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summary
Inflammatory optic neuropathy (ON) is a rare event in Behçet’s disease (BD). We report herein a series of ten 
BD Tunisian patients with ON and describe its clinical features among them.
A retrospective review of BD patients (International Study Group for BD criteria) was performed. The patients 
were divided into two groups: those presenting an inflammatory ON, and those none. The diagnosis of inflam-
matory ON was based on the clinical examination, visual field and visual evoked potentials. We analyzed the 
characteristics of the two groups.
Ten patients (2.3%) presented an inflammatory ON among our 440 patients. Inflammatory ON was inaugural in 
8 cases. Clinical manifestations were as follows: blurred vision (7 cases) and periorbital pain (3 cases). In two 
cases, the patients did not complain from ophthalmological symptoms. The fundus revealed a papilledema (2 
cases), papillary pallor (4 cases), and was normal in 5 cases. Visual field realized in only three patients showed 
a scotoma in all cases. Visual evoked potentials revealed increased latency in all cases. All patients received 
corticosteroids associated to an immunosuppressive agent. The comparative study between the two groups 
revealed that inflammatory ON was significantly more associated to neurological involvement (p<0.0001) and 
that the disease was more severe in the ON group (p<0.0001).
Inflammatory ON in BD is rare and may occur at an early stage of the clinical course of the disease. Its preva-
lence is certainly underestimated. A systematic visual evoked potential may be interesting as a screening tool.
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n	 IntroductIon

Behçet’s disease (BD) is a systemic 
condition of unknown cause affecting 

young adults in the Mediterranean area, 
mid-East and Japan (1). Its clinical features 
are known to differ among ethnics. Main 
ocular manifestations include uveitis, reti-
nal vasculitis and papilledema (1-3). Optic 
neuropathy (ON) is rare in BD and seems 
to be misdiagnosed because of its associa-
tion with ocular involvement (2, 4, 5). ON 
in BD belongs to the neuro-ophatalmic 
syndrome and is probably related to a vas-
culitic-mediated involvement of the optic 
nerve. This condition has to be systemati-
cally considered in BD patients with nor-
mal fundus and leads to start the treatment 
immediately because of the poor progno-
sis in those suffering from late diagnosis. 
Herein, we report retrospectively a series 

of ten Behçet’s patients with inflammatory 
optic neuropathy, and we describe its clini-
cal features and correlations with those 
without the disease.

n	 MAtErIALS And MEtHodS

A retrospective review was performed 
concerning a well-documented population 
of Tunisian patients with Behçet’s disease 
diagnosed from 1990 to 2010. All patients 
fulfilled three or more criteria as defined by 
the International Study Group for Behçet’s 
disease (6). It requires the presence of oral 
ulceration plus any two of genital ulcera-
tion, typical defined eye lesions, typical 
defined skin lesions, or a positive pathergy 
test. The patients were divided into two 
groups: those with an inflammatory optic 
neuropathy and those without it. The inclu-
sion criteria for an optic neuropathy were 
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decreased and/or blurred vision, scotoma 
in the visual field, a relative afferent pupil-
lary defect, optic disc edema or optic at-
rophy on fundus, and increased latency in 
visual evoked potentials. The exclusion cri-
teria included secondary optic neuropathy 
due to cerebral venous thrombosis, ischem-
ic anterior neuropathy, or glaucoma. We 
compared epidemiological, clinical, and 
evolutionary features in the two groups, us-
ing the statistics control test SPSS 18 (IBM 
Corp., Armonk, NY, USA).

n	 RESULTS

Four hundred and forty patients were stud-
ied; their mean age at the beginning of the 
disease was 30 years at diagnosis. The 
mean delay to diagnose was five years. 
Three hundred and two (68%) were male 
and 138 (32%) female. Four hundred and 
thirty patients were excluded and 10 pre-

senting an inflammatory optic neuropathy 
were included. The sex ratio (M/F) was 
2.33. The mean age at the moment of the 
diagnosis of BD was 37.6 years. Inflam-
matory optic neuropathy was inaugural in 
8 cases and happened in the course of the 
disease in two cases, within a period of 6 
and 17 years. Inflammatory optic neuropa-
thy was unilateral in 6 cases and bilateral 
in 4 cases. Clinical manifestations were as 
follows: blurred vision was reported in 7 
cases and periorbital pain in 3 cases. Visual 
loss was rapidly progressive in 7 patients 
and brutal in one case. In two cases, the 
patients did not complain from ophthal-
mological symptoms and optic neuropathy 
was systematically discovered. The fundus 
was realized in all patients and revealed a 
papilledema in two cases, papillary pal-
lor in 4 cases, and was normal in 5 cases. 
Retinal angiography showed in two cases 
an active vasculitis in which optic neuropa-

Table I - Clinical features of our Behçet’s disease patients with inflammatory optic neuropathy.
Patient 
number

sex age ON: Clinical 
presentations

ON: 
Diagnostic 
delay

associated ocular 
manifestations

associated 
neurological 
manifestations

Fundus retinal 
angiography

Visual field Visual 
evoked 
potentials

Prognosis

1 M 52 progressive 
blurred vision inaugural no Cranial nerve palsy

pyramidal syndrome
papillary 
pallor normal

Scotoma-
quadranta-
nopsia

increasing 
latency Stabilization

2 F 33 progressive 
blurred vision inaugural no

pseudobulbar 
syndrome
pyramidal syndrome

papillary 
pallor normal not done increasing 

latency Stabilization

3 M 33 Brutal visual loss
ocular pain inaugural retinal vasculitis intracranial 

hypertension
papilledema 
and pallor Vasculitis not done increasing 

latency Vision loss

4 M 53 progressive 
blurred vision 17 years posterior uveitis pyramidal syndrome papillary 

pallor normal not done increasing 
latency Stabilization

5 M 34 progressive 
blurred vision inaugural panuveitis no papilledema Vasculitis not done increasing 

latency
improvement 
of Va

6 F 26
ocular pain
progressive 
blurred vision

inaugural no

Superficial sensory 
disturbance
Sphincter dysfunction
pyramidal syndrome

normal normal Scotoma increasing 
latency

improvement 
of Va

7 M 23 asymptomatic 6 years anterior uveitis Headache
Meningeal syndrome normal normal not done increasing 

latency
improvement 
of Va

8 F 31 asymptomatic inaugural anterior uveitis pyramidal syndrome
Cranial nerve palsy normal normal not done increasing 

latency
improvement 
of Va

9 M 57 progressive 
blurred vision inaugural no pyramidal syndrome normal normal not done increasing 

latency Stabilization

10 M 34
progressive 
blurred vision
ocular pain

inaugural no pyramidal syndrome normal normal Scotoma increasing 
latency lost of sight

on, optic neuropathy; Va, vasculitis.
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thy was concomitant to an ocular involve-
ment. Visual field realized in only three pa-
tients showed a scotoma in all cases. Visual 
evoked potentials revealed increased laten-
cy in all cases. Cranial MR imaging was 
pathologic in 5/9 cases. All neuroradiolog-
ic findings were related to neuroBehçet and 
no specific lesions of the optic nerve were 
reported. Inflammatory optic neuropathy 
was associated to neurological involve-
ment in 5 cases and to ocular involvement 
in one case. Both neurological and ocular 
involvement associated to optic neuropa-
thy were reported in 6 patients. All patients 
received intravenous methylprednisolone 
(1g/day for 3 days) relayed by oral route 
prednisone (1 mg/kg/day) associated to 6 
monthly pulses of cyclophosphamide (0.7 
g/m2 body surface), relayed by 1 mg/kg/
day of azathioprine for a total duration 
of two years. Patient number 10 received 
steroids pulses and one cyclophosphamide 
infusion, then was lost of sight. The evo-
lution revealed an improvement of visual 
acuity in four cases, a stabilization of the 
vision in 3 cases, and definitive vision loss 
in one case. One patient was lost of sight 
after discharge. Table I sums up the clinical 
presentation of our ten patients.
Table II sums up the epidemiological, clin-
ical and evolutionary characteristics of the 
two groups of our Behçet’s patients.
Optic neuropathy in our Behçet’s disease 
patients was significantly more associated 
to neurological involvement (p<0.0001). 
The severity scale was significantly higher 

in the optic neuropathy group than in those 
without ON (p<0.0001). 

n	 DISCUSSION

The prevalence of inflammatory ON is not 
easily estimated among series. Optic nerve 
involvement in Behçet’s disease varies 
among series and ethnicity. Table III sums 
up the prevalence of ON in the different se-
ries. It varies from 1% to 9% (7-11) includ-
ing secondary ON such as cerebral throm-
bophlebitis, ischemic anterior neuropathy, 
and ocular hypertension. In our series, the 
prevalence of inflammatory optic neuropa-
thy was 2.3%. We demonstrate that it occurs 
mostly in association with neurological in-
volvement (90%, p<0.0001) and in severe 
courses of the disease (90%, p<0.0001). 
These data were previously reported in dif-
ferent series (Table III). That is to say that 
inflammatory ON is a rare manifestation 
but underestimated condition, probably due 
to associated uveitis. The importance of di-
agnosing ON is challenging because of the 
possibility of reversible damage in early 
diagnosed patients. Otherwise, the prog-
nosis is poor with permanent blindness. 
In our case series, we could diagnose ON 
by realizing systematically visual evoked 
potentials in two patients with neurologi-
cal involvement. This may be an interest-
ing tool for the misdiagnosed inflammatory 
ON which may be totally asymptomatic as 
in our patients 7 and 8 (Table I). Only a 
handful of such cases have been published 

Table II - Comparison of the epidemiological, clinical and outcome features of Behçet’s disease patients 
with and without inflammatory optic neuropathy.

No optic neuropathy group
n=420

Optic neuropathy group
n=10

p

Mean age (year) 31.4 29 nS

Sex ratio 2.3 2.1 nS

Diagnostic delay (year) 4.2 5 nS

Cutaneous involvement 366 (85%) 8 (80%) nS

neurological involvement 121 (28%) 9 (90%) <0.0001

ocular involvement 200 (46.5%) 5 (50%) nS

Blindness 41 (29%) 1 (10%) nS

Vascular involvement 150 (35%) 1 (10%) nS

Severity scale (>3) 58 (32.6%) 9 (90%) <0.0001

nS, not significant.
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(12-20), with one case with histopathol-
ogy showing gliosis and demyelination 
within the nerve (12). Pathological features 
include disseminated softening foci with 
mild loss of myelin and glial proliferation, 
perivascular lymphocyte cuffing and vari-
able wallerian degeneration of white matter 
tracts (1). However, edema and reversible 
inflammatory damage to the blood-brain 
barrier have also been advocated to explain 
complete lesion regression (21).
Cranial MR imaging was pathologic in 5/9 
cases. All neuroradiologic findings were 
related to neurobehçet and no specific le-
sions of the optic nerve were reported. In 
no cases was magnetic resonance imaging 
(MRI) suggestive of optic nerve damage 
despite abnormal visual evoked poten-
tials. Salvi et al. reported the cases of two 
women, aged 24 and 37, with inflammato-
ry optic neuropathy inaugurating a BD in 
which orbital MR imaging showed signal 
change in the intracanalicular portion of 
the optic nerve in both cases (15). MR fea-
tures had a little contribute in establishing 
the diagnosis. The limited contribution of 
MR imaging features in terms of differ-
ential diagnosis, especially with multiple 
sclerosis (22, 23), reinforces the view that 
clinical evaluation is fundamental for the 
diagnosis of BD.

n	 CONCLUSIONS

Inflammatory involvement of the optic 
nerve in BD is rare and may happen at an 
early stage of the disease. But we still think 
that this involvement is misdiagnosed. Ac-

cording to our experience, an early diagno-
sis and care of the patient may improve the 
clinical course. That is why we suggest a 
systematic investigation by visual evoked 
potentials in case of neurological involve-
ment and in case of a visual symptom 
not related to ocular involvement. To our 
knowledge, this is the largest series of optic 
neuropathy in BD ever reported.

n	 REFERENCES

1. Inaba G. Behçet’s disease. In: Vinken PJ, 
Bruyn GW, Klawans HL, eds. Handbook 
of clinical neurology. Amsterdam: Elsevier. 
1989; 593-610.

2. Kansu T, Kansu E, Zileli T. Optic nerve in-
volvement in Behçet’s disease. In: O’Duffy 
JD, Kokmen E, eds. Behçet disease. Marcel 
Dekker: New York. 1991; 77-83.

3. Wechsler B, Dell’Isola B, Vidailhet M, et al. 
MRI in 31 patients with Behçet’s disease and 
neurological involvement: prospective study 
with clinical correlations. J Neurol Neurosurg 
Psychiatry. 1993; 56: 793-8.

4. Scouras J, Koutroumanos J. Ischemic optic 
neuropathy in Behçet’s syndrome. Ophthalo-
mologica. 1976; 173: 11-8.

5. Rougemont D, Bousser MG, Wechsler B, et al. 
Manifestations neurologiques de la maladie de 
Behçet. Rev Neurol. 1982; 138: 493-505.

6. International Study Group for Behçet’s Dis-
ease. Criteria for diagnosis of Behçet’s dis-
ease. Lancet. 1990; 335: 1078-80.

7. Akman-Demir G, Serdaroglu P, Tasci B. Clini-
cal patterns of neurological involvement in 
Behçet’s disease: evaluation of 200 patients. 
The Neuro- Behçet Study Group. Brain 1999; 
122: 2171-82.

8. Kidd D, Steuer A, Denman AM, Rudge P. 
Neurological complications in Behçet’s syn-
drome. Brain. 1999; 122: 2183-94.

9. Joseph FG, Scolding NJ. Neuro-Behçet’s dis-

Table III - review of published series dealing with optic neuropathy in Behçet’s disease.
study akman-Demir  

et al. (7)
Kidd  
et al. (8)

sWsW study 
(9)

Gökçay  
et al. (16)

ashjazadeh  
et al. (10)

Frigui  
et al. (11)

Our  
study

no of patients 200 50 22 530 6 376 440

racial group Turkish Mixed Western 
european

Turkish iranian Caucasian Caucasian

Mean F/U duration 
(months)

42 36 124 Unspecified 65 Unspecified 30

neurological 
presentation (%)

3 24 23 10.2 24 27.7 28.8

optic neuropathy 
(%)

1 2 9 0.2 0 4.7 2.3

SWSW, South-west of england and south-Wales study; F/U, median follow-up.

Non
-co

mmerc
ial

 us
e o

nly



original 
paper

160 Reumatismo 4/2015

M.S. Khanfir, N. Belfeki, F. Said et al.

original 
paper

ease in Caucasians: a study of 22 patients. Eur 
J Neurol. 2007; 14: 174-80.

10. Ashjazadeh N, Borhani Haghighi A, Saman-
gooie S, Moosavi H. Neuro-Behçet’s disease: 
a masquerader of multiple sclerosis. A pro-
spective study of neurologic manifestations 
of Behcet’s disease in 96 Iranian patients. Exp 
Mol Pathol. 2003; 74: 17-22.

11. Frigui M, Kechaou M, Jemal M, et al. Optic 
neuropathy in Behçet’s disease: a series of 18 
patients. Rev Med Interne. 2009; 30: 486-91.

12. Colvard DM, Robertson DM, O’Duffy JD. 
The ocular manifestations of Behçet’s disease. 
Arch Ophthalmol. 1977; 95: 1813-7.

13. Kansu T, Kirkali P, Kansu E, Zileli T. Optic 
neuropathy in Behçet’s disease. J Clin Neu-
roophthalmol. 1989; 9: 277-80.

14. Mitra S, Koul RL. Peadiatric neuro-Behçet’s 
disease presenting with optic nerve head 
swelling. Br J Ophtalmol. 1999; 83: 1096-9.

15 Salvi F, Mascalchi M, Malatesta R, et al. Optic 
neuropathy in Behçet’s disease. Report of two 
cases. Ital J Neurol Sci. 1990; 20: 183-6.

16. Gökçay F, Celebisoy N, Gökçay A, et al. Neu-
rological symptoms and signs in Behçet dis-
ease: a Western Turkey experience. The Neu-
rologist. 2011; 17: 147-50.

17. Nanke Y, Kotake S, Goto M, et al. A Japanese 
case of Behçet’s disease complicated by recur-
rent optic neuropathy involving both eyes: a 
third case in the English literature. Mod Rheu-
matol. 2009; 19: 334-7.

18. Voros GM, Sandhu SS, Pandit R. Acute optic 
neuropathy in patients with Behçet’s disease. 
Report of two cases. Ophthalmologica. 2006; 
220: 400-5.

19. Yalçindag N, Yilmaz N, Tekeli O, Ozdemir O. 
Acute optic neuropathy in Behçet disease. Eur 
J Ophthalmol. 2004; 14: 578-80.

20. Tarzi MD, Lightman S, Longhurst HJ. An ex-
acerbation of Behçet’s syndrome presenting 
with bilateral papillitis. Rheumatology. 2005; 
44: 954-5.

21. Patel DV, Neuman MJ, Hier DB. Reversibility of 
CT and MR findings in neuro-Behçet disease. J 
Comput Assist Tomogr. 1989; 13: 669-73.

22. Miller DH, Newton MR, van der Poel JC et 
al. Magnetic resonance imaging of the optic 
nerve in optic neuritis. Neurology. 1988; 38: 
175-9.

23. Kermode AG, Moseley IF, Kendall BE, et al. 
Magnetic resonance imaging in Leber’s optic 
neuropathy. J Neurol Neurosurg Psychiatry. 
1989; 52: 671-4.

Non
-co

mmerc
ial

 us
e o

nly




