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Abstract:

Background: Uveitis is a significant cause of visual impaimheand immune
mechanisms are thought to be involved in the pathegis of disease. The main aim of
this study is to find a relationship between spec¢ifiLA antigen pattern in patients with
chronic uveitis and in patients with Behcget's dsearesenting with chronic uveitis in
Iraqgi patients.

Patients_and methods:A total number of 44 Iraqi patients (male=18 & fer26)
with mean age 31,4 years that had been referdcemamined at the ophthalmology
center from January 2009 to march 2011 were edah our study. Only 6 patients
enrolled in the study (13,6%) fulfilled the criterof Behget's disease according to
international classifications

Results: There was no significant statistical associati@tween HLA antigen and
chronic uveitis in our study (p value = 0.98) amdeaior uveitis occurred in about 24
patients (54.5%) and pan uveitis in 20 patients5%5 while intermediate uveitis was
not diagnosed in our patients enrolled in this gtddhe 6 patients (13,6%) that fulfilled
criteria for Behcet's disease (3 with anterior tigeand 3 with panuveitis) and all the
patients showed strong association with HLA B51ckhs the more prevalent antigen
in the patients enrolled in this study (27%)

Introduction

Uveitis is a group of disorders that lead to inflaation of the iris, ciliary body,
choroid, and adjacent Structuréand it may be induced in genetically susceptible
individuals by different aetiological factors inding infection, autoimmune, traumatic,
or neoplastic events.
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The distribution of the types, clinical associaipmnd causes of uveitis in a given
population is strongly influenced by various getietieographic, and environmental
factors and the uveitis is a significant causeisfia impairment accounting for 10% of
blindness in the Western world.

Idiopathic uveitis is the most common form of choonveitis seen different parts of
world and it is a heterogeneous entity in its clhiseverity and immune mechanisms
are thought to be involvel

The role of the human leukocyte antigens (HLA) e immune response is well
established especially classHL(A) that is closely associated with disease susabptib
in patients with uveitis and HLA genes have beeswshto be associated with a number
of uveitis entities, including Behcet disease, &t retinochoroidopathy, Vogt-
Koyanagi- Harada (VKH) syndrome, sarcoidosis, sytmgcophthalmia and juvenile
idiopathic arthritis>®

The strong association of HLA-A29 with birdshot dbeetinopathy was first reported
almost 40 years agband patients with HLA-B27—associated uveitis tgflic have a
recurrent, acute, unilateral or unilateral alteénggtanterior uveiti$

Comparison of uveitis statistics from various coi@stis usually biased due to different
patient selection, diagnostic work-up and criteHawever, when comparing different
surveys on uveitis around the world, it may be g the anterior form of uveitis is
the most commof *°whereas intermediate uveitis has the lowest imcid&"

On the other hand, idiopathic uveitis is the legdiype in the turkey where the most
frequently observed systemic disease was Behdstase™?

Behcet's disease is a multisystem disorder andérnsmn among people over the old
Silk Road extending from China to Turkey with thighest numbers in Istanbul and
Turkey and the lowest in the United States of Agsedand HLA-B51lis the primary
gene involved in the pathogenesis of Behcet's dised®

The main aim of this study was to find a relatiapdhetween HLA antigen pattern in
patients with chronic uveitis and in patients wBlehcet's disease presenting with
chronic uveitis in Iragi patients

Patients and methods

A total number of 44 Iraqi patients (male=18 & fdex®26) age range 31,4 years that
had been referred and examined at the ophthalmategyer in AL-Hakeem general
hospital in AL-Najaf city from January 2009 to miar@011 were enrolled in our study.
All patients had a comprehensive ocular and systéstory, including an extensive
review of medical systems with special emphasiandigg the rheumatologcal signs &
symptoms, history of tuberculosis and toxoplasmadiaggnostic criteria for Behcet's
diseasé”, ankylosing spodylitis® & family history of any rheumatological disorders
uveitis. Complete ophthalmic examination was penkd in all cases, including best-
corrected Snellen visual acuity, slit-lamp examoratand dilated fundus examination
with three-mirror lens.

Chronic uveitis has been defined as inflammatiocaratterized by prompt relapse (in
less than 3 months) after discontinuation of therapcording to criteria proposed by
the International Uveitis Study Group (IUSE)

The primary site of inflammation determines if theeitis is anterior, intermediate,
posterior, or panuveitis. If the primary structueethe anterior chamber, then the
diagnosis is anterior uveitis. Likewise, an intedmage uveitis is an inflammatory
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response located in the vitreous. Retinal or clialoinflammation is designated as
posterior uveitis, and inflammation at all siteslisgnosed as panuveitis.

Routine investigations done for the patients weneluded the erythrocyte
sedimentation rate, antinuclear antibody, compldted count, tuberculin test, anti
tuberculus antibody, toxoplasmosis antibody ane&tive protein.

HLA typing was done by two stage lymphocytoxicitycromethod, using a battery of
80 well defined HLA antisera. Several HLA antigemayrbe demonstrated in the same
patient. Informed consent was obtained for eadiemiawho was tested foHLA
typing.

48 patients were enrolled as a healthy controlgroatched to age and sex to the group
of uveitis and all of them had no features or en@#eby history and examination for
uveitis, ankylosing spondylitid and Behcget’s diseas

Only 6 patients enrolled in the study (13, 6%)ifidél the criteria of Behcet's disease
according to international classificatiolfswhile on the other hand no patients meet the
criteria for ankylosing spondylatis in this study.

Chi-square had been applied for categorized vasaht level of significance=0.05 (p
value <0.05) by using SPSS program version 17.

Results

There was no significant statistical associatiotwben HLA antigen and chronic
uveitis in our study (p value = 0.98) (table 1).

Regarding the clinical type of uveitis, anterioriilis was occurred in about 24 patients
(54.5%) and pan uveitis in 20 patients (45.5%) whiltermediate uveitis was not
diagnosed in our patients enrolled in this studplé 2).

There were only 6 patients (13, 6%) that enroltedhis study that fulfilled criteria for
Behcet's disease (3 with anterior uveitis and 3hwitnuveitis) and all the patients
showed strong association with HLA B51 which is thest prevalent antigen in the
patients enrolled in this study (27%) (Table 2) &attle 3).

Table 1 comparison between patients with chronic witis with healthy control in
distribution of HLA typing.

HLA antigen| Patients with chronic uveitis(n=44Healthy control(n=48
Al 6 (13.6%) 8
A2 2 (4.5%) 8
A3 2(4.5%) 4
B45 6 (14 %) 5
B51 12 (27 %) 8
B6 8(18 %) 6
B8 4 (9 %) 4
CwW1 2 (4.5 %) 2
CWs3 2 (4.5 %) 3
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Table 2 distribution of HLA antigen between the clnical types of uveitis and
Behcet's disease

HLA antigen| Patients with Anterior | Patients with Pan| Patients with Behcet's
uveitis(n=24) uveitis(x=20) diseasa{=6)

Al 4 2 1

A2 1 1 null

A3 1 1 1

B45 3 3 null

B51 6 6 6

B6 5 3 null

B8 2 2 null

Cw1l 1 1 null

CW3 1 1 null

Table 3 characteristics of patients with Behcget desase with uveitis

variables Number of
patients

sex male 2
female 4

Pan-uveitis 3

Anterior uveitis 3
HLA B51 6
HLA Al 1
HLA A3 1

DISCUSSION

There is little studies that cover the subjecthef HLA typing or the causes of uveitis in
Iraqg and surrounding Arabian countries despite fdet that Uveitis is a significant
cause of visual impairment and its association wither systemic inflammatory
disease.

The main finding of this study showed no sigmfit association between HLA
antigen and chronic uveitis.

The mechanisms by which most HLA molecules infleenweitis are unknown, and
even in conditions with the strongest associatidhA cannot be the only genetic
susceptibility:” **

Susceptibility to uveitis may be associated withAH but little is known about
susceptible class Il alleles or the potentiallyhpgenic epitopes that they present and
there is evidence that an autoimmune responsetimarenay causally involved in
pathogenesis of human uveitis and leading to ilem§ and isolating retinal Ag-

specific T cells from uveitis patients and may litatie their development as biomarkers
for the disease.
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Recent evidence have shown that polymorphisms wfiraber of immune response
genes including HLA and non-HLA genes (such as BXB some chemokines), may
contribute to the susceptibility to some uveitisitees ”

Furthermore, HLA-B27-negative anterior uveitis tend be a more heterogeneous
entity that demonstrates a tendency toward beingerhkely to be bilateral, chronic
uveitis, which is infrequently associated with sysic diseases’

Other finding of our study showed a very strongoasgion of Behcget disease causing
uveitis (all the 6 patients) with HLA B51.

Several studies have confirmed this associatiodapanese, Isreli, Turkish, and Saudi
patients and demonstrate that the HLA-B5 is the primary gémeolved in the
pathogenesis of Behc et disease that can aid ididggosis™

HLA status in Behcget's disease has supported thea idf an immunogenetic
predisposition ever since a strong association WitA-B5 was first described by Ohno
et al in Japanese patients in 1973and Ocular involvement occurs in 67 to 95% of
patients with Behcet's disease and is usuallyitatbe course of the disease

In this study, the main limitations encounteredude the followings:

first, the small number of patients, second it nsapject to bias as it based on
specialized ophthalmology center not on multicemitased study and the population
sample of this study may not represent a randonpkeaot the population in Iraq and
third the accuracy and sensitivity of serologicathod for HLA typing used in this
study may reach to 90% for class | HLA antigen.

Despite these limitations, this study provide aushle knowledge and information
regarding chronic uveitis and Behcet's diseaselraq and open the way for further
studies in these topics.

Conclusiont there was no significant association between iBpadLA antigen and
chronic uveitis and HLAB51 antigen appeared in @tients with Behcet's disease
presenting with chronic uveitis
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