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Abstract: Behçet’s disease (BD) is a systemic vasculitis disease of unknown origin occurring in
young people, which can be venous, arterial or both, classically occlusive. Ocular involvement is
particularly frequent and severe; vascular occlusion secondary to retinal vasculitis may lead to rapid
and severe loss of vision. Biologics have transformed the management of intraocular inflammation.
However, the diagnosis of BD is still a major challenge. In the absence of a reliable biological marker,
diagnosis is based on clinical diagnostic criteria and may be delayed after the appearance of the
onset sign. However, therapeutic management of BD needs to be introduced early in order to control
inflammation, to preserve visual function and to limit irreversible structural damage. The aim of
this review is to provide current data on how innovations in clinical evaluation, investigations and
treatments were able to improve the prognosis of uveitis associated with BD.
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1. Introduction

Behçet’s disease (BD) is a systemic inflammatory disease of unknown origin, first
described by Hulusi Behçet, a Turkish dermatologist, in 1937. BD is a systemic form of
vasculitis of all calibers, involving both arteries and veins, affecting the entire body, at the
borderline between autoimmune diseases and auto-inflammatory syndromes [1,2]. BD
features include intraocular inflammation, arthritis, oral and genital ulcerations and skin le-
sions, but multiple visceral localizations (neurological, gastrointestinal and cardiovascular)
may also be involved. The evolution is unpredictable, due to more or less regressive flares.
Uveitis is one of the most severe complications of the disease [3]. Until the late 1990s, the
visual prognosis of patients with BD uveitis was unsatisfactory [4]. Since then, progress in
biologic therapy has transformed visual outcomes.

The aim of this review is to provide current data on how earlier diagnoses based on
clinical evaluation and investigations as well as therapeutic innovations and strategies
have greatly improved the prognosis of uveitis associated with BD.

2. Methodology and Literature Search

We conducted an unsystematic narrative review by selecting articles written in English
and French from PubMed/MEDLINE database published until March 2021. The keywords
used to screen the database were searched in Medical Subject Headings (MeSH) and
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were: (Behçet’s disease) AND (uveitis) AND (diagnosis) OR (prognosis) OR (therapy), and
(Behçet’s disease) AND (biologics) OR (biological agents).

3. Epidemiology of Uveitis Associated with Behçet’s Disease

BD has two main epidemiological characteristics that strongly guide the diagnosis.
Firstly, it is widespread throughout the world but is particularly present in the Mediter-
ranean basin, the Middle East and Asia, following the Silk Road. Average prevalence
rates are 20–420/100,000 inhabitants for Turkey, 2.1–19.5 for other Asian countries, 1.5–15.9
for southern Europe and 0.3–4.9 for northern Europe [5]. Interestingly, immigrants from
regions with a high prevalence of BD keep the same high risk close to that observed in their
countries of origin, highlighting the important role of genetics in BD [5], yet familial cases
are not frequent (less than 5%) [6]. However, a strong link with human leukocyte antigens
(HLA), specifically HLA-B51, was found, but the presence of HLA-B51 is insufficient to
confirm or invalidate BD diagnosis [7]. The second main epidemiological characteristic is
the occurrence of BD in young adults of both genders, most often between 15 and 45 years
old. Occasionally, BD can occur in young people below the age of 16 years in 4 to 26% of
cases and carries a strong genetic component. Boys have the worst outcomes with more
frequent neurological, ocular and vascular disease [8].

4. Prognosis of Behçet’s Disease Uveitis over Time

Ocular involvement is common in BD and is potentially severe, as it is sight-threatening.
BD uveitis may be responsible for a large number of cases of blindness or low vision in
countries where BD has a high prevalence. Several data have shown an improvement
in visual prognosis in treated patients. The oldest studies, before the 1980s, showed an
extremely poor visual prognosis. Mamo demonstrated in 1970 that in 39 BD patients,
the average length of time for blindness in the right or the left eye was approximately
3.6 years [9]. A lower rate of visual loss was described in patients managed after 1990,
interpreted as a reflection of the availability of cyclosporin A. The risk of vision impairment
at 5 and 10 years in male and female patients was 21% versus 10% and 30% versus 17%,
respectively [10]. The same team reviewed the records of patients managed in 1990–1994
and in 2000–2004. Visual acuity at three years was 20/200 or worse in 43/156 (27.6%) eyes
in the first group and 26/201 (12.9%) eyes in the second group (p < 0.001); this trend was
explained by an earlier aggressive therapy notably using conventional Disease-Modifying
Antirheumatic Drugs (cDMARDS) and biologics [11]. However, based on most recent
series, the blindness rate remained between 11 and 25% [12].

5. Diagnosis of Uveitis Associated with Behçet’s Disease

The diagnosis of BD remains a clinical diagnosis of exclusion in the absence of specific
biological or histological markers. In incomplete forms, particularly in the absence of
cutaneous and mucosal lesions or in patients with inaugural uveitis, the diagnosis is
difficult, whereas the visual prognosis depends on the rapid initiation of appropriate
treatment. In low-prevalence areas, the diagnosis may not be established, especially since
uveitis with hypopyon is frequent in uveitis associated with HLA-B27 and other multiple
etiologies may cause retinal vasculitis. It is therefore essential to be able to diagnose BD
as early as possible by recognizing the associated ophthalmologic features and applying
specific and relevant diagnostic criteria both for ocular involvement and systemic disease.

5.1. Diagnosis of Systemic Behçet’s Disease

BD diagnosis is based on clinical classification criteria. The key mucosal features
in BD are oral and genital ulcers, recurrent and disabling [7,13]. Other skin lesions in-
clude pseudofolliculitis or erythema nodosum. Joint involvement is mostly non-erosive
monoarthritis. However, BD is often not diagnosed until several years after the appearance
of the onset sign [14]. Several classification criteria for BD diagnosis exist. The International
Study Group (ISG) criteria, established in 1990, required the presence of oral ulcers and at
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least two other items, including genital ulcer, dermatological lesion, i.e., pseudofolliculitis
and/or erythema nodosum, ocular involvement and/or pathergy phenomenon [15]. Its
sensitivity has been estimated at 85%, linked to the fact that criteria could fail to recognize
atypical and/or early BD clinical presentation, especially since the criterion of oral ulcers
is mandatory [16]. To improve its sensitivity, these criteria were revised in 2013, in the
International Criteria for the Classification of Behçet’s Disease (ICBD), which assigns a
score of 2 points each for ocular lesions, oral ulcers and genital ulcers, and 1 point each
for skin lesions, central nervous system involvement and vascular manifestations. The
pathergy test, when used, was assigned 1 point. A patient scoring ≥ 4 points is classified
as having BD with an estimated sensitivity of 94.8% [17]; the aim is to obtain a definite
and earlier diagnosis in order to avoid severe complications by referring patients to expert
centers to begin appropriate treatment. In countries where BD is rare, like France, diagnosis
seems more probable in patients from geographical areas where BD is highly prevalent;
likewise, BD family history increases the likelihood of diagnosis [7].

5.2. Diagnosis of Uveitis Associated with Behçet’s Disease
5.2.1. Clinical Characteristics and Investigations

Uveitis is the most frequent form of ocular involvement and is described in 28 to 70%
of patients according to the literature [1,18]. Both the anterior and posterior segments of the
eye may be affected. Nonetheless, other uncommon presentations of ocular involvement
are described, such as conjunctival ulcers, episcleritis, scleritis, keratitis, isolated optic
neuritis, papilledema, orbital inflammation and extraocular muscle palsies. The age at
onset is between 20 and 30 years, rarely at 50 years or older. Panuveitis is the most frequent
presentation and is more commonly found in men. Ocular involvement is mostly bilateral,
i.e., around 80%, and can be the initial presentation. Bilateralization can occur and may
be rapid, on average 2 years. A large retrospective Turkish study of 880 patients with
BD uveitis has shown that male patients have a younger age at onset and more severe
disease [10].

BD uveitis has several distinctive clinical features that distinguish it from other uveitic
entities and from other systemic autoimmune diseases. Ocular uveitis is characterized by
recurrent flares of intraocular inflammation. Isolated anterior uveitis is rare and affects
less than 15% of patients. It is clinically manifested by sudden acute onset, visual acuity
decrease, ocular redness, periorbital pain, photophobia and tearing. BD uveitis is always
non-granulomatous, associated with anterior chamber flare and cells. It may be compli-
cated by posterior synechiae. Hypopyon reflects the severity of uveitis. The incidence of
hypopyon in other large series of BD uveitis ranges from 5.4 to 32.4% [19]. Recurrence
of anterior uveitis may be complicated by glaucoma. Ocular hypertonia is the result of
angle closure by anterior synechiae or pupillary closure, inflammation or local or systemic
corticosteroid administration [12].

Posterior ocular involvement is the most frequent and the most severe form of uveitis,
as it affects the visual prognosis. It manifests itself by an isolated decrease in visual acuity
or may be asymptomatic. It can present white-yellowish, hemorrhagic retinitis areas of
variable number and distribution. Their presence may be associated with a severe loss of
vision when the macular area is involved (Figure 1).

Vitreous haze and cells may limit access to the fundus. Vasculitis in BD is frequent
and most of the time venous but can be arterial or both. BD vasculitis is classically
occlusive in nature [19]. These peripheral ischemic areas may be complicated by preretinal
or papillary neovascularization, which may cause retinal hemorrhage, vitreous hemorrhage
or neovascular glaucoma. Macular edema may occur and affect the visual prognosis. In
the case of significant bilateral papilledema, cerebral imaging should be performed to
detect cerebral thrombophlebitis or inflammatory neuropathy. Capillaropathies are seen
on fluorescein retinal angiography [12]. Complications caused by recurrent posterior
inflammatory flares include retinal atrophy, vascular sclerosis, optic atrophy, neovascular
glaucoma and retinal detachment [3].
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Figure 1. (a) Retinal photography of the right eye of a patient with Behçet’s disease showing a 
white infiltrate in the inter-papillomacular area associated with retinal edema and hemorrhage. (b) 
Fluorescein angiography showing vascular staining in the involved area. (c) Two months later, 
retinal photography showing retinal and optic atrophy with resolution of the infiltrate. (d) Two 
months later, spectral domain OCT scan showing atrophy of the inner retinal layers. 

Vitreous haze and cells may limit access to the fundus. Vasculitis in BD is frequent 
and most of the time venous but can be arterial or both. BD vasculitis is classically occlu-
sive in nature [19]. These peripheral ischemic areas may be complicated by preretinal or 
papillary neovascularization, which may cause retinal hemorrhage, vitreous hemorrhage 
or neovascular glaucoma. Macular edema may occur and affect the visual prognosis. In 
the case of significant bilateral papilledema, cerebral imaging should be performed to de-
tect cerebral thrombophlebitis or inflammatory neuropathy. Capillaropathies are seen on 
fluorescein retinal angiography [12]. Complications caused by recurrent posterior inflam-
matory flares include retinal atrophy, vascular sclerosis, optic atrophy, neovascular glau-
coma and retinal detachment [3]. 

Identification of ocular posterior segment involvement is essential for the diagnosis, 
to define severity and prognosis and to monitor response to treatment. Sequential retino-
graphy of transient retinal lesions such as vasculitis or retinal necrosis areas can guide the 
diagnosis. Moreover, localized retinal nerve fiber layer defects not associated with a reti-
nochoroidal scar, in the absence of glaucoma, could guide diagnosis of BD uveitis. They 
are linked to past foci of retinitis, which are transient and resolve without scar formation, 
and so could be missed [20]. 

Fluorescein angiography (FA) is the gold standard imaging modality for retinal vas-
culature. FA is a mandatory tool for the assessment of inflammatory fundus conditions 
due to posterior uveitis; the leakage on FA identifies retinal vasculitis and is a crucial 

Figure 1. (a) Retinal photography of the right eye of a patient with Behçet’s disease showing a white
infiltrate in the inter-papillomacular area associated with retinal edema and hemorrhage. (b) Fluo-
rescein angiography showing vascular staining in the involved area. (c) Two months later, retinal
photography showing retinal and optic atrophy with resolution of the infiltrate. (d) Two months
later, spectral domain OCT scan showing atrophy of the inner retinal layers.

Identification of ocular posterior segment involvement is essential for the diagno-
sis, to define severity and prognosis and to monitor response to treatment. Sequential
retinography of transient retinal lesions such as vasculitis or retinal necrosis areas can guide
the diagnosis. Moreover, localized retinal nerve fiber layer defects not associated with a
retinochoroidal scar, in the absence of glaucoma, could guide diagnosis of BD uveitis. They
are linked to past foci of retinitis, which are transient and resolve without scar formation,
and so could be missed [20].

Fluorescein angiography (FA) is the gold standard imaging modality for retinal vascu-
lature. FA is a mandatory tool for the assessment of inflammatory fundus conditions due
to posterior uveitis; the leakage on FA identifies retinal vasculitis and is a crucial marker
for BD uveitis activity [21]. Specific signs of inflammatory activity include increased retinal
vein tortuosity, vessel wall staining and leakage from retinal vessels and from the optic
disc (Figures 2 and 3). Fern-like capillary leakage is the most characteristic FA finding of
BD uveitis and may be present even when uveitis seems inactive.
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Figure 3. Late phase of ultra-wide field fluorescein angiography showing peripheral capillaropathy and vasculitis in the
macular area responsible for visual acuity loss during Behçet’s disease uveitis.

Optical Coherence Tomography (OCT) is based on an optical phenomenon, combining
the analysis of wavelengths of reference light and light reflected by the structures of the
eye. OCT produces axial section images of the fundus. OCT is complementary to FA,
in particular to diagnose and to monitor macular complications such as macular edema,
retinal cysts, retinal serous detachment, epiretinal membranes, vitreomacular traction,
foveal atrophy and macular holes [22].

5.2.2. Strategy for Definite and Earlier Diagnosis of Behçet’s Disease Uveitis

As described above, BD uveitis diagnosis is usually established in the presence of
a coherent ocular clinical presentation and extraocular manifestations according to clas-
sification criteria. The different symptoms of BD can develop over several years [23].
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Furthermore, uveitis could be the first manifestation of the disease, reported in 6–20%
of patients [10,24,25], when extraocular manifestations of the disease may not yet have
appeared. Recently, Tugal-Tutkun et al. proposed an algorithm to allow BD uveitis to be
diagnosed solely on ophthalmological criteria. In this study, the most relevant signs for the
BD uveitis diagnosis in patients with vitritis were: presence of foci of retinitis, occlusive
retinal vasculitis, diffuse retinal capillary leakage on FA and absence of granulomatous
anterior uveitis or choroiditis. However, these findings need to be confirmed in larger
patient cohorts. Even though relapsing-remitting course showed a high clinical value, this
criterion was not relevant in this retrospective evaluation because patients were treated
before spontaneous resolution [26].

FA remains the gold standard to diagnose and monitor BD uveitis. However, it is
a time-consuming procedure that requires the injection of a fluorescent dye, which may
be associated with severe allergic reaction. As a result, FA in clinical practice cannot be
performed as often as necessary to best monitor the activity of patients with BD uveitis
and therapeutic adaptation. In contrast, OCT is a non-invasive tool used to visualize the
fundus. Furthermore, OCT can provide useful markers of previous posterior ocular flares
such as outer plexiform layer elevations associated with focal inner nuclear layer collapse
(Figure 4) [27]; this could help with retrospective diagnosis in case of clinical suspicion.

J. Clin. Med. 2021, 10, x FOR PEER REVIEW 6 of 22 
 

 

5.2.2. Strategy for Definite and Earlier Diagnosis of Behçet’s Disease Uveitis 
As described above, BD uveitis diagnosis is usually established in the presence of a 

coherent ocular clinical presentation and extraocular manifestations according to classifi-
cation criteria. The different symptoms of BD can develop over several years [23]. Further-
more, uveitis could be the first manifestation of the disease, reported in 6–20% of patients 
[10,24,25], when extraocular manifestations of the disease may not yet have appeared. Re-
cently, Tugal-Tutkun et al. proposed an algorithm to allow BD uveitis to be diagnosed 
solely on ophthalmological criteria. In this study, the most relevant signs for the BD uve-
itis diagnosis in patients with vitritis were: presence of foci of retinitis, occlusive retinal 
vasculitis, diffuse retinal capillary leakage on FA and absence of granulomatous anterior 
uveitis or choroiditis. However, these findings need to be confirmed in larger patient co-
horts. Even though relapsing-remitting course showed a high clinical value, this criterion 
was not relevant in this retrospective evaluation because patients were treated before 
spontaneous resolution [26]. 

FA remains the gold standard to diagnose and monitor BD uveitis. However, it is a 
time-consuming procedure that requires the injection of a fluorescent dye, which may be 
associated with severe allergic reaction. As a result, FA in clinical practice cannot be per-
formed as often as necessary to best monitor the activity of patients with BD uveitis and 
therapeutic adaptation. In contrast, OCT is a non-invasive tool used to visualize the fun-
dus. Furthermore, OCT can provide useful markers of previous posterior ocular flares 
such as outer plexiform layer elevations associated with focal inner nuclear layer collapse 
(Figure 4) [27]; this could help with retrospective diagnosis in case of clinical suspicion. 

 

 

(a) (b) 

 

 

(c) (d) 

Figure 4. (a) Retinal photography of the right eye showing area of whitish retinal necrosis related
to Behçet’s disease and (b) its appearance on OCT as focal inner nuclear layer thickening; (c) its
resolution 2 months later and (d) its appearance on OCT as focal inner nuclear layer collapse.
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A more recent technology, Enhanced Depth Imaging OCT (EDI-OCT) provides de-
tailed and measurable images from the choroid. A recent study demonstrated that sub-
foveal choroidal thickness might reflect macular vasculitis or inflammation; its measure-
ment could be a noninvasive tool to investigate macular inflammation activity in BD
uveitis [28]. However, it should be noted that a study with contradictory results, showing
no increase in thickening of choroid during active BD uveitis, was also published [29].

A major limitation of FA is its inability to image the entire retinal capillary system. Op-
tical Coherence Tomography Angiography (OCTA) is an innovative and recent technique
in ophthalmology. OCTA is a fast, noninvasive diagnostic imaging technique, detecting
movement in blood vessels, without dye injection and allows depth-resolved visualization
of the retinal and choroidal vasculature. Several studies have recently investigated its role
in describing microvascular changes in BD uveitis. OCTA has been found to allow better
visualization of microvascular macular area changes such as capillary dropout, increased
foveal avascular zone, telangiectasias, shunts and areas of neovascularization in compari-
son with FA in eyes with active BD uveitis. The deep capillary plexus seems to be more
affected than the superficial capillary plexus [30–32]. However, FA remains essential to
detect retinal vascular and capillary leakage at the macular area and at the peripheral retina
and to affirm uveitis activity [33]; although OCTA can detect areas of retinal ischemia, it is
not able to identify retinal vasculitis.

Furthermore, several recent publications analyzed with interest changes in retinal
microvascularization in BD patients without uveitis, before the emergence of evident
clinical findings. Parafoveal microvasculature seems to be involved in BD patients with
uveitis and in BD patients without uveitis [34–37]; likewise, peripapillary microvascular
changes could be detected by OCTA in BD patients without clinical ocular involvement [38].
FA was performed to ensure absence of any vascular leakage or subclinical vasculitis [34].
In one study published in 2019, no difference was observed in any measurement between
BD patients without uveitis and healthy controls (51 eyes from BD patients without uveitis
vs. 53 eyes from healthy individuals) [39]. Large-scale studies are needed to clarify the role
of OCTA. However, this non-invasive and rapid technique seems to provide a benefit for
BD patients in diagnosis, follow-up and prognosis of associated uveitis and could even
provide an additional argument for patients with suspected BD. It can also improve the
assessment of a known disease without ocular damage and can consequently modify the
treatment decision.

Conventional color retinography and FA are limited in their field of view. Most fundus
cameras can capture a maximum of 60◦ of the entire fundus at a time. While a mosaic can
be performed to enlarge field of view, the entire fundus cannot be imaged simultaneously.
Ultra-wide-field imaging, providing a 200◦ angle of photographic, autofluorographic and
angiographic ocular fundus views, has recently been introduced in ophthalmology. In
a prospective observational study of 23 patients with non-infectious retinal vasculitis,
the authors showed that disease activity and uveitis management were changed when
ultra-wide-field angiography was added to standard imaging (60◦) [40]. In the future, it
is likely to become an essential tool for the diagnosis, treatment and follow-up of retinal
vasculitis, in particular when associated with BD. However, additional studies are needed
to clarify how this improved identification of otherwise unrecognized peripheral retinal
changes will impact treatment decisions, patient prognosis and outcomes [41,42].

The laser flare meter can be used to monitor the degree of inflammation, as its values
would correlate with the amount of vascular leakage visible on FA [43].

6. Treatment Modalities and Perspectives
6.1. Treatment Aims

BD prognosis is dominated by ocular, neurological and vascular damage, with a poor
functional and/or vital prognosis. Ocular involvement is severe and frequent, rapidly in-
volving the visual prognosis. The incidence of ophthalmological impairment in BD patients
is close to 70% [3]. It is characterized by acute flare-ups that may regress spontaneously.
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During periods of remission, the eyes are calm or mildly inflammatory. The objectives of
therapeutic management of BD uveitis are to rapidly and effectively control inflammation
in order to preserve visual function and limit irreversible structural damage, but also to
treat the chronic subclinical inflammation, to prevent relapses and ocular complications,
to limit ophthalmological and general side effects of iatrogenic causes and to control the
associated systemic manifestations [44,45]. A multidisciplinary team and approach are
essential. Furthermore, care and follow-up of ocular involvement should be handled by an
ophthalmologist familiar with chronic ocular inflammatory diseases.

6.2. Conventional Immunosuppressants

Azathioprine and cyclosporin A are the only two immunosuppressants evaluated in
randomized controlled trials (RCT). Azathioprine (2.5 mg/kg/day), in a large placebo-
controlled trial, led to significantly reduced hypopion uveitis relapses and new eye disease
after 24 months. In the azathioprine group, no serious adverse events were reported,
whereas in the placebo group, one patient died of pulmonary artery aneurysm [46]. Cy-
closporin A was evaluated in three RCT [47–49]. The response rates reported were between
80 and 91%, but side effects were frequent [47–51]. Cyclosporin A was more effective than
cyclophosphamide [49]. However, its side effects, in particular nephrotoxicity, may cur-
rently limit its use in an uveitis context [52]. A 15-year longitudinal study using methotrex-
ate (7.5–15 mg/week) showed visual acuity improvement and decrease in 46.5% and 37.2%
of patients with BD uveitis, respectively [53]. However, methotrexate, mycophenolate
mofetil and tacrolimus are not usually used in BD uveitis management. Alkylating agents
are not recommended anymore due to their safety profile, in particular, malignancies and
infertility. Biologics appear to be more effective and safer [54].

6.3. Interferons

Interferons are cytokines that can be synthesized by most cells and have antiviral,
antiproliferative and immunomodulatory properties. Their efficacy and tolerance were
analyzed in BD patients [55–57]. Several studies emphasized the efficacy and tolerance of
interferon α2a (IFN-α2a) in adults and in children with BD uveitis [58–64]. First treatment
modalities, i.e., doses ranging from 3 to 9 million UI daily versus thrice a week regimen,
duration administration and corticosteroid tapering vary widely among studies. Subcuta-
neous IFN-α2a (3 million UI thrice a week) is effective and safe for the long-term manage-
ment of refractory BD uveitis. It has a potent corticosteroid-sparing effect [65]. A partial or
complete response is estimated in around 90% of treated BD uveitis patients [54]. Moreover,
it would also allow in some cases long-term remission even after discontinuation [66–68].
However, IFN-α2a production was recently stopped and it is no longer commercially avail-
able. Pegylated interferon-alpha-2a (PEG-IFN-α2a), administered once a week, remains
available. In an RCT, adding PEG-IFN-α2a to the drug regimen of BD patients with or
without ocular involvement did not significantly reduce the cortico-dependence threshold
at 1 year. However, in patients on corticosteroids at baseline, post hoc analysis demon-
strated that adding PEG-IFN-α2a reduced the corticosteroid dose required for significant
improvement in quality of life [69]. Small case series reported IFN-α2b or IFN-α2a efficacy
in BD uveitis [70,71], even though IFN-α2a was described to be more effective than IFN-
α2b [72]. Further studies are needed on the pegylated form efficacy on active disease and
maintenance therapy of BD uveitis. The main limitation of interferon treatment is tolerance,
with the occurrence of a frequent flu-like syndrome and severe psychological disorders
that can lead to suicide attempts [66]. However, compared with anti-TNFα agents, it does
not promote severe infection, especially tuberculosis.

6.4. Anti-TNFα Agents

Biologics have dramatically changed BD uveitis management, although their use is
based on uncontrolled studies with few randomized controlled trials [73]. In a recent
retrospective study, ocular inflammation was controlled earlier with anti-TNFα agents
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compared to cDMARD in non-anterior non-infectious uveitis, and better corticosteroid
sparing was achieved [74]. Currently, five anti-TNFα agents are available; infliximab and
adalimumab are the two mainly used in BD uveitis.

Infliximab is a murine–human chimeric monoclonal antibody (mAb) against soluble
and transmembrane forms of TNFα. In BD, the usual dose is 5 mg/kg, intravenously,
which may be increased to 10 mg/kg. Infusions are repeated after 2 and 6 weeks and then
every 4 to 6 weeks. Infliximab was first reported for ocular inflammation in BD in 2001 [75].
Then, the published evidence consisted mainly in reports of the open use of infliximab. A
retrospective comparison of infliximab vs. cyclosporin A during the first 6-month treatment
period in BD showed infliximab to be more effective in reducing acute episodes of BD
uveitis, although no significant improvement was observed in visual acuity [76]. After
infliximab, a rapid improvement of visual acuity and decrease of ocular inflammation
starting at 24 h was almost always reported among 158 patients [77]. In 89% of these
patients, significant reduction of uveitis relapses was observed. Despite the lack of RCTs,
infliximab was approved in Japan for the treatment of “Behçet’s disease complicated with
refractory uveoretinitis, which does not respond to conventional therapies” (Osaka, Japan,
26 January 2007, JCN Newswire). Moreover, a prospective comparative study comparing
acute panuveitis relapses in BD management showed that infliximab (5 mg/kg), at the
onset of uveitis, is significantly faster in controlling ocular inflammation than intravitreal
triamcinolone (4 mg) or high-dose methylprednisolone (3 day, 1 g/d) [78]. Control of acute
ocular inflammation in BD is mandatory to avoid permanent loss of vision; therefore, an
intravenous infliximab infusion should always be considered for BD panuveitis relapses.
No studies comparing infliximab and IFN-α2a have been published; however, a recent
meta-analysis showed similar remission rates, with a sustained remission rate higher in
the IFN-α2a group (71%) compared to infliximab (43%). Infliximab has a more rapid
onset of action; rates for improving visual acuity were 46% for IFN-α2a and 76% for
infliximab. Withdrawal rates due to side effects were similar, i.e., 5.5% (INF-α2a group) vs.
5% (infliximab group) [79].

Adalimumab is a fully human mAb binding TNFα. The benefit of adalimumab is
subcutaneous administration at a dose of 40 mg every 2 weeks in adults after a loading
dose of 80 mg in uveitis. Adalimumab was approved in 2016 for use in the management of
non-infectious intermediate, posterior and panuveitis. Adalimumab efficacy and safety
in BD uveitis have been progressively reported. Adalimumab was first successfully used
in case series [80–82], and then in several retrospective studies [83–85]. The two RCTs vs.
placebo VISUAL I and VISUAL II evaluated efficacy and safety of adalimumab in active
and inactive non-infectious uveitis of any etiology, respectively [86,87]; there were too few
BD uveitis patients to be analyzed specifically.

A recent meta-analysis was conducted to assess the effectiveness and safety of anti-
TNFα agents in the management of BD uveitis among 18 clinical trials, i.e., 3 prospective
and 15 retrospective studies, from January 2010 to December 2019, with a minimum follow-
up of 6 months and at least 10 patients with BD uveitis. The overall uveitis remission rate
was 68% (95% CI 0.59 to 0.79), visual acuity improvement rate was 60% (95% CI 0.47 to
0.77) and central macular thickness decrease was 112.70 µm (95% CI 72.8 to 153.0) with
a significant corticosteroid-sparing effect. In this review, 2.62% of patients had serious
side effects [88]. Furthermore, Vallet et al. retrospectively evaluated the adalimumab
and infliximab efficacy in 160 refractory uveitis, including 36% of BD uveitis. These two
anti-TNFα agents appeared to be similar in terms of efficacy and BD uveitis was linked to
a 3-fold increase in the complete response rate [89].

In case of failure of a first anti-TNFα agent, a switch to another can be useful. In
124 BD patients described by Vallet et al., 31 patients received a second line of anti-TNFα
agent due to lack of efficacy, side effects or patients’ decision. Concerning ocular manifes-
tations, complete and partial responses were reported in 12 (67%) and 5 (28%) patients,
respectively [90]. An observational multicenter study was recently conducted, comparing
the efficacy of infliximab and adalimumab as a first-line treatment in refractory BD uveitis.
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In both groups (103 infliximab patients and 74 adalimumab patients), after 1 year, all ocular
parameters improved, with a significant difference in best-corrected visual acuity, anterior
chamber inflammation and vitritis in the adalimumab group, compared to the infliximab
group. However, a faster improvement of anterior chamber inflammation and vitritis was
described with infliximab, even though the adalimumab group did not receive a loading
dose. A higher retention rate was observed in the adalimumab group (95.24% vs. 84.95%;
p = 0.042); infliximab and adalimumab were stopped due to lack of efficacy in 17.5% and
in 14.9%, respectively. Interestingly, no significant difference was reported between the
two treatments for improvement of vasculitis and macular edema [91].

The cumulative retention rate of adalimumab in 54 BD uveitis patients was evaluated
at 76.9% at 12 months and at 63.5% at 48 months of follow-up. It was not modified
by the use of concurrent DMARDs or by different lines of biologic agents. Moreover,
retention rates were not lower in cases of known negative prognostic factors for BD ocular
involvement, such as male gender, early age at disease onset and the duration of uveitis [92].
Similarly, the cumulative retention rates of infliximab in 40 BD uveitis patients at 12-, 24-,
60- and 120-month follow-up were 89.03%, 86.16%, 75.66% and 47.11%, respectively, not
modified by the use of concomitant DMARDs or by negative known prognostic factors.
A significantly lower retention rate was observed when infliximab was administered
following other biologics. At 10-year follow-up, discontinuation was due to: secondary
failure (six patients), primary failure (two patients), side effects (four patients), prolonged
disease remission (two patients) and switch to subcutaneous treatment (one patient) [93].
Recently, Horiguchi et al. showed that infliximab monotherapy was effective and not
inferior to combination therapies, i.e, colchicine or corticosteroids for refractory BD uveitis
over a 10-year follow-up [94].

In case of inefficacy of infliximab, an increased dose or an increased frequency of
administration was described in BD uveitis management [91]. Similarly, for adalimumab,
an increased frequency of administration, i.e., weekly, was recently described in uveitis,
with encouraging results but not specifically in this indication [95,96].

Etanercept is a fusion protein, which is a soluble receptor binding soluble TNFα and
preventing it from binding to target cells. Etanercept has lower efficacy for uveitis treatment
than anti-TNFα antibodies [97].

Golimumab is a fully human anti-TNFα mAb. Several case reports and series re-
ported successful control of severe uveitis, especially in juvenile idiopathic arthritis and
BD [98–102].

Certolizumab pegol is a pegylated recombinant humanized mAb against TNFα. Pegy-
lation leads to its delayed elimination. Data on use of certolizumab-pegol for BD uveitis
are currently limited.

Anti-TNFα agents are associated with an increased risk of tuberculosis [103]. Screen-
ing for latent tuberculosis is recommended for all patients before starting therapy. Severe
opportunistic infections, in particular those with intracellular microorganisms, may oc-
cur. Demyelinating events, including exacerbations of preexisting multiple sclerosis, were
reported [104–108]. There is no evidence for an increased risk of solid tumor or lymphopro-
liferative disease with anti-TNFα agents [109,110], except non-melanoma skin cancer [111].
All anti-TNFα agents can induce antinuclear antibodies; however, the development of
anti-TNFα-induced lupus is more rarely reported. Local complications at the drug admin-
istration site have been frequently observed. Anti-TNFα agents may induce neutralizing
antibodies, resulting in loss of efficacy and the appearance of infusion reactions [112]. New
onset and worsening of congestive heart failure have been described [109]. Sarcoidosis is
a rare and paradoxical side effect during anti-TNFα treatment, as well as occurrence of
psoriasis [97].

6.5. Peri or Intraocular Treatment

Intravitreous or periocular injections of corticosteroids as adjuvant treatment in addi-
tion to systemic treatment could be proposed in the event of unilateral flare. Intra-ocular
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pressure elevation and cataract development are the main side effects in addition to the
absence of systemic disease control. This option can be used as a bridging therapy await-
ing escalation in therapy or in rare cases of absolute contraindication to some systemic
therapies [113].

A first study of 15 patients with BD uveitis treated with intravitreal infliximab injec-
tions (1.5 mg intravitreal infliximab) showed a significant improvement in visual acuity,
with a significant decrease in retinal vasculitis, retinitis and macular thickness [114]. Simi-
larly, a second study showed that intravitreal infliximab appeared to be safe and effective
in treating uveitis in 20 BD patients [115]. However, contradictory results regarding its
safety and efficacy have also been reported in a more recent study in 16 patients. Four eyes
developed severe immunological reaction and failure to control inflammation was de-
scribed in the majority of eyes [116]. Intravitreal adalimumab was not successful in chronic
refractory cystoid macular edema, i.e., reduction of central retinal thickness and improve-
ment of visual acuity [117]; no ocular or systemic adverse events were observed. Then,
intravitreal adalimumab was shown in a very small patient population to be effective in
improving the best-corrected visual acuity, controlling inflammation, limiting uveitis flare
and decreasing macular edema in non-infectious uveitis, including BD uveitis [118,119].
Otherwise, contradictory results concerning the safety of intravitreal adalimumab have
been reported [117,120–122]. Further studies regarding the concentration and toxic effects
of intravitreal anti-TNFα agents are required, although their efficacy is uncertain.

Intravitreal bevacizumab was shown to be well tolerated and an effective supplemen-
tary therapy for chronic uveitis cystoid macular edema, particularly in BD; however, the
median period of efficacy was short [123].

6.6. Retinal Laser Photocoagulation

Development of optic disc neovascularization is a severe complication of BD uveitis.
Although scatter laser photocoagulation may be necessary in eyes with extensive retinal
ischemia, inflammatory mechanisms seem to be essential in its pathogenesis. Therefore, in
these cases, treatment intensification is appropriate and laser photocoagulation should be
avoided [44].

6.7. BD Uveitis Management Recommendations

Due to its severity, BD uveitis was the first uveitis for which anti-TNFα agents were rec-
ommended [124]. EULAR recommendations on BD treatment were recently updated [79];
likewise, French recommendations were recently proposed [7,125]. In case of posterior seg-
ment ocular involvement, glucocorticoids should never be used alone. Systemic immuno-
suppressive agents such as azathioprine, cyclosporin A, IFN-α, infliximab or adalimumab
should be proposed, depending on the risk of infection such as tuberculosis with anti-
TNFα agents, tolerability of IFN-α2a, physicians’ experience and reimbursement policies.
Patients presenting with an initial or recurrent episode of acute sight-threatening uveitis
should be treated with high-dose glucocorticoids and infliximab or interferon-alpha [79].
French recommendations stated that in case of sight-threatening involvement, patients
must be treated with high doses of corticosteroids associated with anti-TNFα or IFN-α;
intravenous infliximab (5 mg/kg at weeks 0, 2, 6 and then every 4 to 6 weeks) or subcuta-
neous adalimumab (80 mg dose initially, then 40 mg/15 days) can be used [7]. Intravitreal
corticosteroid injection is a therapeutic option in patients with unilateral flare as an adjunct
to systemic treatment [7,79].

In isolated anterior uveitis, treatment is based on topical corticosteroids. However,
systemic immunosuppressants could be considered, such as azathioprine, if there are
factors of higher risk of more severe disease, such as young age, early onset of the disease
and male gender [7,79].

During BD uveitis management, decrease or withdrawal of immunosuppressive or
immunomodulating treatment should be considered only after a 2-year remission, and an
expert examination is advised [7]. How to stop immunosuppressive drug in BD uveitis
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has not yet been defined. Martín-Varillas et al. proposed a strategy to progressively taper
adalimumab in BD, by increasing the delay between each injection by one week, which
allowed the control of ocular inflammation and resulted in fewer side effects [126]. Figure 5
summarizes the management of severe BD.
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6.8. Biologics beyond Anti-TNFα Agents
6.8.1. Anti-Interleukin-6 Agents

Tocilizumab (TCZ) is a humanized anti-interleukin-6 (IL-6) receptor mAb, inhibiting
IL-6 pathway to prevent IL-6 from binding to its receptor. TCZ is authorized worldwide for
various inflammatory diseases, such as rheumatoid arthritis, giant cell arteritis and Still’s
disease. It is available intravenously monthly or subcutaneously weekly. IL-6 inhibitors
may be effective in the management of posterior uveitis and macular edema in BD uveitis.
In the prospective STOP-Uveitis study, intravenous TCZ was found to be safe and equally
effective in both naïve and previously treated patients with non-anterior non-infectious
uveitis, mostly idiopathic, i.e., one BD uveitis among 37 [127]. TCZ has also shown, in
a retrospective study, its efficacy in 5 cases of BD uveitis refractory to IFN-α and anti-
TNFα agents, when administered intravenously, i.e., 8 mg/kg [128], and in 11 cases of BD
uveitis refractory to anti-TNFα agents [129]. In this last study, TCZ was only effective in
extraocular manifestations among three patients. Furthermore, a recent review concluded
that TCZ represented a promising therapy for refractory ocular-, neuro- and vasculo-BD,
but was not recommended for mucocutaneous and articular involvement [130]. TCZ
seems to be useful in refractory macular edema treatment associated with non-infectious
uveitis. Vegas-Revenga et al. showed, in a multicenter retrospective study, significant
macular edema reduction and visual acuity improvement in 25 patients, including 7 with
BD uveitis [131].
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An increased risk of infection is the most frequent serious side effect reported, es-
pecially gastrointestinal events. Anti-IL-6 agents have been associated with elevations
in serum concentrations of transaminases, pancreatitis, gastrointestinal perforations in
patients with preexisting risk factors and increased serum lipid concentration [132]. Inter-
estingly, a study in rheumatoid arthritis patients showed a low immunogenicity of TCZ,
whether or not there was an association with conventional immunosuppressants [133].

6.8.2. Anti-Interleukin-1 Agents

Three anti-interleukin-1 (IL-1) agents have been studied in BD treatment: anakinra,
an IL-1 receptor antagonist protein; canakinumab, a human anti-IL-1β mAb; and gevok-
izumab, a humanized anti-IL-1β mAb. Their place in the management of BD uveitis
remains unclear, based on contradictory findings in the literature. In a recent randomized,
double-masked, placebo-controlled trial in patients having recently experienced a BD
uveitis exacerbation (40 subcutaneous gevokizumab vs. 43 placebo), gevokizumab did not
significantly reduce the median time to relapse [134]. However, in a previous open-label
study, a single gevokizumab infusion resulted in a rapid and sustained reduction in ocular
inflammation in seven patients with refractory BD uveitis [135]. These encouraging results
were then confirmed in a prospective, open-label, randomized phase 2 trial in 21 BD uveitis
patients treated with gevokizumab every 4 weeks intravenously or subcutaneously [136].

Furthermore, anakinra showed control of ocular inflammation in three out of four BD
uveitis refractory to anti-TNFα agents. However, patients experienced relapse over
time [137]. In a retrospective multicenter study, anakinra and canakinumab were shown to
be efficacious and safe in 73% out of 30 patients, including 16 with BD uveitis, even though
patients could benefit from therapeutic adaptation or switch to the other anti-IL-1. Side
effects were, in all cases, represented by local cutaneous reactions [138]. In an observa-
tional study, anakinra or canakinumab were studied in 19 BD uveitis and improved retinal
vasculitis and decreased the rate of uveitis relapses, i.e., from 200/100 patients per year
to 48.87/100 patients per year during 12 months; no significant effect was measured in
macular thickness and visual acuity [139].

6.8.3. Anti-Interleukin-17 Agents

In active BD uveitis, anti-interleukin-17A (IL-17A) has been found to be significantly
upregulated in human peripheral blood mononuclear cells. Secukinumab, the only anti-IL-
17 agent studied in uveitis management to date, is a fully human mAb [140]. It was studied
subcutaneously against placebo in three RCTs. The SHIELD study analyzed 118 non-
anterior BD uveitis, while the INSURE study analyzed 31 non-anterior non-BD uveitis and
the ENDURE study analyzed 125 quiescent non-anterior non-BD uveitis. In the SHIELD
study, the primary endpoint, i.e., the reduction in rate of uveitis recurrence did not meet
statistical significance, as in the other two studies. However, the secondary efficacy data
from SHIELD and INSURE could suggest a potential benefit of secukinumab in reducing
the use of concurrent immunosuppressants [141].

Nevertheless, a prospective study suggested the efficacy of intravenous secukinumab
in active chronic non-infectious uveitis which required systemic immunosuppression in
16 patients, including one BD uveitis [142]; similarly, in a subsequent prospective study,
intravenous secukinumab was observed to be more effective and tolerated in patients with
non-infectious uveitis who required corticosteroid-sparing immunosuppressive therapy,
compared with subcutaneous secukinumab in 37 patients without BD uveitis [143].

In a retrospective multicenter study evaluating 15 BD patients, refractory to treatment
with colchicine, DMARDs and at least one anti-TNFα agent, the efficacy and safety of
secukinumab have been reported in the treatment of mucosal and articular manifestations.
At the time of secukinumab introduction, one patient with active anterior uveitis did not
experience ocular relapse throughout follow-up [144].
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These conflicting results may indicate that the strategy of blocking Il-17 may still
be useful in the management of uveitis, probably by adjusting the dose received and
controlling plasma therapeutic levels according to the route of administration.

6.8.4. Anti-Interleukin-12/23 Agents

Ustekinumab is a fully humanized mAb with high affinity for IL-12 and IL-23, which
seems to play a crucial role in non-infectious uveitis [145]. Promising results for uveitis
associated with inflammatory bowel disease and psoriatic arthritis were reported [146–148].
Efficacy data on BD uveitis is not yet known. STELABEC-2, a phase 2 open-label study
evaluating active posterior and pan-uveitis in BD uveitis, has finished recruiting patients,
but results are not yet published (clinicaltrials.gov). Moreover, ustekinumab seems to be
effective in controlling colchicine-resistant oral ulcers associated with BD [149,150].

6.8.5. Other Biologics

Rituximab, B cell targeted therapy, is a chimeric mAb against CD20. Davatchi et al.,
in 2010, successfully tested, in a single blind randomized control study, the efficacy of
rituximab associated with methotrexate vs. a combination of pulse cyclophosphamide and
azathioprine in improving BD ocular involvement; no significant difference was observed
between groups [151].

Alemtuzumab is a humanized mAb anti-CD52, able to induce a rapid and long-
term B and T cell depletion. In a first study, 18 patients received a single infusion of
alemtuzumab, including five BD patients with ocular involvement; complete or partial
remission was described for all these patients at 6 months of follow-up. All patients
received an antifungal and antiviral prophylactic treatment [152]. In another retrospective
long-term study, 32 patients with BD received 60 courses of alemtuzumab between 1994
and 2013. Twenty-one patients presented ocular involvement and all of them achieved
remission. Thyroid dysfunction was a frequent side effect, i.e., seen in 25% of patients.
Antiviral and antifungal prophylaxis was also systematically administered [153].

Abatacept, T cell targeted therapy, is a recombinant fusion protein which can block
CD-80 and CD-86 on antigen-presenting cells, necessary for its activation. Short-term
efficacy was described in a case report of refractory BD-associated scleritis [154].

Daclizumab is a humanized mAb binding the CD25 unit of IL-2 receptor, which was
studied during a randomized, placebo-controlled trial in 17 BD patients. Daclizumab was
not superior in preventing relapse and tapering immunosuppressive drugs compared with
placebo [155]. In 2018, it was withdrawn from the market after reports of autoimmune
encephalitis [156].

6.8.6. Targeted Synthetic Disease-Modifying Antirheumatic Drugs

Targeted synthetic Disease-Modifying Antirheumatic Drugs (tsDMARDs) comprise
several types of agents such as phosphodiesterase inhibitors and kinase inhibitors. Their
small size gives them a high level of bioavailability and moreover tsDMARDs have a low
rate of immunogenicity [157].

Anti-Janus Kinase

Tofacitinib is an anti-Janus Kinase (JAK) 1/3 inhibitor, approved for autoinflamma-
tory diseases such as rheumatoid arthritis, ulcerative colitis and psoriatic arthritis. A
first study of 13 patients with refractory BD suggested its safety and possible efficacy in
vascular and articular involvement. No ocular involvement was described and patients
with gastrointestinal-BD responded poorly [158]. In a case series including two patients,
tofacitinib appeared to be a potential new treatment option for refractory, non-infectious
idiopathic uveitis or scleritis [159]. Encouraging preliminary results have recently been
reported in uveitis associated with juvenile idiopathic arthritis [160,161].
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Apremilast

Apremilast is a phosphodiesterase 4 inhibitor modulating cytokines that are up-
regulated in BD. Its efficacy has been demonstrated in BD oral ulcers in phase 2 and
3 randomized placebo-controlled trials and it is now approved in this indication. Neverthe-
less, its possible role in the management of BD uveitis has not been studied yet [162–164].

7. Conclusions

Despite diagnostic and therapeutic innovations, BD uveitis remains a severe condi-
tion. Biologics have transformed the management of intraocular inflammation, but in
the absence of a reliable biological marker and possible subclinical ophthalmological in-
volvement, the early diagnosis of BD remains a major challenge. Improvements in ocular
multimodal imaging will probably allow a better evaluation of patients. However, there
are still cases of BD uveitis that are refractory to the recommended treatment and studies
comparing the different existing biologics will help to improve management. The thera-
peutic armamentarium is expanding, with probably useful alternatives to anti-TNFα or
interferons. However, some questions remain unanswered, such as treatment duration and
long-term strategies.
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36. Çömez, A.; Beyoğlu, A.; Karaküçük, Y. Quantitative analysis of retinal microcirculation in optical coherence tomography
angiography in cases with Behçet’s disease without ocular involvement. Int. Ophthalmol. 2019, 39, 2213–2221. [CrossRef]

37. Pei, M.; Zhao, C.; Gao, F.; Qu, Y.; Liang, A.; Xiao, J.; Zhang, M. Analysis of Parafoveal Microvascular Abnormalities in Behcet’s
Uveitis Using Projection-Resolved Optical Coherence Tomographic Angiography. Ocul. Immunol. Inflamm. 2019, 1–6. [CrossRef]

38. Karalezli, A.; Kaderli, S.T.; Sul, S.; Pektas, S.D. Preclinical ocular features in patients with Behçet’s disease detected by optical
coherence tomography angiography. Eye 2020, 1–8. [CrossRef]

39. Koca, S.; Onan, D.; Kalaycı, D.; Allı, N. Comparison of Optical Coherence Tomography Angiography Findings in Patients with
Behçet’s Disease and Healthy Controls. Ocul. Immunol. Inflamm. 2020, 28, 806–813. [CrossRef]

40. Leder, H.A.; Campbell, J.P.; Sepah, Y.J.; Gan, T.; Dunn, J.P.; Hatef, E.; Cho, B.; Ibrahim, M.; Bittencourt, M.; Channa, R.; et al.
Ultra-wide-field retinal imaging in the management of non-infectious retinal vasculitis. J. Ophtalmic Inflamm. Infect. 2013, 3, 30.
[CrossRef]

41. Cunningham, E.T., Jr.; Munk, M.R.; Kiss, S.; Zierhut, M. Ultra-Wide-Field Imaging in Uveitis. Ocul. Immunol. Inflamm. 2019, 27,
345–348. [CrossRef] [PubMed]

42. Mesquida, M.; Llorenç, V.; Fontenla, J.R.; Navarro, M.J.; Adán, A. Use of ultra-wide-field retinal imaging in the management of
active Behçet retinal vasculitis. Retina 2014, 34, 2121–2127. [CrossRef] [PubMed]

43. Tugal-Tutkun, I.; Cingü, K.; Kir, N.; Yeniad, B.; Urgancioglu, M.; Gül, A. Use of laser flare-cell photometry to quantify intraocular
inflammation in patients with Behçet uveitis. Graefe Arch. Clin. Exp. Ophtalmol. 2008, 246, 1169–1177. [CrossRef] [PubMed]

http://doi.org/10.1111/jdv.12107
http://doi.org/10.3109/09273948.2012.723112
http://www.ncbi.nlm.nih.gov/pubmed/23030353
http://doi.org/10.3109/09273948.2013.795228
http://www.ncbi.nlm.nih.gov/pubmed/23730816
http://doi.org/10.1016/j.ajo.2014.11.029
http://www.ncbi.nlm.nih.gov/pubmed/25461299
http://doi.org/10.1038/eye.2014.138
http://doi.org/10.1080/09273948.2016.1205100
http://doi.org/10.1097/MD.0b013e318211bf28
http://www.ncbi.nlm.nih.gov/pubmed/21358436
http://www.ncbi.nlm.nih.gov/pubmed/397657
http://doi.org/10.1016/j.preteyeres.2007.09.002
http://doi.org/10.1080/09273948.2020.1736310
http://doi.org/10.1167/iovs.18-24348
http://www.ncbi.nlm.nih.gov/pubmed/30025143
http://doi.org/10.1038/s41598-019-45149-4
http://www.ncbi.nlm.nih.gov/pubmed/31197217
http://doi.org/10.1097/IAE.0000000000001587
http://doi.org/10.1080/09273948.2019.1612452
http://doi.org/10.1097/IAE.0000000000001418
http://www.ncbi.nlm.nih.gov/pubmed/28002270
http://doi.org/10.1155/2017/2180723
http://www.ncbi.nlm.nih.gov/pubmed/28596917
http://doi.org/10.1186/s40942-018-0117-z
http://doi.org/10.1097/IAE.0000000000002177
http://doi.org/10.1167/iovs.62.3.8
http://www.ncbi.nlm.nih.gov/pubmed/33666648
http://doi.org/10.1007/s10792-018-1059-z
http://doi.org/10.1080/09273948.2019.1685108
http://doi.org/10.1038/s41433-020-01294-z
http://doi.org/10.1080/09273948.2019.1635167
http://doi.org/10.1186/1869-5760-3-30
http://doi.org/10.1080/09273948.2019.1605264
http://www.ncbi.nlm.nih.gov/pubmed/31184555
http://doi.org/10.1097/IAE.0000000000000197
http://www.ncbi.nlm.nih.gov/pubmed/24946103
http://doi.org/10.1007/s00417-008-0823-6
http://www.ncbi.nlm.nih.gov/pubmed/18504599


J. Clin. Med. 2021, 10, 2318 17 of 21

44. Zierhut, M.; Abu El-Asrar, A.M.; Bodaghi, B.; Tugal-Tutkun, I. Therapy of ocular Behçet disease. Ocul. Immunol. Inflamm. 2014, 22,
64–76. [CrossRef]

45. Touhami, S.; Diwo, E.; Sève, P.; Trad, S.; Bielefeld, P.; Sène, D.; Abad, S.; Brézin, A.; Quartier, P.; Koné Paut, I.; et al. Expert opinion
on the use of biological therapy in non-infectious uveitis. Expert Opin. Biol. Ther. 2019, 19, 477–490. [CrossRef] [PubMed]

46. Yazici, H.; Pazarli, H.; Barnes, C.G.; Tuzun, Y.; Ozyazgan, Y.; Silman, A.; Serdaroglu, S.; Oguz, V.; Yurdakul, S.; Lovatt, G.E.; et al.
A controlled trial of azathioprine in Behcet’s syndrome. N. Engl. J. Med. 1990, 322, 281–285. [CrossRef]

47. Masuda, K.; Nakajima, A.; Urayama, A.; Nakae, K.; Kogure, M.; Inaba, G. Double-masked trial of cyclosporin versus colchicine
and long-term open study of cyclosporin in Behcet’s disease. Lancet 1989, 1, 1093–1096. [CrossRef]

48. BenEzra, D.; Cohen, E.; Chajek, T.; Friedman, G.; Pizanti, S.; de Courten, C.; Harris, W. Evaluation of conventional therapy versus
cyclosporine A in Behcet’s syndrome. Transpl. Proc. 1988, 20, 136–143.

49. Ozyazgan, Y.; Yurdakul, S.; Yazici, H.; Tuzun, B.; Iscimen, A.; Tuzun, Y.; Aktunc, T.; Pazarli, H.; Hamuryudan, V.; Muftuoglu, A.
Low dose cyclosporin A versus pulsed cyclophosphamide in Behcet’s syndrome: A single masked trial. Br. J. Ophthalmol. 1992,
76, 241–243. [CrossRef]

50. Nussenblatt, R.B.; Palestine, A.G.; Chan, C.C.; Mochizuki, M.; Yancey, K. Effectiveness of cyclosporin therapy for Behcet’s disease.
Arthritis Rheum. 1985, 28, 671–679. [CrossRef]

51. Sullu, Y.; Oge, I.; Erkan, D.; Ariturk, N.; Mohajeri, F. Cyclosporin-A therapy in severe uveitis of Behcet’s disease. Acta Ophthalmol.
Scand. 1998, 76, 96–99. [CrossRef]

52. Hesselink, D.A.; Baarsma, G.S.; Kuijpers, R.W.; van Hagen, P.M. Experience with cyclosporine in endogenous uveitis posterior.
Transpl. Proc. 2004, 36, 372s–377s. [CrossRef]

53. Davatchi, F.; Shams, H.; Shahram, F.; Nadji, A.; Chams-Davatchi, C.; Sadeghi Abdollahi, B.; Faezi, T.; Akhlaghi, M.; Ashofteh,
F. Methotrexate in ocular manifestations of Behcet’s disease: A longitudinal study up to 15 years. Int. J. Rheum. Dis. 2013, 16,
568–577. [CrossRef]

54. Tugal-Tutkun, I.; Çakar Özdal, P. Behçet’s disease uveitis: Is there a need for new emerging drugs? Expert Opin. Emerg. Drugs
2020, 25, 531–547. [CrossRef]

55. Feron, E.J.; Rothova, A.; van Hagen, P.M.; Baarsma, G.S.; Suttorp-Schulten, M.S. Interferon-alpha 2b for refractory ocular Behcet’s
disease. Lancet 1994, 343, 1428. [CrossRef]

56. Kotter, I.; Eckstein, A.K.; Stubiger, N.; Zierhut, M. Treatment of ocular symptoms of Behcet’s disease with interferon alpha 2a: A
pilot study. Br. J. Ophthalmol. 1998, 82, 488–494. [CrossRef]

57. Pivetti-Pezzi, P.; Accorinti, M.; Pirraglia, M.P.; Priori, R.; Valesini, G. Interferon alpha for ocular Behcet’s disease. Acta Ophthalmol.
Scand. 1997, 75, 720–722. [CrossRef] [PubMed]

58. Bodaghi, B.; Gendron, G.; Wechsler, B.; Terrada, C.; Cassoux, N.; Thi Huong, D.L.; Lemaitre, C.; Fradeau, C.; Lehoang, P.; Piette,
J.C. Efficacy of interferon alpha in the treatment of refractory and sight threatening uveitis: A retrospective monocentric study of
45 patients. Br. J. Ophthalmol. 2007, 91, 335–339. [CrossRef]

59. Guillaume-Czitrom, S.; Berger, C.; Pajot, C.; Bodaghi, B.; Wechsler, B.; Kone-Paut, I. Efficacy and safety of interferon-α in the
treatment of corticodependent uveitis of paediatric Behcet’s disease. Rheumatology 2007, 46, 1570–1573. [CrossRef] [PubMed]

60. Kotter, I.; Gunaydin, I.; Zierhut, M.; Stubiger, N. The use of interferon alpha in Behcet disease: Review of the literature. Semin.
Arthritis Rheum. 2004, 33, 320–335. [CrossRef]

61. Tugal-Tutkun, I.; Guney-Tefekli, E.; Urgancioglu, M. Results of interferon-alfa therapy in patients with Behcet uveitis. Graefe Arch.
Clin. Exp. Ophtalmol. 2006, 244, 1692–1695. [CrossRef]

62. Wechsler, B.; Bodaghi, B.; Huong, D.L.; Fardeau, C.; Amoura, Z.; Cassoux, N.; Piette, J.C.; LeHoang, P. Efficacy of interferon
alfa-2a in severe and refractory uveitis associated with Behcet’s disease. Ocul. Immunol. Inflamm. 2000, 8, 293–301. [CrossRef]

63. Alpsoy, E.; Durusoy, C.; Yilmaz, E.; Ozgurel, Y.; Ermis, O.; Yazar, S.; Basaran, E. Interferon alfa-2a in the treatment of Behçet
disease: A randomized placebo-controlled and double-blind study. Arch Dermatol 2002, 138, 467–471. [CrossRef]

64. Onal, S.; Kazokoglu, H.; Koc, A.; Akman, M.; Bavbek, T.; Direskeneli, H.; Yavuz, S. Long-term efficacy and safety of low-dose and
dose-escalating interferon alfa-2a therapy in refractory Behçet uveitis. Arch. Ophthalmol. 2011, 129, 288–294. [CrossRef]

65. Gueudry, J.; Wechsler, B.; Terrada, C.; Gendron, G.; Cassoux, N.; Fardeau, C.; Lehoang, P.; Piette, J.C.; Bodaghi, B. Long-term
efficacy and safety of low-dose interferon alpha2a therapy in severe uveitis associated with Behçet disease. Am. J. Ophthalmol.
2008, 146, 837–844.e831. [CrossRef]

66. Diwo, E.; Gueudry, J.; Saadoun, D.; Weschler, B.; LeHoang, P.; Bodaghi, B. Long-term Efficacy of Interferon in Severe Uveitis
Associated with Behçet Disease. Ocul. Immunol. Inflamm. 2017, 25, 76–84. [CrossRef]

67. Kotter, I.; Zierhut, M.; Eckstein, A.K.; Vonthein, R.; Ness, T.; Gunaydin, I.; Grimbacher, B.; Blaschke, S.; Meyer-Riemann, W.;
Peter, H.H.; et al. Human recombinant interferon alfa-2a for the treatment of Behcet’s disease with sight threatening posterior or
panuveitis. Br. J. Ophthalmol. 2003, 87, 423–431. [CrossRef] [PubMed]

68. Deuter, C.M.; Zierhut, M.; Möhle, A.; Vonthein, R.; Stöbiger, N.; Kötter, I. Long-term remission after cessation of interferon-α
treatment in patients with severe uveitis due to Behçet’s disease. Arthritis Rheum. 2010, 62, 2796–2805. [CrossRef] [PubMed]

69. Lightman, S.; Taylor, S.R.; Bunce, C.; Longhurst, H.; Lynn, W.; Moots, R.; Stanford, M.; Tomkins-Netzer, O.; Yang, D.; Calder,
V.L.; et al. Pegylated interferon-α-2b reduces corticosteroid requirement in patients with Behçet’s disease with upregulation of
circulating regulatory T cells and reduction of Th17. Ann. Rheum. Dis. 2015, 74, 1138–1144. [CrossRef] [PubMed]

http://doi.org/10.3109/09273948.2013.866257
http://doi.org/10.1080/14712598.2019.1595578
http://www.ncbi.nlm.nih.gov/pubmed/30888881
http://doi.org/10.1056/NEJM199002013220501
http://doi.org/10.1016/S0140-6736(89)92381-7
http://doi.org/10.1136/bjo.76.4.241
http://doi.org/10.1002/art.1780280611
http://doi.org/10.1034/j.1600-0420.1998.760118.x
http://doi.org/10.1016/j.transproceed.2004.01.003
http://doi.org/10.1111/1756-185X.12139
http://doi.org/10.1080/14728214.2020.1847271
http://doi.org/10.1016/S0140-6736(94)92549-6
http://doi.org/10.1136/bjo.82.5.488
http://doi.org/10.1111/j.1600-0420.1997.tb00638.x
http://www.ncbi.nlm.nih.gov/pubmed/9527339
http://doi.org/10.1136/bjo.2006.101550
http://doi.org/10.1093/rheumatology/kem199
http://www.ncbi.nlm.nih.gov/pubmed/17702770
http://doi.org/10.1016/j.semarthrit.2003.09.010
http://doi.org/10.1007/s00417-006-0346-y
http://doi.org/10.1076/ocii.8.4.293.6453
http://doi.org/10.1001/archderm.138.4.467
http://doi.org/10.1001/archophthalmol.2011.3
http://doi.org/10.1016/j.ajo.2008.08.038
http://doi.org/10.1080/09273948.2016.1206204
http://doi.org/10.1136/bjo.87.4.423
http://www.ncbi.nlm.nih.gov/pubmed/12642304
http://doi.org/10.1002/art.27581
http://www.ncbi.nlm.nih.gov/pubmed/20518075
http://doi.org/10.1136/annrheumdis-2014-205571
http://www.ncbi.nlm.nih.gov/pubmed/25269831


J. Clin. Med. 2021, 10, 2318 18 of 21

70. Celiker, H.; Kazokoglu, H.; Direskeneli, H. Long-Term Efficacy of Pegylated Interferon Alpha-2b in Behçet’s Uveitis: A Small
Case Series. Ocul. Immunol. Inflamm. 2019, 27, 15–22. [CrossRef]

71. Bielefeld, P.; Devilliers, H.; Deschasse, C.; Saadoun, D.; Sève, P.; Muselier, A.; Creuzot-Garcher, C.; Besancenot, J.F.; Bron, A.M.
Potential of Pegylated Interferon Alpha-2a in Behçet Uveitis: A Report of Five Cases. Ocul. Immunol. Inflamm. 2016, 24, 599–602.
[CrossRef]

72. Kötter, I.; Günaydin, I.; Treusch, M.; Zierhut, M.; Kanz, L.; Stübiger, N. The use of interferon-alpha in Behçet’s disease—Review of
the literature and possible mechanisms of action. Adv. Exp. Med. Biol. 2003, 528, 503–509. [CrossRef]

73. Uke, P.; Gorodkin, R.; Beare, N. Biologic therapy for Behçet’s uveitis: A systematic review. Br. J. Ophthalmol. 2020, 104, 1045–1051.
[CrossRef]

74. Leclercq, M.; Langlois, V.; Girszyn, N.; Le Besnerais, M.; Benhamou, Y.; Levesque, H.; Muraine, M.; Gueudry, J. Comparison of
conventional immunosuppressive drugs versus anti-TNF-α agents in non-infectious non-anterior uveitis. J. Autoimmun. 2020,
113, 102481. [CrossRef] [PubMed]

75. Sfikakis, P.P.; Theodossiadis, P.G.; Katsiari, C.G.; Kaklamanis, P.; Markomichelakis, N.N. Effect of infliximab on sight-threatening
panuveitis in Behcet’s disease. Lancet 2001, 358, 295–296. [CrossRef]

76. Yamada, Y.; Sugita, S.; Tanaka, H.; Kamoi, K.; Kawaguchi, T.; Mochizuki, M. Comparison of infliximab versus ciclosporin during
the initial 6-month treatment period in Behçet disease. Br. J. Ophthalmol. 2010, 94, 284–288. [CrossRef] [PubMed]

77. Arida, A.; Fragiadaki, K.; Giavri, E.; Sfikakis, P.P. Anti-TNF Agents for Behcet’s Disease: Analysis of Published Data on
369 Patients. Semin Arthritis Rheum. 2011, 41, 61–70. [CrossRef]

78. Markomichelakis, N.; Delicha, E.; Masselos, S.; Fragiadaki, K.; Kaklamanis, P.; Sfikakis, P.P. A single infliximab infusion vs
corticosteroids for acute panuveitis attacks in Behcet’s disease: A comparative 4-week study. Rheumatology 2011, 50, 593–597.
[CrossRef]

79. Ozguler, Y.; Leccese, P.; Christensen, R.; Esatoglu, S.N.; Bang, D.; Bodaghi, B.; Çelik, A.F.; Fortune, F.; Gaudric, J.; Gul, A.; et al.
Management of major organ involvement of Behçet’s syndrome: A systematic review for update of the EULAR recommendations.
Rheumatology 2018, 57, 2200–2212. [CrossRef] [PubMed]

80. Diaz-Llopis, M.; Garcia-Delpech, S.; Salom, D.; Udaondo, P.; Hernandez-Garfella, M.; Bosch-Morell, F.; Quijada, A.; Romero, F.J.
Adalimumab therapy for refractory uveitis: A pilot study. J. Ocul. Pharmacol. Ther. 2008, 24, 351–361. [CrossRef] [PubMed]

81. Callejas-Rubio, J.L.; Sanchez-Cano, D.; Serrano, J.L.; Ortego-Centeno, N. Adalimumab therapy for refractory uveitis: A pilot
study. J. Ocul. Pharmacol. Ther. 2008, 24, 613–614; author reply 614. [CrossRef]

82. Van Laar, J.A.; Missotten, T.; van Daele, P.L.; Jamnitski, A.; Baarsma, G.S.; van Hagen, P.M. Adalimumab: A new modality for
Behcet’s disease? Ann. Rheum. Dis. 2007, 66, 565–566. [CrossRef]

83. Bawazeer, A.; Raffa, L.H.; Nizamuddin, S.H. Clinical experience with adalimumab in the treatment of ocular Behcet disease. Ocul.
Immunol. Inflamm. 2010, 18, 226–232. [CrossRef]

84. Kunimi, K.; Usui, Y.; Asakage, M.; Maehara, C.; Tsubota, K.; Mitsuhashi, R.; Umazume, A.; Kezuka, T.; Sakai, J.I.; Goto, H.
Anti-TNF-α Therapy for Refractory Uveitis Associated with Behçet’s Syndrome and Sarcoidosis: A Single Center Study of
131 Patients. Ocul. Immunol. Inflamm. 2020, 1–8. [CrossRef]

85. Silvestri, E.; Bitossi, A.; Bettiol, A.; Emmi, G.; Urban, M.L.; Mattioli, I.; Di Scala, G.; Bacherini, D.; Lopalco, G.; Venerito, V.;
et al. Adalimumab effectively controls both anterior and posterior noninfectious uveitis associated with systemic inflammatory
diseases: Focus on Behçet’s syndrome. Inflammopharmacology 2020, 28, 711–718. [CrossRef]

86. Jaffe, G.J.; Dick, A.D.; Brézin, A.P.; Nguyen, Q.D.; Thorne, J.E.; Kestelyn, P.; Barisani-Asenbauer, T.; Franco, P.; Heiligenhaus,
A.; Scales, D.; et al. Adalimumab in Patients with Active Noninfectious Uveitis. N. Engl. J. Med. 2016, 375, 932–943. [CrossRef]
[PubMed]

87. Nguyen, Q.D.; Merrill, P.T.; Jaffe, G.J.; Dick, A.D.; Kurup, S.K.; Sheppard, J.; Schlaen, A.; Pavesio, C.; Cimino, L.; Van Calster, J.;
et al. Adalimumab for prevention of uveitic flare in patients with inactive non-infectious uveitis controlled by corticosteroids
(VISUAL II): A multicentre, double-masked, randomised, placebo-controlled phase 3 trial. Lancet 2016, 388, 1183–1192. [CrossRef]

88. Hu, Y.; Huang, Z.; Yang, S.; Chen, X.; Su, W.; Liang, D. Effectiveness and Safety of Anti-Tumor Necrosis Factor-Alpha Agents
Treatment in Behcets’ Disease-Associated Uveitis: A Systematic Review and Meta-Analysis. Front. Pharmacol. 2020, 11, 941.
[CrossRef] [PubMed]

89. Vallet, H.; Seve, P.; Biard, L.; Baptiste Fraison, J.; Bielefeld, P.; Perard, L.; Bienvenu, B.; Abad, S.; Rigolet, A.; Deroux, A.; et al.
Infliximab Versus Adalimumab in the Treatment of Refractory Inflammatory Uveitis: A Multicenter Study From the French
Uveitis Network. Arthritis Rheumatol. 2016, 68, 1522–1530. [CrossRef] [PubMed]

90. Vallet, H.; Riviere, S.; Sanna, A.; Deroux, A.; Moulis, G.; Addimanda, O.; Salvarani, C.; Lambert, M.; Bielefeld, P.; Seve, P.; et al.
Efficacy of anti-TNF alpha in severe and/or refractory Behçet’s disease: Multicenter study of 124 patients. J. Autoimmun. 2015, 62,
67–74. [CrossRef] [PubMed]

91. Atienza-Mateo, B.; Martín-Varillas, J.L.; Calvo-Río, V.; Demetrio-Pablo, R.; Beltrán, E.; Sánchez-Bursón, J.; Mesquida, M.; Adan,
A.; Hernández, M.V.; Hernández-Garfella, M.; et al. Comparative Study of Infliximab Versus Adalimumab in Refractory Uveitis
due to Behçet’s Disease: National Multicenter Study of 177 Cases. Arthritis Rheumatol. 2019, 71, 2081–2089. [CrossRef] [PubMed]

92. Fabiani, C.; Sota, J.; Vitale, A.; Rigante, D.; Emmi, G.; Vannozzi, L.; Bacherini, D.; Lopalco, G.; Guerriero, S.; Gentileschi, S.; et al.
Cumulative retention rate of adalimumab in patients with Behçet’s disease-related uveitis: A four-year follow-up study. Br. J.
Ophthalmol. 2018, 102, 637–641. [CrossRef] [PubMed]

http://doi.org/10.1080/09273948.2017.1332768
http://doi.org/10.3109/09273948.2015.1010652
http://doi.org/10.1007/0-306-48382-3_102
http://doi.org/10.1136/bjophthalmol-2019-314154
http://doi.org/10.1016/j.jaut.2020.102481
http://www.ncbi.nlm.nih.gov/pubmed/32586650
http://doi.org/10.1016/S0140-6736(01)05497-6
http://doi.org/10.1136/bjo.2009.158840
http://www.ncbi.nlm.nih.gov/pubmed/19692382
http://doi.org/10.1016/j.semarthrit.2010.09.002
http://doi.org/10.1093/rheumatology/keq366
http://doi.org/10.1093/rheumatology/key242
http://www.ncbi.nlm.nih.gov/pubmed/30107448
http://doi.org/10.1089/jop.2007.0104
http://www.ncbi.nlm.nih.gov/pubmed/18476805
http://doi.org/10.1089/jop.2008.0073
http://doi.org/10.1136/ard.2006.064279
http://doi.org/10.3109/09273948.2010.483314
http://doi.org/10.1080/09273948.2020.1791346
http://doi.org/10.1007/s10787-020-00697-4
http://doi.org/10.1056/NEJMoa1509852
http://www.ncbi.nlm.nih.gov/pubmed/27602665
http://doi.org/10.1016/S0140-6736(16)31339-3
http://doi.org/10.3389/fphar.2020.00941
http://www.ncbi.nlm.nih.gov/pubmed/32670062
http://doi.org/10.1002/art.39667
http://www.ncbi.nlm.nih.gov/pubmed/27015607
http://doi.org/10.1016/j.jaut.2015.06.005
http://www.ncbi.nlm.nih.gov/pubmed/26162757
http://doi.org/10.1002/art.41026
http://www.ncbi.nlm.nih.gov/pubmed/31237427
http://doi.org/10.1136/bjophthalmol-2017-310733
http://www.ncbi.nlm.nih.gov/pubmed/28844047


J. Clin. Med. 2021, 10, 2318 19 of 21

93. Fabiani, C.; Sota, J.; Vitale, A.; Emmi, G.; Vannozzi, L.; Bacherini, D.; Lopalco, G.; Guerriero, S.; Venerito, V.; Orlando, I.; et al.
Ten-Year Retention Rate of Infliximab in Patients with Behçet’s Disease-Related Uveitis. Ocul. Immunol. Inflamm. 2019, 27, 34–39.
[CrossRef] [PubMed]

94. Horiguchi, N.; Kamoi, K.; Horie, S.; Iwasaki, Y.; Kurozumi-Karube, H.; Takase, H.; Ohno-Matsui, K. A 10-year follow-up of
infliximab monotherapy for refractory uveitis in Behçet’s syndrome. Sci. Rep. 2020, 10, 22227. [CrossRef]

95. Lee, J.; Koreishi, A.F.; Zumpf, K.B.; Minkus, C.L.; Goldstein, D.A. Success of Weekly Adalimumab in Refractory Ocular
Inflammatory Disease. Ophthalmology 2020, 127, 1431–1433. [CrossRef]

96. Liberman, P.; Berkenstock, M.K.; Burkholder, B.M.; Chaon, B.C.; Thorne, J.E. Escalation to Weekly Adalimumab for the Treatment
of Ocular Inflammation. Ocul. Immunol. Inflamm. 2020, 1–5. [CrossRef]

97. Gueudry, J.; LeHoang, P.; Bodaghi, B. Anti-tumor necrosis factor-α agents in noninfectious uveitis. Dev. Ophtalmol. 2012, 51,
63–78. [CrossRef]

98. Miserocchi, E.; Modorati, G.; Pontikaki, I.; Meroni, P.L.; Gerloni, V. Long-term treatment with golimumab for severe uveitis. Ocul.
Immunol. Inflamm. 2014, 22, 90–95. [CrossRef] [PubMed]

99. William, M.; Faez, S.; Papaliodis, G.N.; Lobo, A.M. Golimumab for the treatment of refractory juvenile idiopathic arthritis-
associated uveitis. J. Ophthalmic Inflamm. Infect. 2012, 2, 231–233. [CrossRef]

100. Mesquida, M.; Victoria Hernandez, M.; Llorenc, V.; Pelegrin, L.; Espinosa, G.; Dick, A.D.; Adan, A. Behcet disease-associated
uveitis successfully treated with golimumab. Ocul. Immunol. Inflamm. 2013, 21, 160–162. [CrossRef]

101. Miserocchi, E.; Modorati, G.; Pontikaki, I.; Meroni, P.; Gerloni, V. Golimumab treatment for complicated uveitis. Clin. Exp.
Rheumatol. 2013, 31, 320–321.

102. Cordero-Coma, M.; Salom, D.; Diaz-Llopis, M.; Lopez-Prats, M.J.; Calleja, S. Golimumab for uveitis. Ophthalmology 2011, 118,
1892.e3–1892.e4. [CrossRef]

103. Keane, J.; Gershon, S.; Wise, R.P.; Mirabile-Levens, E.; Kasznica, J.; Schwieterman, W.D.; Siegel, J.N.; Braun, M.M. Tuberculosis
associated with infliximab, a tumor necrosis factor alpha-neutralizing agent. N. Engl. J. Med. 2001, 345, 1098–1104. [CrossRef]
[PubMed]

104. Simsek, I.; Erdem, H.; Pay, S.; Sobaci, G.; Dinc, A. Optic neuritis occurring with anti-tumour necrosis factor alpha therapy. Ann.
Rheum. Dis. 2007, 66, 1255–1258. [CrossRef] [PubMed]

105. Cunningham, E.T.; Zierhut, M. TNF inhibitors for uveitis: Balancing efficacy and safety. Ocul. Immunol. Inflamm. 2010, 18, 421–423.
[CrossRef]

106. Stubgen, J.P. Tumor necrosis factor-alpha antagonists and neuropathy. Muscle Nerve 2008, 37, 281–292. [CrossRef]
107. Solomon, A.J.; Spain, R.I.; Kruer, M.C.; Bourdette, D. Inflammatory neurological disease in patients treated with tumor necrosis

factor alpha inhibitors. Mult. Scler. J. 2011, 17, 1472–1487. [CrossRef]
108. Bensouda-Grimaldi, L.; Mulleman, D.; Valat, J.P.; Autret-Leca, E. Adalimumab-associated multiple sclerosis. J. Rheumatol. 2007,

34, 239–240; discussion 240. [PubMed]
109. Ding, T.; Ledingham, J.; Luqmani, R.; Westlake, S.; Hyrich, K.; Lunt, M.; Kiely, P.; Bukhari, M.; Abernethy, R.; Bosworth, A.; et al.

BSR and BHPR rheumatoid arthritis guidelines on safety of anti-TNF therapies. Rheumatology 2010, 49, 2217–2219. [CrossRef]
110. Pereira, R.; Lago, P.; Faria, R.; Torres, T. Safety of Anti-TNF Therapies in Immune-Mediated Inflammatory Diseases: Focus on

Infections and Malignancy. Drug Dev. Res. 2015, 76, 419–427. [CrossRef] [PubMed]
111. Atzeni, F.; Gianturco, L.; Talotta, R.; Varisco, V.; Ditto, M.C.; Turiel, M.; Sarzi-Puttini, P. Investigating the potential side effects of

anti-TNF therapy for rheumatoid arthritis: Cause for concern? Immunotherapy 2015, 7, 353–361. [CrossRef]
112. Pascual-Salcedo, D.; Plasencia, C.; Ramiro, S.; Nuno, L.; Bonilla, G.; Nagore, D.; Ruiz Del Agua, A.; Martinez, A.; Aarden, L.;

Martin-Mola, E.; et al. Influence of immunogenicity on the efficacy of long-term treatment with infliximab in rheumatoid arthritis.
Rheumatology 2011, 50, 1445–1452. [CrossRef] [PubMed]

113. Fabiani, C.; Alió, J.L. Local (topical and intraocular) therapy for ocular Adamantiades-Behçet’s disease. Curr. Opin. Ophtalmol.
2015, 26, 546–552. [CrossRef]

114. Markomichelakis, N.; Delicha, E.; Masselos, S.; Sfikakis, P.P. Intravitreal infliximab for sight-threatening relapsing uveitis in
Behçet disease: A pilot study in 15 patients. Am. J. Ophthalmol. 2012, 154, 534–541.e531. [CrossRef] [PubMed]

115. Hamza, M.M.; Macky, T.A.; Sidky, M.K.; Ragab, G.; Soliman, M.M. Intravitreal infliximab in refractory uveitis in Behcet’s Disease:
A Safety and Efficacy Clinical Study. Retina 2016, 36, 2399–2408. [CrossRef]

116. Refaat, M.; Abdullatif, A.M.; Hamza, M.M.; Macky, T.A.; El-Agha, M.H.; Ragab, G.; Soliman, M.M. Monthly Intravitreal Infliximab
in Behçet’s Disease Active Posterior Uveitis: A Long-Term Safety Study. Retina 2020. [CrossRef]

117. Androudi, S.; Tsironi, E.; Kalogeropoulos, C.; Theodoridou, A.; Brazitikos, P. Intravitreal adalimumab for refractory uveitis-related
macular edema. Ophthalmology 2010, 117, 1612–1616. [CrossRef] [PubMed]

118. Hamam, R.N.; Barikian, A.W.; Antonios, R.S.; Abdulaal, M.R.; Alameddine, R.M.; El Mollayess, G.; Mansour, A.M. Intravitreal
Adalimumab in Active Noninfectious Uveitis: A Pilot Study. Ocul. Immunol. Inflamm. 2016, 24, 319–326. [CrossRef] [PubMed]

119. Kheir, W.J.; Mehanna, C.J.; Abdul Fattah, M.; Al Ghadban, S.; El Sabban, M.; Mansour, A.M.; Hamam, R.N. Intravitreal
Adalimumab for the Control of Breakthrough Intraocular Inflammation. Ocul. Immunol. Inflamm. 2018, 26, 1206–1211. [CrossRef]

120. Manzano, R.P.; Peyman, G.A.; Carvounis, P.E.; Damico, F.M.; Aguiar, R.G.; Ioshimoto, G.L.; Ventura, D.F.; Cursino, S.T.; Takahashi,
W. Toxicity of high-dose intravitreal adalimumab (humira) in the rabbit. J. Ocul. Pharmacol. Ther. 2011, 27, 327–331. [CrossRef]

http://doi.org/10.1080/09273948.2017.1391297
http://www.ncbi.nlm.nih.gov/pubmed/29099660
http://doi.org/10.1038/s41598-020-78718-z
http://doi.org/10.1016/j.ophtha.2020.04.009
http://doi.org/10.1080/09273948.2020.1749857
http://doi.org/10.1159/000336187
http://doi.org/10.3109/09273948.2013.844265
http://www.ncbi.nlm.nih.gov/pubmed/24143896
http://doi.org/10.1007/s12348-012-0081-y
http://doi.org/10.3109/09273948.2012.741744
http://doi.org/10.1016/j.ophtha.2011.05.019
http://doi.org/10.1056/NEJMoa011110
http://www.ncbi.nlm.nih.gov/pubmed/11596589
http://doi.org/10.1136/ard.2006.066787
http://www.ncbi.nlm.nih.gov/pubmed/17456525
http://doi.org/10.3109/09273948.2010.531176
http://doi.org/10.1002/mus.20924
http://doi.org/10.1177/1352458511412996
http://www.ncbi.nlm.nih.gov/pubmed/17216704
http://doi.org/10.1093/rheumatology/keq249a
http://doi.org/10.1002/ddr.21285
http://www.ncbi.nlm.nih.gov/pubmed/26482111
http://doi.org/10.2217/imt.15.4
http://doi.org/10.1093/rheumatology/ker124
http://www.ncbi.nlm.nih.gov/pubmed/21427177
http://doi.org/10.1097/ICU.0000000000000210
http://doi.org/10.1016/j.ajo.2012.03.035
http://www.ncbi.nlm.nih.gov/pubmed/22789563
http://doi.org/10.1097/IAE.0000000000001109
http://doi.org/10.1097/IAE.0000000000003095
http://doi.org/10.1016/j.ophtha.2009.12.011
http://www.ncbi.nlm.nih.gov/pubmed/20378179
http://doi.org/10.3109/09273948.2014.990041
http://www.ncbi.nlm.nih.gov/pubmed/25549063
http://doi.org/10.1080/09273948.2017.1335756
http://doi.org/10.1089/jop.2010.0174


J. Clin. Med. 2021, 10, 2318 20 of 21

121. Manzano, R.P.; Peyman, G.A.; Carvounis, P.E.; Kivilcim, M.; Khan, P.; Chevez-Barrios, P.; Takahashi, W. Ocular toxicity of
intravitreous adalimumab (Humira) in the rabbit. Graefes Arch. Clin. Exp. Ophthalmol. 2008, 246, 907–911. [CrossRef]

122. Tsilimbaris, M.; Diakonis, V.F.; Naoumidi, I.; Charisis, S.; Kritikos, I.; Chatzithanasis, G.; Papadaki, T.; Plainis, S. Evaluation of
potential retinal toxicity of adalimumab (Humira). Graefes Arch. Clin. Exp. Ophthalmol. 2009, 247, 1119–1125. [CrossRef] [PubMed]

123. Bae, J.H.; Lee, C.S.; Lee, S.C. Efficacy and safety of intravitreal bevacizumab compared with intravitreal and posterior sub-tenon
triamcinolone acetonide for treatment of uveitic cystoid macular edema. Retina 2011, 31, 111–118. [CrossRef]

124. Hatemi, G.; Silman, A.; Bang, D.; Bodaghi, B.; Chamberlain, A.M.; Gul, A.; Houman, M.H.; Kötter, I.; Olivieri, I.; Salvarani, C.;
et al. EULAR recommendations for the management of Behçet disease. Ann. Rheum. Dis. 2008, 67, 1656–1662. [CrossRef]

125. Protocole National de Diagnostic et de Soins sur les Uvéites Chroniques Non Infectieuses de L’enfant et de L’adulte. Available
online: https://www.has-sante.fr/upload/docs/application/pdf/2020-05/pnds_ucni.pdf (accessed on 28 February 2021).

126. Martín-Varillas, J.L.; Calvo-Río, V.; Beltrán, E.; Sánchez-Bursón, J.; Mesquida, M.; Adán, A.; Hernandez, M.V.; Garfella, M.H.;
Pascual, E.V.; Martínez-Costa, L.; et al. Successful Optimization of Adalimumab Therapy in Refractory Uveitis Due to Behçet’s
Disease. Ophthalmology 2018, 125, 1444–1451. [CrossRef]

127. Sepah, Y.J.; Sadiq, M.A.; Chu, D.S.; Dacey, M.; Gallemore, R.; Dayani, P.; Hanout, M.; Hassan, M.; Afridi, R.; Agarwal, A.; et al.
Primary (Month-6) Outcomes of the STOP-Uveitis Study: Evaluating the Safety, Tolerability, and Efficacy of Tocilizumab in
Patients With Noninfectious Uveitis. Am. J. Ophthalmol. 2017, 183, 71–80. [CrossRef] [PubMed]

128. Eser Ozturk, H.; Oray, M.; Tugal-Tutkun, I. Tocilizumab for the Treatment of Behçet Uveitis that Failed Interferon Alpha and
Anti-Tumor Necrosis Factor-Alpha Therapy. Ocul. Immunol. Inflamm. 2018, 26, 1005–1014. [CrossRef] [PubMed]

129. Atienza-Mateo, B.; Calvo-Río, V.; Beltrán, E.; Martínez-Costa, L.; Valls-Pascual, E.; Hernández-Garfella, M.; Atanes, A.; Cordero-
Coma, M.; Miquel Nolla, J.; Carrasco-Cubero, C.; et al. Anti-interleukin 6 receptor tocilizumab in refractory uveitis associated
with Behçet’s disease: Multicentre retrospective study. Rheumatology 2018, 57, 856–864. [CrossRef]

130. Akiyama, M.; Kaneko, Y.; Takeuchi, T. Effectiveness of tocilizumab in Behcet’s disease: A systematic literature review. Semin.
Arthritis Rheum. 2020, 50, 797–804. [CrossRef] [PubMed]

131. Vegas-Revenga, N.; Calvo-Río, V.; Mesquida, M.; Adán, A.; Hernández, M.V.; Beltrán, E.; Valls Pascual, E.; Díaz-Valle, D.;
Díaz-Cordovés, G.; Hernandez-Garfella, M.; et al. Anti-IL6-Receptor Tocilizumab in Refractory and Noninfectious Uveitic
Cystoid Macular Edema: Multicenter Study of 25 Patients. Am. J. Ophthalmol. 2019, 200, 85–94. [CrossRef] [PubMed]

132. Choy, E.H.; De Benedetti, F.; Takeuchi, T.; Hashizume, M.; John, M.R.; Kishimoto, T. Translating IL-6 biology into effective
treatments. Nat. Rev. Rheumatol. 2020, 16, 335–345. [CrossRef]

133. Burmester, G.R.; Choy, E.; Kivitz, A.; Ogata, A.; Bao, M.; Nomura, A.; Lacey, S.; Pei, J.; Reiss, W.; Pethoe-Schramm, A.; et al. Low
immunogenicity of tocilizumab in patients with rheumatoid arthritis. Ann. Rheum. Dis. 2017, 76, 1078–1085. [CrossRef] [PubMed]

134. Tugal-Tutkun, I.; Pavesio, C.; De Cordoue, A.; Bernard-Poenaru, O.; Gül, A. Use of Gevokizumab in Patients with Behçet’s
Disease Uveitis: An International, Randomized, Double-Masked, Placebo-Controlled Study and Open-Label Extension Study.
Ocul. Immunol. Inflamm. 2018, 26, 1023–1033. [CrossRef] [PubMed]

135. Gül, A.; Tugal-Tutkun, I.; Dinarello, C.A.; Reznikov, L.; Esen, B.A.; Mirza, A.; Scannon, P.; Solinger, A. Interleukin-1β-regulating
antibody XOMA 052 (gevokizumab) in the treatment of acute exacerbations of resistant uveitis of Behcet’s disease: An open-label
pilot study. Ann. Rheum. Dis. 2012, 71, 563–566. [CrossRef] [PubMed]

136. Tugal-Tutkun, I.M.; Kadayifcilar, S.M.; Khairallah, M.M.; Lee, S.C.M.P.; Ozdal, P.; Özyazgan, Y.; Song, J.H.M.; Yu, H.G.M.P.;
Lehner, V.P.; de Cordoue, A.M.; et al. Safety and Efficacy of Gevokizumab in Patients with Behçet’s Disease Uveitis: Results of an
Exploratory Phase 2 Study. Ocul. Immunol. Inflamm. 2017, 25, 62–70. [CrossRef] [PubMed]

137. Cantarini, L.; Vitale, A.; Scalini, P.; Dinarello, C.A.; Rigante, D.; Franceschini, R.; Simonini, G.; Borsari, G.; Caso, F.; Lucherini,
O.M.; et al. Anakinra treatment in drug-resistant Behcet’s disease: A case series. Clin. Rheumatol. 2015, 34, 1293–1301. [CrossRef]

138. Emmi, G.; Talarico, R.; Lopalco, G.; Cimaz, R.; Cantini, F.; Viapiana, O.; Olivieri, I.; Goldoni, M.; Vitale, A.; Silvestri, E.; et al.
Efficacy and safety profile of anti-interleukin-1 treatment in Behçet’s disease: A multicenter retrospective study. Clin. Rheumatol.
2016, 35, 1281–1286. [CrossRef]

139. Fabiani, C.; Vitale, A.; Emmi, G.; Lopalco, G.; Vannozzi, L.; Guerriero, S.; Gentileschi, S.; Bacherini, D.; Franceschini, R.;
Frediani, B.; et al. Interleukin (IL)-1 inhibition with anakinra and canakinumab in Behçet’s disease-related uveitis: A multicenter
retrospective observational study. Clin. Rheumatol. 2017, 36, 191–197. [CrossRef]

140. Sota, J.; Rigante, D.; Lopalco, G.; Frediani, B.; Franceschini, R.; Galeazzi, M.; Iannone, F.; Tosi, G.M.; Fabiani, C.; Cantarini,
L. Biological therapies for the treatment of Behçet’s disease-related uveitis beyond TNF-alpha blockade: A narrative review.
Rheumatol. Int. 2018, 38, 25–35. [CrossRef]

141. Dick, A.D.; Tugal-Tutkun, I.; Foster, S.; Zierhut, M.; Melissa Liew, S.H.; Bezlyak, V.; Androudi, S. Secukinumab in the treatment
of noninfectious uveitis: Results of three randomized, controlled clinical trials. Ophthalmology 2013, 120, 777–787. [CrossRef]
[PubMed]

142. Hueber, W.; Patel, D.D.; Dryja, T.; Wright, A.M.; Koroleva, I.; Bruin, G.; Antoni, C.; Draelos, Z.; Gold, M.H.; Psoriasis Study, G.;
et al. Effects of AIN457, a fully human antibody to interleukin-17A, on psoriasis, rheumatoid arthritis, and uveitis. Sci. Transl.
Med. 2010, 2, 52ra72. [CrossRef]

143. Letko, E.; Yeh, S.; Foster, C.S.; Pleyer, U.; Brigell, M.; Grosskreutz, C.L.; Group, A.A.S. Efficacy and safety of intravenous
secukinumab in noninfectious uveitis requiring steroid-sparing immunosuppressive therapy. Ophthalmology 2015, 122, 939–948.
[CrossRef]

http://doi.org/10.1007/s00417-008-0765-z
http://doi.org/10.1007/s00417-009-1065-y
http://www.ncbi.nlm.nih.gov/pubmed/19296122
http://doi.org/10.1097/IAE.0b013e3181e378af
http://doi.org/10.1136/ard.2007.080432
https://www.has-sante.fr/upload/docs/application/pdf/2020-05/pnds_ucni.pdf
http://doi.org/10.1016/j.ophtha.2018.02.020
http://doi.org/10.1016/j.ajo.2017.08.019
http://www.ncbi.nlm.nih.gov/pubmed/28887113
http://doi.org/10.1080/09273948.2017.1355471
http://www.ncbi.nlm.nih.gov/pubmed/29020500
http://doi.org/10.1093/rheumatology/kex480
http://doi.org/10.1016/j.semarthrit.2020.05.017
http://www.ncbi.nlm.nih.gov/pubmed/32544751
http://doi.org/10.1016/j.ajo.2018.12.019
http://www.ncbi.nlm.nih.gov/pubmed/30660771
http://doi.org/10.1038/s41584-020-0419-z
http://doi.org/10.1136/annrheumdis-2016-210297
http://www.ncbi.nlm.nih.gov/pubmed/28007755
http://doi.org/10.1080/09273948.2017.1421233
http://www.ncbi.nlm.nih.gov/pubmed/29370572
http://doi.org/10.1136/annrheumdis-2011-155143
http://www.ncbi.nlm.nih.gov/pubmed/22084392
http://doi.org/10.3109/09273948.2015.1092558
http://www.ncbi.nlm.nih.gov/pubmed/26829647
http://doi.org/10.1007/s10067-013-2443-8
http://doi.org/10.1007/s10067-015-3004-0
http://doi.org/10.1007/s10067-016-3506-4
http://doi.org/10.1007/s00296-017-3775-5
http://doi.org/10.1016/j.ophtha.2012.09.040
http://www.ncbi.nlm.nih.gov/pubmed/23290985
http://doi.org/10.1126/scitranslmed.3001107
http://doi.org/10.1016/j.ophtha.2014.12.033


J. Clin. Med. 2021, 10, 2318 21 of 21

144. Fagni, F.; Bettiol, A.; Talarico, R.; Lopalco, G.; Silvestri, E.; Urban, M.L.; Russo, P.A.J.; Di Scala, G.; Emmi, G.; Prisco, D. Long-term
effectiveness and safety of secukinumab for treatment of refractory mucosal and articular Behçet’s phenotype: A multicentre
study. Ann. Rheum. Dis. 2020, 79, 1098–1104. [CrossRef] [PubMed]

145. Pepple, K.L.; Lin, P. Targeting Interleukin-23 in the Treatment of Noninfectious Uveitis. Ophthalmology 2018, 125, 1977–1983.
[CrossRef] [PubMed]

146. Guillo, L.; D’Amico, F.; Danese, S.; Peyrin-Biroulet, L. Ustekinumab for extra-intestinal manifestations of inflammatory bowel
disease: A systematic literature review. J. Crohn Colitis 2020. [CrossRef]

147. Chateau, T.; Angioi, K.; Peyrin-Biroulet, L. Two Cases of Successful Ustekinumab Treatment for Non-infectious Uveitis Associated
With Crohn’s Disease. J. Crohn Colitis 2020, 14, 571. [CrossRef] [PubMed]

148. Mugheddu, C.; Atzori, L.; Del Piano, M.; Lappi, A.; Pau, M.; Murgia, S.; Zucca, I.; Rongioletti, F. Successful ustekinumab
treatment of noninfectious uveitis and concomitant severe psoriatic arthritis and plaque psoriasis. Dermatol. Ther. 2017, 30, e12527.
[CrossRef] [PubMed]

149. Mirouse, A.; Barete, S.; Desbois, A.C.; Comarmond, C.; Sène, D.; Domont, F.; Bodaghi, B.; Ferfar, Y.; Cacoub, P.; Saadoun, D.
Long-Term Outcome of Ustekinumab Therapy for Behçet’s Disease. Arthritis Rheumatol. 2019, 71, 1727–1732. [CrossRef]

150. Mirouse, A.; Barete, S.; Monfort, J.B.; Resche-Rigon, M.; Bouyer, A.S.; Comarmond, C.; Sène, D.; Domont, F.; Ferfar, Y.; Cacoub, P.;
et al. Ustekinumab for Behçet’s disease. J. Autoimmun. 2017, 82, 41–46. [CrossRef] [PubMed]

151. Davatchi, F.; Shams, H.; Rezaipoor, M.; Sadeghi-Abdollahi, B.; Shahram, F.; Nadji, A.; Chams-Davatchi, C.; Akhlaghi, M.; Faezi, T.;
Naderi, N. Rituximab in intractable ocular lesions of Behcet’s disease; randomized single-blind control study (pilot study). Int. J.
Rheum. Dis. 2010, 13, 246–252. [CrossRef] [PubMed]

152. Lockwood, C.M.; Hale, G.; Waldman, H.; Jayne, D.R. Remission induction in Behçet’s disease following lymphocyte depletion by
the anti-CD52 antibody CAMPATH 1-H. Rheumatology 2003, 42, 1539–1544. [CrossRef]

153. Mohammad, A.J.; Smith, R.M.; Chow, Y.W.; Chaudhry, A.N.; Jayne, D.R.W. Alemtuzumab as Remission Induction Therapy in
Behçet Disease: A 20-year Experience. J. Rheumatol. 2015, 42, 1906–1913. [CrossRef] [PubMed]

154. Maciel, M.L.; Novello, M.; Neves, F.S. Short-term efficacy of abatacept in the treatment of refractory ocular and cutaneous Behçet’s
disease. Rheumatol. Adv. Pract. 2017, 1, rkx004. [CrossRef]

155. Buggage, R.R.; Levy-Clarke, G.; Sen, H.N.; Ursea, R.; Srivastava, S.K.; Suhler, E.B.; Altemare, C.; Velez, G.; Ragheb, J.; Chan, C.C.;
et al. A double-masked, randomized study to investigate the safety and efficacy of daclizumab to treat the ocular complications
related to Behçet’s disease. Ocul. Immunol. Inflamm. 2007, 15, 63–70. [CrossRef] [PubMed]

156. Daclizumab withdrawn from the market worldwide. Drug Ther. Bull. 2018, 56, 38. [CrossRef]
157. Pleyer, U.; Algharably, E.A.; Feist, E.; Kreutz, R. Small molecules as therapy for uveitis: A selected perspective of new and

developing agents. Expert Opin. Pharmacother. 2017, 18, 1311–1323. [CrossRef] [PubMed]
158. Liu, J.; Hou, Y.; Sun, L.; Li, C.; Li, L.; Zhao, Y.; Zeng, X.; Zhang, F.; Zheng, W. A pilot study of tofacitinib for refractory Behçet’s

syndrome. Ann. Rheum. Dis. 2020, 79, 1517–1520. [CrossRef] [PubMed]
159. Paley, M.A.; Karacal, H.; Rao, P.K.; Margolis, T.P.; Miner, J.J. Tofacitinib for refractory uveitis and scleritis. Am. J. Ophtalmol. Case

Rep. 2019, 13, 53–55. [CrossRef]
160. Bauermann, P.; Heiligenhaus, A.; Heinz, C. Effect of Janus Kinase Inhibitor Treatment on Anterior Uveitis and Associated Macular

Edema in an Adult Patient with Juvenile Idiopathic Arthritis. Ocul. Immunol. Inflamm. 2019, 27, 1232–1234. [CrossRef]
161. Miserocchi, E.; Giuffrè, C.; Cornalba, M.; Pontikaki, I.; Cimaz, R. JAK inhibitors in refractory juvenile idiopathic arthritis-associated

uveitis. Clin. Rheumatol. 2020, 39, 847–851. [CrossRef]
162. Hatemi, G.; Melikoglu, M.; Tunc, R.; Korkmaz, C.; Turgut Ozturk, B.; Mat, C.; Merkel, P.A.; Calamia, K.T.; Liu, Z.; Pineda, L.;

et al. Apremilast for Behçet’s syndrome—A phase 2, placebo-controlled study. N. Engl. J. Med. 2015, 372, 1510–1518. [CrossRef]
[PubMed]

163. Hatemi, G.; Mahr, A.; Ishigatsubo, Y.; Song, Y.W.; Takeno, M.; Kim, D.; Melikoğlu, M.; Cheng, S.; McCue, S.; Paris, M.; et al. Trial
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