyes (26.7%) and choroidal detachment in 4
eyes (6.7%). We found 71.7% of VKH patients had substantial vision loss.

Conclusion: Vogt-Koyanagi-Harada disease is a bilateral, diffuse,
granulomatous panuveitis, affects more in females of the middle age.
Most of our VKH patients were in the chronic stage of the disease and had
substantial vision loss. Early recognition and aggressive treatment of VKH
disease result in good visual outcome.

Keywords: Autoimmune Disorder; Clinical Profile; Uveitis; Visual
Outcome; Vogt—Koyanagi-Harada Disease (VKH Disease).
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Introuduction

Vogt-Koyanagi-Harada (VKH) disease is a granulomatous
panuveitis with or without extraocular manifestations,
leading to significant vision loss [1]. It is an autoimmune
disorder that typically affects genetically susceptible
individuals and clinically presents as bilateral panuveitis
with exudative retinal detachments and hyperemic, swollen
optic discs, which are associated with neurological and
auditory manifestations [2, 3, 4]. VKH disease was initially
divided into two distinct conditions: chronic severe anterior
uveitis, alopecia, polio, perilimbal vitiligo and dysacusia are
all symptoms of the Vogt-Koyanagi syndrome; Harada's
disease is characterized by bilateral exudative uveitis and
pleocytosis of cerebrospinal fluid [4, 5]. Later, Babel, Bruno,
and McPherson noted that these findings represented a single,
progressive syndrome, and the name was combined into
VKHD syndrome [6]. Vogt-Koyanagi-Harada (VKH) disease
has variable incidence. The incidence of VKH disease may
vary according to geographical distribution and ethnicity [4].
The disease primarily affects the pigmented races [6]. It was
reported that VKH disease is more prevalent in people with
Asian, Hispanic, Indian, Native American, or Mediterranean
origin, accounting for 7%—22.4% of uveitis referrals [7]. But
it is almost uncommon in Caucasians and people of Turkish
descent, where it accounts for <3% of uveitis referrals [7].
VKH disease commonly affects young females of second
and fifth decades of life, at a ratio 2:1 [4, 6]. However, some
studies have reported pediatric cases, elderly onset, and equal
sex predilection [8]. Theories speculate that a T-cell mediated
autoimmune response against one or more antigens linked to
melanocytes; melanin and retinal pigment epithelium (RPE)
may play a significant role in the disease despite the fact that
the exact pathogenesis of the condition is unknown [3].

Early diagnosis and prompt and adequate treatment with
immunosuppressive agent like corticosteroids and other
immunomodulatory drugs may halt disease progression,
prevent recurrence, prevent vision loss and visual morbidity.
For proper diagnosis and management international diagnostic
criteria of VKH was implemented in 2005 internationally
[6]. As a bilateral vision threatening disease, without proper
management VKH disease leads to blindness [4]. Therefore
to prevent this blindness, first need to a clean cut diagnosis.
Although ocular manifestations are common, VKH disease
patients frequently land up in general physician’s clinic
or they are referred to neurologist for their extra-ocular
features and undergo unnecessary investigations/imaging,
which may further delay the diagnosis and treatment. The
disease has very good prognosis when managed in time by
an ophthalmologist. The aim of this study was to assess the
clinical profile of patients with VKH disease at a tertiary care
hospital in Bangladesh.
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Methodology

This hospital based observational study was carried out at
Retina Department, National Institute of Ophthalmology and
Hospital (NIO&H), Sher-e Bangla Nagar, Dhaka, Bangladesh
from January 2021 to June 2021. A total of 30 patients with
Vogt-Koyanagi-Harada (VKH) disease attended at the out-
patient department (OPD) of NIO&H were included for this
study by purposive sampling technique. The clinical records
of these 30 patients diagnosed with VKH were reviewed
for demographics, clinical signs, complications and visual
outcome. All study patients underwent a complete ophthalmic
examination, including measurement of best corrected visual
acuity (VA), slit-lamp examination, applanation tonometry,
dilated fundus examination with scleral indentation, colour
fundus photography, fundus fluorescein angiography
(FFA), optical coherence tomography (OCT) and ocular
ultrasonography (selected cases- if the view of the fundus
was not clear), Audiometry and tympanogram for evaluation
of internal ear were done accordingly. External examination
was done to evaluate the presence of poliosis and vitiligo skin,
lashes, eyebrow, hairs etc. Each study patient was followed
up at a regular interval during the study period.

Ethical implications: Ethical approval was taken from
respective authority. The ethical principle of Helsinki
declaration was followed.

Data analysis: Data were checked, cleaned and edited
properly before analysis. Statistical analysis was carried out
by using Statistical Package for the Social Sciences (SPSS)
version 22.0 software. Descriptive statistics were used for the
interpretation of the findings.

Results

This study was intended to assess the clinical profile of
VKH patients at NIO&H, Dhaka, Bangladesh. A total of
thirty (30) diagnosed VKH patients were enrolled. The mean
age of the study patients was 40.24+6.53 years and ranged was
26-59 years. Maximum (46.7%) study patients were in 41-50
years age group followed by 40% patients were in age group
of 30-40 years. Of them male was 30% and female was 70%,
a male to female ratio was 1:2.3 (Table- 1). Maximum study
patients (60.0%) were came from urban area and 40.0% from
rural area (Figure- 1).

It was observed that all cases of VKH disease were in
both eyes (bilateral). The clinical type of VKH disease was
classified as complete in 2 patients (4 eyes), incomplete in
17 patients (34 eyes), and probable in 11 patients (22 eyes).
Clinical presentation was posterior uveitis in 14 eyes and
panuveitis in 46 eyes. Twenty six eyes (43.3%) had acute
uveitic VKH disease, 24 eyes (40%) had convalescent stage
and 10 eyes (16.7%) had chronic recurrent uveitis (Table- 2).

Among the study patients; meningitis (56.7%) was
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Table 1: Demographic characteristics of the study patients (N=30)

Variables Number of patients (n) ‘ Percentage (%)
Age
Mean+SD 40.216.53 years
Range (26 - 59) years
Age groups (years)
20-30 2 6.7
31-40 12 20
41-50 14 267
51-60 2 6.7
Gender
Male 9 30
Female 21 70
fer'::I:II(:.a :gtio 1.02.03
Residence (N=30)

m Rural

= Urban

Figure 1: Distribution of the study patients according to place of
residence (N= 30)

Table 2: Clinical characteristics of the study patients (N=30)

Volume 6 ¢ Issue 1 | 19

the commonest acute presentations followed by headache
(53.3%), vitiligo (33.3%) and poliosis (10.0%). In chronic
cases; sensorineural hearing loss was present in 2 (6.7%)
cases (Table- 3).

The ocular findings of slit-lamp examination revealed
that; circumciliary congestion was in 32 eyes (53.3%), keratic
precipitates in 30 eyes (50.0%) and iris nodules in 10 eyes
(16.7%) with the presence of anterior chamber flare and cells
(Table- 4).

Fundus examination revealed that; vitritis in 60 eyes
(100%), optic disc involvement in 34 eyes (56.7%), exudative
retinal detachment in 38 eyes (63.3%), sunset glow fundus in
32 eyes (53.3%), Dalen-Fuchs nodules in 16 eyes (26.7%) and
choroidal detachment in 4 eyes (6.7%) (Table- 5).

In this present study, 20 (33.3%) eyes presented with
best corrected visual acuity (BCVA) of 20/200 or worse at
presentation, at follow up visual acuity was >20/40 in 71.7%
eyes. In 24(40.0%) eyes visual acuity was 20/200-<20/40 at
presentation and at follow up that was in 12(20.0%) eyes. In

Table 3: Distribution of diverse systemic manifestations (N=30)

Systemic Number of patients Percentage
manifestations* (n) (%)
Meningitis 17 56.7
Headache 16 53.3
Vitiligo 10 33.3
Poliosis 3 10
Hearing loss 2 6.7

*Multiple responses

Table 4: Clinical findings on anterior segment manifestations
(N=30)

Anterior segment Number of Percentage
Clinical characteristics* Number (n) Percentage (%) manifestations* eyes (%)
Laterality Circumciliary congestion 32 53.3
Bilateral 30 (patients) 100 Keratic precipitates (KP) 30 50
Anatomical classification Fine KPs 22 36.7
Panuveitis 46 (eyes) 76.7 Mutton fat KPs 8 13.3
Posterior uveitis 14 (eyes) 23.3 Iris nodules 10 16.7
Clinical types Flare 38 63.3
Probable 22 (eyes) 36.7 1+ 20 33.3
Incomplete 34 (eyes) 56.7 2+ 14 233
Complete 4 (eyes) 6.7 3+ 4 6.7
Course Cells 44 73.3
Acute uveitic 26 (eyes) 43.3 1+ 20 33.3
Convalescent stage 24 (eyes) 40 2+ 22 36.7
Chronic recurrent 10 (eyes) 16.7 3+ 2 3.3

*Multiple responses

*Multiple responses
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Table 5: Clinical findings on posterior segment manifestations
(n=30)

Posterlor se_gme:lt Number of Percentage (%)
manifestations eyes
Vitritis 60 100
1+ 44 73.3
2+ 12 20
3+ 4 6.7
Disc hyperemia 34 56.7
Disc edema 34 56.7
Retinal detachment 38 63.3
Posterior pole 38 63.3
Periphery 20 33.3
Sunset glow fundus 32 53.3
Dalen-Fuchs nodules 16 26.7
Choroidal detachment 4 6.7
*Multiple responses
50
45 - 43(71.7%)
40 - [
=) 35
" 30
o 24(40.0%)
225 20(33.3%)
: 20 1 16(26.7%)
=15 12 (20.0%)
10 5(8.3%)
5 {
0 : :
<20/200 20/200 £20/40 220/40

Visual acuity

® At presentation = Follow up

Figure 2: Visual acuity at presentation and at final follow-up

16 (26.7%) eyes visual acuity was <20/200 at presentation
and at follow up that was in 5(8.3%) eyes (Figure- 2).

Discussion

Vogt-Koyanagi-Harada (VKH) disease is a multisystem
autoimmune disorder that primarily targets melanocytes,
affects the eye, skin, inner ear, and meninges. In the eye, the
disease affects the uveal tract, manifesting as granulomatous
panuveitis. Acute presentation is characterized by the
presence of exudative retinal detachment with preservation
of the choriocapillaris. In the chronic stage, the disease is
characterized by the presence of Dalen-Fuchs nodules and
focal chorioretinal atrophy with loss of retinal pigment
epithelium [9]. In chronic stage, patients develop extraocular
manifestations. This cross-sectional hospital based
observational study was carried out in Retina Department,
National institute of ophthalmology and Hospital (NIO&H),
Dhaka, Bangladesh. The clinical profiles of thirty patients
with Vogt-Koyanagi-Harada disease (VKH) were evaluated.
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In present study the age ranged between 26-59 years,
mean age was 40.2+6.53 years and a male to female ratio
was 1:2.3. The prevalence of VKH disease among female
was found to be more than male in our study. The findings
from our study as well as from the earlier reports show that
women are more likely to develop VKH disease than men
[10-13], whereas Soon-Phaik Chee ef al. have reported equal
distribution in both sexes [14]. Diallo et al. reported forty-one
patients (16 men and 25 women) average age at diagnosis was
38.7 years [11]. Most studies suggest a female predominance
among patients with VKH disease, as in our study [10-13].
Most studies reported a mean age at presentation was 3545
years of age [10-14].

In the present study the clinical type of VKH disease was
classified as complete in 2(6.7%) patients (4 eyes), incomplete
in 17(66.7%) patients (34 eyes), and probable in 11(36.7%)
patients (22 eyes). Regarding clinical presentation; posterior
uveitis was in 14(23.3%) eyes and panuveitis in 46(76.7%)
eyes. Twenty six eyes (43.3%) had acute uveitic VKH disease,
24 eyes (40%) had convalescent stage and 10 eyes (16.7%)
had chronic recurrent uveitis. In agreement with this study
Mahendra das et al. reported posterior uveitis in 15 eyes and
panuveitis in 55 eyes [15]; thirty eyes (42.8%) had acute VKH
disease, 28 eyes (40%) had chronic presentation, and 12 eyes
(17.1%) had recurrent uveitis [ 15]. The findings of this present
study were also similar to that of Ilknur Tugal-Tutkun et al.
with regard to clinical types of the disease; where incomplete
VKH (57.7%) was identified as the commonest followed by
probable (33.8%) and complete forms (8.4%) [16]. A study
by Bawazeer et al. demonstrated that; at presentation 28.1%
had complete disease, 56.2% had incomplete disease and
15.6% had probable disease [12]. In another study 11.8%
was classified as complete, 71% incomplete, and 8.9% as
probable disease [17]. These findings were different from the
results of this current study could be due to ethnic diversity.

Clinical manifestations of VKH syndrome depends on the
stage of the disease [18-21]. There are four stages of VKH
disease- prodromal stage, acute uveitic stage, convalescent
stage and chronic recurrent stage. The prodromal stage
resembles a viral illness characterised by headache, fever,
orbital pain, nausea and dizziness, which lasts for 3-5 days.
Patients usually complain of blurred vision, photophobia,
hyperaemia of the conjunctiva and ocular pain. Uveitic stage
presents with blurred visual acuity in both eyes, one eye
was affected first. In 94% cases, second eye usually affected
within 2 weeks [18]. This condition is characterised by
thickening of the posterior choroid. This manifests clinically
as hyperaemic oedematous optic disc, multiple serous
detachments in the posterior pole, which can be extensive
retinal oedema with elevation of peripapillary region. When
the inflammation increases, it involves the anterior chamber
presenting as a granulomatous panuveitis [18]. Chronic stage
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also known as the convalescent stage develops weeks after the
uveitis has subsided. This characterised by depigmentation
of the fundus and development of cutaneous features like
poliosis and vitiligo. Perilimbal vitiligo (Sugiura’s sign) is
also seen in this stage. The sunset glow fundus is due to the
depigmentation of the peripheral fundus, which leads to a pale
disc and reddish orange choroid. Recurrent stage consists of
panuveitis with acute exacerbation of anterior uveitis. Iris
nodules may appear in this stage. During this phase, most
of vision-threatening complications like cataract, glaucoma
and subretinal neovascularisation may develop [19]. In this
context we found; twenty six eyes (43.3%) had acute uveitic
VKH disease, 24 eyes (40%) had convalescent stage and 10
eyes (16.7%) had chronic recurrent uveitis.

According to present study meningitis (56.7%) was the
commonest systemic manifestations followed by headache
(53.3%), poliosis (10.0%), vitiligo (33.3%) and in chronic
cases sensorineural hearing loss was present in 6.7% cases.
In agreement with this study, Bawazeer ef al. reported extra-
ocular symptoms were common in their patients; where
50% patients presenting with headache, 9.3% had decreased
in hearing and 40% with neck pain, 9.3% presented with
poliosis, 15.6% with vitiligo and 25% alopecia [12]. Rao et
al. found that 49% of VKH patients had headache and 36%
had neck stiffness [22]. In accordance of this study Diallo et
al. reported 17 patients complained of auditory and vestibular
manifestations (41%): hearing loss (24%) and tinnitus (22%),
while eleven patients had dermatological manifestations
(27%) [11].

According to present study ocular findings of slit-lamp
examination were circumciliary congestion in 32 eyes
(53.3%), keratic precipitates in 30 eyes (50.0%) and iris
nodules in 10 eyes (16.7%) with the presence of anterior
chamber flare and cells. Fundus examination revealed that;
vitritis in 60 eyes (100%), optic disc involvement in 34 eyes
(56.7%), exudative retinal detachment in 38 eyes (63.3%),
sunset glow fundus in 32 eyes (53.3%), and Dalen-Fuchs
nodules in 16 eyes (26.7%). These findings were consistence
with a couple of previous studies [18-21]. Nakayma et
al.reported the most common anterior segment findings at
presentation were anterior chamber cells in 87 eyes (39.2%),
with 28 eyes (12.6%) having 2+ or greater cells, keratic
precipitates in 32 eyes (14.4%), shallow anterior chamber
in 16 eyes (7.2%) and intraocular pressure >22 mm Hg in
9 eyes (4.1%); Posterior segment findings were serous
retinal detachment confined to the posterior pole in 202 eyes
(91.0%), optic disc hyperaemia in 89 eyes (40.1%) [19].

In this study among the study patients; 33.3% eyes
presented with best corrected visual acuity (BCVA) of
20/200 or worse at presentation, at follow up visual acuity
was >20/40 in 71.7% eyes. In 40.0% eyes visual acuity was
20/200-<20/40 at presentation and at follow up that was in
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20.0% eyes. In 26.7% eyes visual acuity was <20/200 at
presentation and at follow up that was in 8.3% eyes. In this
context, Yang et al. reported most VKH patients had severely
decreased vision at their first visit, BCVA of 20/200 in 45%
of the individuals [20]. Read et al. observed visual acuity of
20/40 or better; 47 eyes (27%) with visual acuity of 20/50 to
20/100, and 69 eyes (40%) with visual acuity of 20/200 or
worse [2].

The clinical features of VKH disease in South Asian
countries are similar to the earlier reports [6-8], except for the
increased presentations of posterior segment inflammations
than the anterior segment reactions during the recurrences
[9]. Extra ocular manifestations were not noticed in acute
cases with aggressive management with systemic steroids
and immunosuppressive therapy. Chronic and recurrent cases
had extraocular manifestations at the time of presentation in
majority of the cases. Early and aggressive therapy resulted
in good visual outcome in majority of VKH disease patients.

Conclusion

Vogt-Koyanagi-Harada (VKH) disease is a bilateral,
diffuse, granulomatous panuveitis, which occurs more in
females of the middle age. Most of our patients were in the
chronic stage of the disease and their substantial vision loss
was found at the time of examination. Early diagnosis and
aggressive treatment of VKH disease result in good visual
outcome in typical VKH cases.

Limitations of the study

It was a single center study with a relatively small sample
size.

Recommendation

Further study with larger sample size may be reproduced
for a more conclusive result.
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