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Criteres diagnostiques

INTERNATIONAL STUDY GROUP FOR BEHGCET'S DISEASE. Cri teria for _diaghos_is of"Béhget’s disease.Lancet, 19 90, 335:1078-1080
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Standardization of uveitis study nomenclature working group (SUN). Am
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Vascularites occlusives
Touchant tous les calibres
Veines préférentiellement




Engainements vasculaires




Occlusions vasculaires




Tugal-tutkun, Gupta and Cunningham. Ocular immunology and.inflammation. 2013
Differential diagnosis of Behcet uveitis




(Edeme maculaire et papillite




mio

Clut de Medecing etarne ot Oell




Maladie de Behcet et uvéite....




Traitement intraoculaire?

* Markomichelakis et al AJO 2012
— Anti TNFa, 15 patients
— Moins efficace qu’en IV (rapidité et Acuité visuelle

a 1 mois, doute sur la to ) \_O
* Markomichelakis et atol_??Oll
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EULAR Recommendations
for the Management of
Behcet's Disease

Report of a Task Force of the
European Standing Committee for
International Clinical Studies
Including Therapeutics (ESCISIT)

G. Hatemi, A. Silman, D. Bang, B. Bodaghi, A. M. Cha mberlain,
A. Gul, M. H. Houman, |. Kotter, I. Olivieri, C. S alvarani,
P. P. Sfikakis, A. Siva, M. R. Stanford, N. Stubige r, S. Yurdakul
and H. Yazici
Ann Rheum Dis 2008 e



Development of Recommendations

EULAR'’s standardised operating
procedures for c velopmg
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Any patient with BD and inflammatory eye

disease affecting the pos_Le ;Lor segment
should be on atre ent regime, which

Includes azat ine and systemic

corticoste .

o



If the patient has severe eye disease defined
as >2 lines of drop In visual acuity on a 10/10
scale and/or retinal disease, (retinal vasculitis
or macular involvement), it is recommended
that either cyclosporine A or infliximab be

used in con r"atron with azathioprine and
eroid Interferon-

S coul% be used
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L Azathioprine in Severe Uveitis of Behcet’s Disease

D. SAADOUN,' B. WECHSLER,' C. TERRADA," D. HAJAGE? D. LE THI HUONG," M. RESCHE-RIGON *
N. CASSOUX," P. LE HOANG,' Z. AMOURA,' B. BODAGHL' ano P. CACOUB'

Table 1. Characteristics of the 157 patients with BD*
Value
Age at diagnosis, mean * SD years 29.9 * 10.1
Male sex 112 (71.3)
Ethnic origin
North Africa 70 (44.6) “\\
Africa 5(3.2) Qe
Europe 77 (49.0) R R
Others 5(3.2) Al
HLA-B5 (n = 120) 73 (60.8)
Characteristics of uveitis
Unilateral 25 (15.9)
Bilateral 132 (84.1)
Panuveitis 66 (42.0)
Retinal vasculitis 54 (34.4)
Clinical features of BD
Oral ulcerations 157 (100)
Genital ulcerations 83 (52.9)
Arthralgias 80 (51.3)
Skin lesions 97 (61.8)
Arterial involvement 13 (8.3)
Venous thrombosis 39 (24.8)
CNS involvement 52 (33.3)
* Values are the number (percentage) unless otherwise indicated.
BD = Behcget's disease; CNS = central nervous system.




! Azathioprine in Severe Uveitis of Behcet’s Disease

D. SAADOUN," B. WECHSLER," C. TERRADA,' D. HAJAGE.? D. LE THI HUONG.' M. RESCHE-RIGON ?
N. CASSOUX.! P. LE HOANG.! Z. AMOURA,! B. BODAGHL" axn P. CACOUB!

Table 4. Comparison of patients with Behcet's disease and severe uveitis who were complete responders versus
partial/nonresponders*
Complete
All responders Partial/nonresponders
(n = 157) (n = 81) (n = 76) OR (95% CI) P
Age, mean * SD years 29.9 * 10.1 29.3 £ 9.3 30.7:X 10.9 0.98 (0.9-1.1) 0.37
Male sex 112 (71.3) 56 (69.1) 56 (73.7) 0.80 (0.4-1.7) 0.59
HLA-B5 72 (60.5)+ 36 (60) 36 (61) 0.95 (0.4-2.1) i
Previous immunosuppressant 31 (19.7) 14 (17.3) 17 (22.4) 0.71 (0.5-3.1) 0.55
[ Retinal vasculitis 54 (34.4) 21 (25.9) 33 (43.4) 0.45 (0.2-0.9) 0.02 |
Bilateral uveitis 132 (84.1) 66 (81.5) 66 (86.8) 0.66 (0.2-1.7) 0.39
[ Visual acuily, mean * SD 43 * 3.6 54 * 3.2 BEFK 0.28 (0.2-0.7) < 0.0001 |
Oral ulceration 157 (100) 81 (100) 76 (100) - =
Genital ulceration 83 (52.9) 40 (49.4) 43 (56.6) 0.75 (0.4-1.5) 0.42
Articular involvement 80 (51.3) 42 (51.9) 38 (50.7) 1.04 (0.5-2.1) 1
Venous involvement 39 (24.8) 23 (28.4) 16 (21.1) 1.48 (0.6-3.3) 0.35
Arterial involvement 13 (8.3) 10 (12.5) 3(3.9) 1.47 (1.2-1.7) 0.08
CNS involvement 52 (33.3) 32 (39.5) 20 (26.7) 1.78 (0.8-3.7) 0.12
* Values are the number (percentage) unless otherwise indicated. OR = odds ratio; 95% CI = 95% confidence interval; CNS = central nervous system.
N = 120.
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Tableau 50-V. Linterféron 02a en pratique.

MODALITES UTILISATION ET POSOLOGIE  — Voie sous-cutanée, 3 & 6 MU/jour ou X 3/semaine
— Paracétamol juste avant ou au moment de l'injection

CONTRE-INDICATIONS — Hypersensibilité au produit
— Troubles psychiatriques graves
— Infections en cours

EFFETS SECONDAIRES PRINCIPAUX — Syndrome pseudo-grippal (100 %)
— Manifestations psychiatriques : dépression, anxiété, psychose, risque suicidaire
— Cytolyse hépatique
— Troubles digestifs, alopécie, exacerbation d’un psoriasis, dysthyroidie, etc.
— Rétinopathie (rarement Harada et occlusions vasculaires)

SURVEILLANCE BIOLOGIQUE Hémogramme, créatinine, bilan hépatique, TSHus/
mois pendant 3 mois, puis tous les 3 mois
INDICATIONS EN OPHTALMOLOGIE — Maladie de Behget (études prospectives ouvertes)
(NIVEAU DE PREUVE) — (Edéme maculaire cystoide (étude prospective ouverte et étude rétrospective)

— Sclérose en plaques (étude rétrospective)
— Autres uvéites : idiopathique, Harada, Birdshot, serpigineuse (étude rétrospective)

TSHus : dosage de la Thyroid Stimulating Hormone par méthode ultrasensible.




Interferon-a

Rl

The only RCT with IFN a involves 9 patients with
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Open studies with Interferon a

8 Open studies with IFN—a mcluded patients with
eye involvement:
— Dose: 5 MU . ,v
— Tots per of patient
“omplete remission:




CLINICAL SCIENCE

Human recombinant interferon alfa-2a for the treatment
of Behget's disease with sight threatening posterior or

panuveitis

1 Kétter, M Zierhut, A K Eckstein, R Vonthein, T Ness, | Ginaydin, B Grimbacher,
sm., MHmHHM N Stibiger
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Efficacy of interferon alpha in the treatment of
e refractory and sight ﬂ'lm:mvwdﬂs: a
retr tive ntric of 45 patients

Bahram Bodaghi. Gasl Gendron, Bertrand Wachsler, Céline Terrada, Nathale
Cassoux, Du Le Thi Huong, Claire Lemailtre, Christine Fradeau. Phuc LeHoang and
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Concise Report
Efficacy and safety of interferon-o in the treatment of
corticodependent uveitis of paediatric Behget's disease
S. Guillsume-Czitrom, C. Berger', C. Pajot’, B. Bodaght’, B. Wechsler' and L Kone-Paut
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Initial IFN dosage

Discussion

- =

g
~ Tugal-Tutkun [2006]

Kétter [2003]

6MIU/d

Gueudry AJO [2008]

3MIU 3x/ week




Evaluation of safety from open studies
with Interferon- a

14 studies gave information about toxicity

IFN-a should not be used in combination with
azathioprine due to the risk of serious

myelosuppression

Toxicity Number of patients Withdrawals due to toxici ty

Flu-like symptoms 231/257 (90%)

Depression 71 257 (3%) 3/7

Alopecia 15/ 257 (6%) 2/14
Leukopenia 9/ 257 (4%)

Thrombopenia 1/ 257 (0.4%)

Injection site ulcers 1/ 257 (0.4%) 1/1

Epileptic seizures 1/ 257 (0.4%) 1/1

ALT/AST elevation 2/ 257 (0.8%) 1/1

mio
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Long-Term Remission After Cessation of ;
Interferon-a Treatment in Patients With o ——
Severe Uveitis Due to Behget's Disease A

14
Christoph M. E. Deuter,' Manfred Zierhut," Antje Mohle,' Reinhard Vonthein,? :
Nicole Stobiger.! and Ina Kotter! ,,.
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Tableau 50-IIl. Les anti-TNF-o. en pratique.

MODALITES UTILISATION — Voie Intraveineuse : infliximab, 5 mg/kg SO, S2, Sé et toutes les 8 semaines.
ET POSOLOGIE Prémédication par antihistaminique, antipyrétique et hydrocortisone.

— Voie sous-cutanée : adalimumab, 40 mg/|5 jours
CONTRE-INDICATIONS — Hypersensibilité au produit

— Insuffisance cardiaque modérée ou sévere (de classe llI/IV dans la classification NYHA)
— Infections sévéres, évolutives

EFFETS SECONDAIRES PRINCIPAUX  — Réactions allergiques : rash, urticaire, prurit, irritation laryngée, fievre, céphalée, hypotension
— Infections +++
— Réactivation VHB
— Lupus induit, maladies démyélinisantes
— Lymphome
SURVEILLANCE BIOLOGIQUE — Hémogramme tous les mois (risque de neutropénie tardive)

— Bilan hépatique
— Radiographie de thorax

INDICATIONS EN OPHTALMOLOGIE/ — Maladie de Behget (études rétrospectives)
NIVEAU DE PREUVE — Uvéites (étude rétrospective)
— (Edéme maculaire cystoide (étude rétrospective)

NYHA : New York Heart Association ;VHB : virus de I'hépatite B.




2 antl-TNF sont efficaces dans les Uv_éites

Ac monoclonal Ac monoclonal -
chimérique humain

o [




Anti-TNF Agents for Behget's Disease:
Analysis of Published Data on 369 Patients

Aikaterini Arida, MD, Kalliopi Fragiadaki, MD, Eirini Giavri, MD, and
Petros P. Sfikakis, MD

Table 1 Disposition of Articles Appearing in Medline through March 2010 on the Use of Anti-TNF Agents in Patients?
with Behcet’s Disease
Infliximab Etanercept Adalimumab
Studies Patients Studies Patients Studies Patients

Case reports 53 59 9 11 8 8
Case series 11 30 2 6 3 9
Retrospective® 8 62 0 0 2 11
Prospective® 16 174 — — 0 0
RCTs — — 1 20 — —
Total articles 88 325 12 37 13 28

bStudies describing 5 or more patients each.




Anti-TNF Agents for Behget’s Disease:
Analysis of Published Data on 369 Patients

Aikaterini Arida, MD, Kalliopi Fragiadaki, MD, Eirini Giavri, MD, and
Petros P. Sfikakis, MD

Table 2 Open-Label Studies Involving 10 Patients or
More Treated with Infliximab for Refractory BD

Number of  Major Organ

Reference (no.) Patients
Sfikakis et al, 20042 (37) 25 Ocular
Ohno et al, 20042 (38) 13 Ocular

Tugal-Tutkun et al,» 2005 13 Ocular
(42)

Niccoli et al, 20072 (44) 12 Ocular

Accorinti et al, 20072 12 Ocular
(45)

Tabbara et al, 2008° (32) 10 Ocular

Yamada et al, 2009 (34) 17 Ocular

Al-Rayes et al, 2008 (47) 10 Ocular

Iwata et al, 2009 (49) 10 Gastrointestinal

Giardina et al, 20092 (50) 21 Ocular and CNS

Tanaka et al, 2010° (51) 19 ecular

*Prospective study.
bRetrospective study.




Anti-TNF Agents for Behget's Disease:
Analysis of Published Data on 369 Patients

Aikaterini Arida, MD, Kalliopi Fragiadaki, MD, Eirini Giavri, MD, and
Petros P. Sfikakis, MD

Table 3 Anti-TNF Therapy-Induced Improvement of Various Clinical Manifestations in Patients with Behget's Disease,

Published through March 2010

Improving Patients/Treated Patients®

Infliximab Etanercept® Adalimumab
Oral ulcers 110/122 (91%) 8/10 (82%) 8/11 (73%)
Genital ulcers 76/80 (96%) 5/7 (71%) 6/7 (86%)
Skin involvement 51/67 (77%) 2/3 (67%) 4/5 (80%)
Erythema nodosum 13/16 (81%) 1/1 (100%) 1/1 (100%)
Ocular involvement 233/262 (89%) 6/10 (60%) 16/16 (100%)
Gastrointestinal involvement 29/32 (91%) — 3/3 (100%)
Central nervous system involvement 27/30 (90%) 2/2 (100%) 3/3 (100%)
Joint involvement 50/53 (94%) 6/6 (100%) 3/5 (60%)
Thrombophlevitis 7/10 (70%) — 1/1 (100%)

Ipatients with variable degree of improvement according to treating physicians are shown.
bpatients treated in the course of the RCT were excluded since they were not refractory to conventional immunosuppressants.




Anti-TNF Agents for Behget’s Disease:
Analysis of Published Data on 369 Patients

Aikaterini Arida, MD, Kalliopi Fragiadaki, MD, Eirini Giavri, MD, and
Petros P. Sfikakis, MD

Table 5 Reported Adverse Events in 369 Patients with
BD Treated with Anti-TNF Agents (approximately

300 patient/yr)
Number of

Reported Adverse Reaction Patients (Ref. no.)
Respiratory track infection 14(19,42,44,47)
Pneumonocystis carinii pneumonia 2(13,48)
Legionella pneumophila pneumonia 1(58)
Reactivation of TB 4(14,38,45,58)
De novo TB 1(90)
Non-Hodgkin lymphoma 1(50)
Cryptococcal meningitis 1(89)
Perianal abscess 1(32)
Varicella zoster infection. 2(18,88)
Upper arm pyomyostitis 1(96)
Worsening of osteomalacia 1(86)
CMV colitis 1(57)
Psoriasis 2(91)
Erythema nodosum (de novo) 2(97)
Cellulitis of forearm (ETN) 1(20)
Bacterial endocarditis by 1(24)

Staphylococcus wamneri (ETN)

Urticaria and Angloedema (ADL) 1(98)




Maladie de Behcet avec uvéite postérieure
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Menace maculaire immeédiate ~ Sans menace maculaire

l i ~ [1s conventionnels (AZA ou MMF)
A : g +
Corticoides \
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Anti-TNF a ou IFN©
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Conclusions

e 2 options therape es majeures (aTNFa, IFNQ)
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