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ABSTRACT
Introduction: Behcet’s Disease (BD) is an inflam-
matory disease characterized by multisystemic 
involvement and featured by a chronic, relapsing 
disease course. Recurrent ocular inflammation and 
macular involvement may lead to severe loss of 
visual acuity. Prolonged use of local and systemic 
corticosteroids lead to numerous side effects and 
complications. Very often other immunosuppressive 
therapies are needed. Biologic agents are promis-
ing for the treatment of Behcet’s disease-associated 
uveitis. Aim: To report successful treatment of pae-
diatric uveitis due to incomplete Behçet’s disease 
with administration of adalimumab, after failing to 
react to all other modalities of treatment. Case re-
port: We present the case of a 15-year-old girl who 
was treated for reccurent uveitis in both eyes with 
developed complications on anterior and posterior 
ocular segment. She was earlier treated with topi-
cal and systemic steroids for uveitis, laser photoco-
agulation and methotrexate, however, relapses oc-
curred inspite all treatment modalities. Patient was 
diagnosed with incomplete Behcet’s disease, and 
adalimumab therapy was initiated. Inflammation 
was well-controlled by adalimumab administration 
without need for local or systemic corticosteroids. 
Conclusion: Adalimumab is effective for treating 
children with Behcet’s disease-associated uveitis. 
Control of ocular inflammation in our case was 
achieved without need for continuing local or 
systemic corticosteroids, thus preventing further 
complications and possible significant vision loss.
Keywords: Behcet’s disease, ophthalmology, adali-
mumab, pediatric uveitis.

1. INTRODUCTION
Behcet’s Disease (BD) is an inflammatory 

disease of unknown etiology characterized by 
multisystemic involvement and featured by a 
chronic, relapsing disease course. Pathohisto-
logical it is vasculitis affecting small and large 
vessels and veins are predominantly affected (1, 
2). The most common clinical manifestations of 
BD are recurrent oral ulcerations (ROU), genital 
ulcerations (GU) and ocular inflammation, but 
also neurological, gastrointestinal and articular 
involvement are reported with considerable 
frequency (3). The term pediatric BD (PEDBD) 
is used for cases diagnosed during childhood, 
whereas the term juvenile BD is used for those 
cases who have manifestations of the disease 
before the age of 16 years, but the diagnosis is 
made during adulthood (4). The epidemiologi-
cal BD has a high prevalence among countries 
identifying the old “Silk Road”, a wide area 
between the Mediterranean countries and the 
eastern Asia (5). The etiology of BD is still un-
known; however, it appears to be a complex 
disease relying on an interaction between the 
genetic background and the environment. The 
most important genetic predisposition factor 
associated with BD is human leukocyte anti-
gen (HLA) B5 and its sub-allele HLA-B51 (6, 7).  
Behçet’s disease is rarely observed in children 
or patients above the age of 50. The disease 
starts in childhood in 4–26% of cases with the 
mean age of onset between 10 and 12 years (8, 
9). Since it is quite rare in pediatric population 
and clinical picture is frequently incomplete, 
latency between the disease onset and the 
setting up right diagnosis and therefore right 
treatment of BD in children and adolescents is 
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a difficult clinical challenge (10). Usually 
ocular involvement occurs 2–4 years after 
disease onset, but in 10–20% of patients 
it represents the initial manifestation 
(9, 11). Severe vision loss due to ocular 
involvement is seen in 25% of cases (12).  
Repeated episodes of posterior-segment 
inflammation can result in end-stage ocu-
lar BD characterized by blindness with a 
clinical picture of optic atrophy, vascular 
attenuation, and diffuse retinal atrophy 
(13, 14). Thanks to new therapeutic strate-
gies the prognosis of eye involvement has 
improved in recent years (15). Recently 
recommendations for the treatment of 
pediatric BD have been updated and al-
lowed a considerable improvement of the 
therapeutic strategies. In particular, the use of anti-TNFα 
drugs as a second-line option for refractory BD, and as a 
first-line treatment in severe ocular and neurological in-
volvement, has demonstrated to be effective in improving 
the outcome of BD patients (10).

2. AIM
We report successful treatment of pediatric uveitis due 

to incomplete Behçet’s disease with administration of 
adalimumab, after failing to react to all other modalities 
of treatment.

3. CASE REPORT
A 15-year-old female patient was referred to us for 

evaluation of uveitis treated in other clinics before. Child 
reported first symptoms 5 years ago, which consisted of 
blurry vision in right eye first then left eye and redness of 
eyes. She had oral aphtae and oral ulcers as well, that im-
proved over time with treatment. She was treated earlier 
for right sided knee inflammation. She has been diagnosed 
with uveitis and for 5 years treated with on and off topi-
cal, peribulbar and systemic corticosteroids with periods 
of improvement and periods of worsening of symptoms. 
She developed cataract in both eyes and was planned for 
surgery two years ago, but parents refused surgical inter-
vention. Two years prior to referral to our clinic she had 

  

Figure 1.Slit lamp image of right and left eye, with posterior synechiae and posterior cortical cataracts 

  

Figure 2. Ultrasound of right and left eye with vitreus inflammatory reaction 

 

 

Figure 3. Fluorescein angiography of right and left eye 
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Figure 2. Ultrasound of right and left eye with vitreus 
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Fig ure 4. SD OCT showing intraretinal cysts, more on right eye

  

Figure 5.SD OCT after 12 months with adalimumab  
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laser fotocoagulation in both eyes due to retinal vasculitis 
and was started on Methotrexat 15 mg weekly. Despite the 
administration of local and systemic corticosteroids and 
MTX, inflammation persisted; therefore, the patient was 
referred to our clinic for second opinion.

The best corrected visual acuity (BCVA) was 0.9 in RE 
and 0.6 in LE, and the IOPs of the right and left eye were 17 
and 18 mmHg, respectively. Anterior chamber cell grade of 
0.5+ in the both eyes. She had posterior synechiae in both 
eyes and posterior cortical cataract in both eyes (Figure 1). 
The vitreous cell grade was 3+ in the right eye and 2+ in the 
left eye. On ultrasound she had inflammatory reaction in 
vitreus, more prominent in right eye (Figure 2). Posterior 
segment was hazy due to vitreal changes and cataract, but 
laser burns could be seen as well as signs of vasculitis and 
macular changes. We performed fluorescein angiography 
and SD OCT on patient to reveal intraretinal cysts on both 
eyes and perifoveolar oedema right eye (Figure 3 and 4).

Non-ocular manifestations oral ulcers were improved 
with previous treatment. Skin or genital lesions were not 
observed. She was refered to pediatric rheumatologist for 
complete evaluation. All laboratory workup was within 
normal limits. Chest X ray and abdominal ultrasound were 
normal. Interferon-gamma release assay and Quanti Feron 
Tb gold test for tuberculosis infection and Treponema pal-
lidum  antibody hemagglutination test for syphilis were 
negative; Hepatitis HBs and anti HBc were negative as well 
as HCV Ag; angiotensin-converting enzyme, antinuclear 
antibody, and anti-citrullinated protein antibody levels 
were within the normal range. MRI of brain and cervical 
spine were normal, as well as EEG. Neurological examina-
tion was normal. She tested positive for HLA-B51. There 
was no family history of autoimmune diseases. Following 
treatment, initiated in the previous clinic, was continued: 
0.1% dexamethasone eye drops (four times/day), tropi-
camide/phenylephrine eye drops (once/day), Methotrexat 
(MTX) 15 mg once a week followed by folic acid. The patient 
was diagnosed with the incomplete type of Behçet’s disease 
on the basis of the presence of a typical ocular symptoms 
and recurrent oral ulcers, retinal vasculitis recurred in both 
eyes in spite of treatment with MTX, therefore, initiation 
of adalimumab was proposed. Subcutaneous adalimumab 
injection was then introduced. The patient was 15-year-

old and weighed 57 kg when adalimumab was initiated, 
thus we administered 40 mg every 2 weeks. After 2 months 
BCVA improved in both eyes, to 1.0 RE and 0.7 LE. The 
anterior chamber in both eyes improved to 0 , within 2 
months after beginning adalimumab administration. Pos-
terior synechiae and cataract did not change. Oral ulcers 
and problems with knee did not repeat after adalimumab 
therapy. The inflammation subsided. After three months 
she was taken off local medication. On the first follow up 
SD OCT showed significant improvement (Figure 5) as well 
as after 18 months.

After 12 months with adalimumab we decided to lower 
MTX dosage to 10 mg once per week and she remained 
symptoms free with this lower dose. The follow-up period 
after introduction of adalimumab was 18 months (at the 
time this report was written) and the patient did not ex-
perience any side effects. Her ocular and oral symptoms 
of BD were well controlled.

4. DISCUSSION
Behcet’s disease is a rare entity in pediatric population 

and diagnosis is challenging due to the long time interval 
between disease onset and the development of a clinical 
picture compatible with the BD diagnostic criteria (10). 
In our case child had symptoms of ocular involvement as 
well as oral aphtae and arthralgia for five years before di-
agnosis of incompete BD was established. Very often not 
all symptoms are present at once and that makes clinical 
diagnosis even harder, particulary because the spectrum of 
the differential diagnosis is extremely wide (10). Hopefully, 
introduction and adoption of diagnostic criteria for BD in 
pediatric age will help to improve the diagnostic sensibility 
and delay in diagnostics, as in our case (17).

Although corticosteroids, local and systemic, repre-
sent first line of treatment, they are not recommended 
for prolonged use in children due to side effects.  The 
recommendation for the treatment of pediatric BD has been 
recently updated. In particular, the use of anti-TNFα drugs 
as a second-line option for refractory BD, and as a first-line 
treatment in severe ocular and neurological involvement, 
has demonstrated to be effective in improving the outcome 
of BD patients (10, 18).  In our case child developed cata-
racts due to long use of corticosteroids. Introduction of 
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MTX helped control inflammation and prevent develop-
ment of severe posterior segment complications, although 
did not completely stop inflammatory process. It was im-
portant that adalimumab, although late, was introduced 
before repeated inflammation caused irreversible struc-
tural and functional changes. Increased risks of serious 
infections, lymphoma, or other cancers as side effects of 
TNF- α antagonist have been described. This child did not 
have any side effects but we will continue to follow her.

5. CONCLUSION
Adalimumab is effective for treating children with 

Behçet’s disease-associated uveitis, even when all other 
modalities failed to control inflammation. The use of anti 
TNFa treatment has to become a standard for severe ocular, 
neurological and digestive involvement. We should not wait 
for severe ocular complications before introduction of bio-
logical agents for children with ocular manifestation of BD.

List of abbreviations: BD-Behcet’s Disease, ROU-Re-
current oral ulcerations, GU- genital ulcerations, PEDBD-
pediatric BD, HLA-human leukocyte antigen, BCVA-best 
corrected visual acuity, RE-right eye, LE-left eye, IOP-
intraocular pressure, SD OCT-spectral domain ocular co-
herent tomography, MTX-Methotrexat.
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