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Clinical Findings Ocular Involvement in
Behcet’s Disease

Behget Hastaliginin Goz Tutulumunda
Klinik Bulgular

ABSTRACT Objective: To report the demographic and clinical characteristics of ocular Behget’s
disease (BD) patients from Mediterranean region of Turkey. Material and Methods: In this retro-
spective study, we reviewed the clinical results of 249 patients with BD, examined in the Uveitis
and Behget Clinic of Ophthalmology Department, Akdeniz University School of Medicine, between
1988 and 2009. The mean follow-up period was 61.7+50 (6-252) months. Age at the onset of disease,
sex, extraocular and ocular findings, ocular complications, final visual acuity and choice of treatment
were recorded. Results: Among 249 patients, 180 (72.3%) had ocular involvement, 147 (81.7%)
being bilateral. The male/female ratio of ocular involvement was 2.1:1. Male patients had a signif-
icantly higher ratio of involvement (p<0.001). The median age at onset of BD was 29 (11-60) years,
with no difference between sexes (p=0.861). The most common ocular finding was vitritis, observed
in 225 (68.8%) eyes. Epiretinal membrane, cataract and chronic cystoid macular edema were the
most common ocular complications found in 98 (30%), 95 (29.1%), and 93 eyes (28.4%), respec-
tively. The final visual acuity was 0.05 or worse in 86 (26.3%), and 0.5 or better in 209 eyes (63.9%).
Male patients ended up with a lower final visual acuity when compared to the female patients
(p=0.008). Conclusion: Ocular BD still remains a blinding disease, functional vision loss occurring
in one-quarter of the eyes. The male patients have more frequent and severe ocular involvement
with no difference regarding the age at onset of BD.

Key Words: Behcet syndrome; uveitis; uveitis, posterior

OZET Amag: Tiirkiye'nin Akdeniz Bélgesi'nde, Behget hastalig: (BH) goz tutulumu olan hasta-
larin demografik ve klinik 6zelliklerini bildirmek. Gereg ve Yontemler: Bu retrospektif ¢alig-
mada, Akdeniz Universitesi Tip Fakiiltesi Goz Hastaliklar1 Anabilim Dali Uvea ve Behget
Birimi'nde 1988 ile 2009 arasinda izledigimiz 249 Behget hastasinin klinik bulgularini derledik.
Ortalama takip siiresi 61,7+50 (6-252) ay idi. Hastaligin baslangic yas1, hastalarin cinsiyeti, klinik
bulgulari, goz komplikasyonlari, son gérme keskinligi ve tedavi tercihi kaydedildi. Bulgular: Goz
tutulumu, 249 hastanin 180’inde (%72,3) saptands; 147 (%81,7) hastada her iki goz tutulmustu.
Goz tutulumu goriilenlerde erkek/kadin orami 2,1:1 idi. Erkek hastalarda anlamli olarak yiiksek
g6z tutulum orami izlendi (p<0,001). BH baslangi¢ yas: ortanca 29 (11-60) iken, cinsiyet fark:
izlenmedi (p=0,8). En sik goz bulgusu 225 (%68,8) gozde goriilen vitrit idi. Epiretinal membran,
katarakt ve kronik kistoid makiila 6demi en sik goriilen komplikasyonlar iken, sirasiyla 98 (%30),
95 (%29,1), ve 93 (%28,4) gozde izlendi. Nihai gérme keskinligi 86 (%26,3) gézde 0,05 veya daha
kotii, 209 (%63,9) gozde ise 0,5 veya daha iyi seviyedeydi. Erkek hastalarin son muayenedeki
gorme keskinligi kadin hastalardan daha kétiiydii (p=0,008). Sonug: Okiiler BH, hastalarin dértte
birinde fonksiyonel gorme kayb1 goriilen, kor edici bir hastalik olmaya devam etmektedir. Erkek
hastalarda daha sik ve daha agir géz tutulumu gériiliirken, géz tutulum yaginda cinsiyetler arasi
fark yoktur.

Anahtar Kelimeler: Behget sendromu; iiveit; iiveiat, posterior
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ehget’s disease (BD) is an inflammatory,
B multisystem vasculitis of unknown etiology,

first described in 1937 by Turkish dermatol-
ogist, Dr. Hulusi Behget. The disease is character-
ized by recurrent oral aphtous ulcers, genital
ulcerations, skin lesions and uveitis.!? Gastroin-
testinal tract and central nervous system involve-
ment are less frequent, but can be fatal.? BD affects
mainly people living around the ancient Silk Road,
which extends from eastern Asia to the Mediter-
ranean Basin; Turkey having the highest preva-
lence.?*

Ocular lesions, which occur in 60-80% of pa-
tients, is characterized by posterior or panuveitis
with occlusive retinal vasculitis, and can cause se-
vere reductions in visual acuity, and even blind-
ness.>® Along with central nervous system
involvement, eye involvement is the most severe
manifestation of BD. Ocular involvement in BD is
associated with legal blindness in more than half of
the patients.>® In the present study, we examined
the demographical aspects, clinical and ocular
manifestations, ocular complications and treatment
of ocular BD in patients who live in the Mediter-
ranean region of Turkey.

I MATERIAL AND METHODS

We retrospectively analyzed the medical data of
249 BD patients examined in Uveitis and Behget
Clinic of Department of Ophthalmology, Akdeniz
University School of Medicine, between 1988 and
2009. The median of follow-up period was 61.7+50
(6-252) months with a median of 44 months. All
patients were Caucasians from the Mediterrenean
Region of Turkey. All patients fulfilled the criteria
of the International Study Group for Behget’s Dis-
ease.” The study adhered to the tenets of the Dec-
laration of Helsinki. The study was approved by the
Ethics Committee of Akdeniz University School of
Medicine.

We obtained a detailed medical history from
each patient at first visit, focusing on systemic
and ocular symptoms and findings of BD. We
performed a complete ophthalmologic examina-
tion at each visit, which includes a Snellen best
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corrected visual acuity, applanation tonometry,
slit lamp biomicroscopy and indirect ophthal-
moscopy.

We analyzed the demographic data (sex of pa-
tient, age at onset of ocular involvement), extraoc-
ular systemic manifestations of BD, pathergy test
results, and ocular manifestations (including later-
ality, type of uveitis, ocular complications), and the
type of treatment administered.

We diagnosed retinal vasculitis depending on
either observation of inflammatory sheathing and
gliosis of the vessels on ophthalmoscopy, or fluo-
rescein leakage and staining of the vessels on fun-
dus fluorescein angiography. We interpreted the
visual acuity depending on the findings at the last
visit of the patients.

The treatment for the anterior uveitis was
topical corticosteroids and cycloplegics. In the
case of posterior uveitis, we used systemic corti-
costeroids with or without immunosuppressive
therapy. We administered fluorocortolone or
prednisolone 0.5-1.5 mg/kg (80 mg maximum) per
day for posterior uveitis, as first line of therapy.
In the follow-up, we added immunosuppressants
azathioprine (1-2.5 mg/kg per day) or cyclosporin
A (5-15 mg/kg per day) as adjunct therapy, if
needed. In case of failure of therapy, we combined
both of the immunosuppressants with a moderate
dose (0.5 mg/kg per day) of corticosteroids. If in-
tolerance or failure occurred, then we tried sub-
stituting with interferon alpha 2a therapy (3-9 X
10°IU for 3 times per week). Colchicines are ad-
ministered by Dermatology Department for mu-
cocutaneous lesions. We did not use colchicines
for ocular involvement. The appropriate systemic
evaluation and laboratory investigations were per-
formed to those who used immunosuppressant
medication.

For the statistical analysis, we used the SPSS
software package program (SPSS, Chicago, IL,
U.S.A), version 16.0. For the differences between
sexes, Mann-Whitney U test and Chi square test
were used. The descriptive statistics were reported
using median (min-max). We accepted (p) less than
5% as statistically significant.
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I RESULTS

Two hundred forty nine patients were included in
the study. One hundred forty five patients (58.2%)
were males and 104 patients (41.8%) were females.
The median age at onset of the findings of BD was
29 (11-60) years; 29 (12-56) years in male and 29
(11-60) years in female patients, with no significant
difference (p=0.861).

Table 1 summarizes the ocular and extraocular
characteristics, and ocular complications. One hun-
dred eighty (%72.3) patients had ocular involve-
ment, and 147 (81.7%) of them were bilateral. One
hundred twenty two (84.1%) of 145 male, and 58
(55.8%) of 104 female patients had ocular features.
Male patients had ocular involvement rate that is
statistically highly significant (p<0.001). The male-
to-female ratio was 2.1:1. The most common ocu-
lar finding was vitritis, which was observed in 225

TABLE 1: Extraocular clinic manifestations of 259
Behget’s disease patients. Ocular findings and
complications of 327 eyes of 180 ocular Behget's
disease patients.

Number (%) of  Number (%) of
Characteristics patients (n=249) eyes (n=327)
Extraocular findings
Oral ulcers 249 (100%)
Genital ulcers 189 (75.9%)
Erythema nodosum 131 (52.6%)
Papullopustular lesions 80 (32.1%)
Pathergy test positivity 93 (37.4%)
Ocular findings
Vitritis 225 (68.8%)
Anterior uveitis 174 (53.2%)
Retinal vasculitis 72 (22%)
Papillitis 13(4%)
Ocular complications
Epiretinal membrane 98 (30%)
Cataract 95 (29.1%)
Chronic cystoid macular edema 93 (28.4%)
Optic atrophy 49 (15%)
Retinal vein occlusion 29 (8.9%)
Optic disc or retinal neovascularization 7 (2.1%)
Phtisis bulbi 3(0.9%)
Rubeosis iridis 2(0.6%)
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(68.8%) eyes. We observed anterior uveitis in 174
(53.2%) eyes with ocular involvement, and it was a
solitary finding in 39 eyes (11.9%).

The visual acuity of the eyes with ocular BD
at the last exam was 0.05 or worse in 86 (26.3%),
and 0.5 or better in 209 eyes (63.9%). Twelve eyes
(3.7%) had no light perception. One hundred and
forty two eyes (43.4%) had a visual acuity of 1.0 or
better. Median of visual acuity was 0.5 (0-1.0) for
males and 0.61 (0-1.25) for females. Male patients
had a statistically significant lower final visual acu-
ity than female patients (p=0.008). The etiology for
low visual acuity were; optic atrophy in 36 (41.9%),
chronic cystoids macular edema in 32 (37.2%), cen-
tral retinal vein occlusion in 8 (9.3%), phtisis bulbi
in 3 (3.5%), vitritis in 3 (3.5%), retinal vein occlu-
sion and optic atrophy in 2 (2.3%) and rubeosis
iridis in 2 (2.3%) eyes.

In 22 patients (8.8%), we only used topical
corticosteroids and cycloplegic treatment. Systemic
corticosteroid therapy was used in 155 patients
(86.1%). We used azathioprine in 66 (36.7%), cy-
closporin A in 50 (27.8%), and interpheron alpha
2a in 15 patients (8.3%). Ninety seven patients
(53.9%) were treated with systemic combination
therapy. Dermatology department used colchicines
for skin lesions and oral ulcers in 176 patients
(97.8%).

I DISCUSSION

Ocular involvement is a major potential cause of
morbidity in BD. Relapsing uveitis attacks may
cause progressive destruction of intraocular
anatomy, and lead to serious functional vision loss.
In the present study, we reviewed the ocular and
extraocular findings of 249 patients with BD, re-
siding in the Mediterranean Region of Turkey.
Our clinic is a tertiary referral centre, and this may
have caused a referral bias, which is a weakness of
the study.

In general, the mean age at onset of BD is the
third to fourth decade of life, but it can occur at any
age from infancy to elderly.'®!! The median age at
onset of symptoms was 29 (11-60) years in our
study. There was no significant difference regard-
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ing age at onset between sexes. This finding is con-
trary to the statement that the male patients have
a younger age of onset.!

We observed oral ulcers in all, and genital ul-
cers in 75.9% of the patients. These findings were
similar to the literature.®> We observed papullopus-
tular lesions in 80 (32.1%) patients, which is lower
compared to a ratio of 80% reported in other stud-
ies.”? One hundred and thirty one (52.6%) patients
presented with erythema nodosum and that is sim-
ilar to the findings of Ghate and Jorizzo.'? Pathergy
test was positive in 93 patients (37.4%), which is
lower compared to the older reports. Tugal-Tutkun
et al. found similar lower frequencies of extraocu-
lar manifestations when compared to the general
BD population.’

Eye involvement, along with central nervous
system involvement, is the most serious manifesta-
tion of BD, and affects approximately 60-98% of pa-
tients.>'* We observed an ocular involvement rate
of 72.3%. Similar to the literature, 81.6% of our
cases had bilateral involvement.”!*!” The male to
female ratio was 2.1:1 in the present study. Tugal-
Tutkun et al. and Demiroglu et al. from Turkey re-
ported the same ratio.”!® Kitaichi et al. from Japan
found this ratio as 1.7:1. Krause et al. from Israel,
and Kacmaz et al. from United States observed an
even distribution between genders.!*!'* We believe
that the differences between the ratios are due to
the geographic variability in the clinical course.

The most frequent posterior segment finding
of ocular BD is vitritis.>!>1¢18 We observed vitritis,
which was also the most common ocular finding in
our series, in 225 eyes (68.8%). Retinal vasculitis,
which is the most disastrous and fearful complica-
tion of ocular BD, was present in 72 (22%) eyes in
our group. In a recent report by Krause et al., reti-
nal vasculitis occurred in 16% of patients.?’ In the
study by Ka¢maz et al., 21.8% of the patients suf-
fered from vasculitis.'*

Epiretinal membrane, occurring in 98 eyes
(30%), was the most common complication in our
study. Epiretinal membrane formation can be seen
as a complication of any type of intraocular in-
flammation. In other studies, the percentage of
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from 113 to
28.6%.%141620 Another leading cause of vision loss in

epiretinal membrane ranges
the present study was cataract formation found in
29.1% of the ocular BD eyes.

Despite the advancements in the medical ther-
apy, loss of functional vision is still a severe com-
plication of ocular BD. BenEzra and Cohen
published a loss of useful visual acuity in 74% of
ocular BD patients. *' In their review, Boyd et al.
stated that, ocular involvement in BD can be asso-
ciated with blindness in 50-90% of cases. > How-
ever, the prevalence of legal blindness was reported
in a range from 21 to 35% in recent studies.!”?*%
We observed poor visual outcome in 86 eyes
(26.3%). The differences in final visual acuity
might be related to the regional differences in the
clinical manifestations, and also to the fact that the
clinical results of ocular BD have improved in the
1990s compared with the 1980s.%?* In our study,
male patients had a statistically significant lower
final visual acuity compared to female patients
(p=0.008), which is consistent with the fact that BD

runs a more severe course in males.!*?

The treatment of BD remains empirical and
major discrepancies appear in approaches to treat-
ment, despite the increased number of controlled
trials.?® In addition to topical corticosteroids for the
treatment of anterior uveitis; systemic corticos-
teroids, azathioprine, cyclosporin A and
colchicines are the drugs of choice in the treatment
of severe posterior uveitis of ocular BD.!>26% In re-
cent studies, effective treatment with interferon

alpha-2a has been demonstrated.?"

I CONCLUSION

Ocular BD still remains a blinding disease despite
modern treatment methods. In the present study,
26.3% of the eyes lost functional vision due to the
complications of uveitis. We have presented a retro-
spective epidemiological analysis of 249 BD patients
from Southern Turkey. More than three- quarters of
patients with BD had ocular involvement, and vitri-
tis was the most common ocular finding. The male
patients had a more frequent and serious ocular in-
volvement, and there was no significant difference
regarding the age at onset between sexes.
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