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Erase unavez un turco que tenia una enfermedad de BEHCET. / g
Todos sus 6rganos se reunieron para determinar cual de /@@ X
ellos era el mas importante y, por tanto, candidato a ser o

—

tratado con antiTNF. ' “

La mucosa oral dijo:

“ Yo casi siempre estoy afectada en
la enfermedad y soy manifestacion
clinica obligatoria en los criterios
diagnaosticos; por tanto

Yo soy la MAS IMPORTANTE




La PIEL dijo:

“ Yo puedo enfermar de
muchas formas y ademas

soy el escaparate para el
resto de las personas

Yo soy la MAS IMPORTANTE




El cerebro y la médula espinal,
llenos de orgullo dijeron:

1r

“ Nosotros pensamos, controlamos y
transmitimos las érdenes.

Somos por tanto los
ORGANOS MAS IMPORTANTES




Las “partes nobles” llenas de
% .- orgullo dijeron:

Somos por tanto los
ORGANOS MAS IMPORTANTES




Los ojos llenos de orgullo
dijeron:

“* Nosotros somos el organo

de los sentidos mas
Importante, las puerta a la luz,
los paisajes...”

Nosotros somos los mas
Importantes




Y asi, cada uno de los
organos del cuerpo fue
exponiendo sus razones

sin llegar a ningun
entendimiento




Otro ojo, el del c... dijo, yo
soy el mas importante.







Ante el desastre, decidieron convocar una
reunion de urgencia, en la cual se concluyo que

EN LA ENFERMEDAD DE BEHCET TODOS

LOS ORGANOS SOMOS IMPORTANTES 'Y,
POR TANTO, CANDIDATOS AL
TRATAMIENTO CON ANTI-TNF alfa
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Adalimumab treatment for life threatening pulmonary
artery aneurysm in Behcet disease: a case report
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Adalimumab en el tratamiento de la
enfermedad de Behget
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Adalimumab Therapy for Refractory Uveitis: A Pilot Study
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Recalcitrant, recurrent aphthous

stomatitis successfully treated
with adalimumab
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Etiopathogenesis of Behcet's disease

Claudia Mendoza-Pinto %, Mario Garcia-Carrasco *”*, Mario Jiménez-Hernandez *#,
Cesar Jiménez Hernandez **, Carlos Riebeling-Navarro ©, Arnulfo Nava Zavala d
Mauricio Vera Recabarren ¢, Gerard Espinosa 8, Javier Jara Quezada', Ricard Cervera ®

Autoimmunity Reviews 9 (2010) 241-245
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Behcet's disease — a contemporary review

Daniela Mendes*, Margarida Correia, Marta Barbedo, Teresa Vaio, Margarida Mota,
Olga Gongalves, Jodo Valente

Journal of Autoimmunity 32 (2009) 178-188

Proposing an algorithm for treatment of different

manifestations of neuro-Behcet’s disease
- 4.9 edicion Afshin Borhani Haghighi - Anahid Safari Clin Bheumatol  March 2010

| DIAGNOSTICO Y TRATAMIENTO
| DELAS ENFERMEDADES

S SISTEMICAS . . . .
AUTOINMUNE Behcet’s disease: an algorithmic approach to its treatment

R. Cervera

G.Bplnl:::a | Erkan Alpsoy - Ayse Akman
M. Ramos-Casals

I.HnrnéMndz'-g':‘"‘-‘““ Arch Dermatol Res. 2009 Oct;301(10):693-702

M. Ingelmo

Servicio de Enfermedades Autoinmunes
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m Neuro-Behget's disease: epidemiology, clinical
characteristics, and management

Adnan Al-Araji, Desmond P Kidd Lancet Neurol 2009; 8:192-204




EULAR recommendations for the management of
Behcet disease

G Hatemi,' A Silman,? D Bang,” B Bodaghi,” A M Chamberlain,> A Gul,* M H Houman,’
| Kotter,® | Olivieri,® C Salvarani,'® P P Sfikakis,'" A Siva,’ M R Stanford,'® N Stibiger,'!

S Yurdakul," H Yazici'
Ann Rheum Dis. 2009 Oct;68(10):1528-34.
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Table 3 Nine recommendations on Behcet disease (BD) that were developed after two anonymous Delphi rounds [ = ¢

No. Recommendation

1 Any patient with BD and inflammatory eye disease affecting the posterior segment should be on a treatment regime ths
corticosteroids.

2 If the patient has severe eye disease defined as =2 lines of drop in visual acuity on a 10/10 scale and/or retinal diseas
involvement), it is recommended that either ciclosporine A or infliximab be used in combination with azathioprine and cor
without corticosteroids could be used instead.

3 There is no firm evidence to guide the management of major vessel disease in BD. For the management of acute deep vein A
agents such as corticosteroids, azathioprine, cyclophosphamide or ciclosporine A are recommended. For the managemer’ &
aneurysms, cyclophosphamide and corticosteroids are recommended.

4 Similarly there are no controlled data on, or evidence of benefit from uncontrolled experience with anticoagulants, antip
management of deep vein thrombosis or for the use of anticoagulation for the arterial lesions of BD.

5 There is no evidence-based treatment that can be recommended for the management of gastrointestinal involvement of dksrstisases

carticosternids azathionrine TNE~ antanonists and thalidomide should he tried first hefore surnoerv _excent in emeraencies

USARAS TRATAMIENTO CONVENCIONAL SOBRE TODAS LAS COSAS

Y ANTI-TNF (no incluye adalimumab) EN CASOS DE MALA EVOLUCION

Leg ulcers in BD might have different causes. Treatment should be planned accordingly.
Azathioprine, IFN« and TNFx antagonists may be considered in resistant cases.

w

The decision to treat skin and mucosa involvement will depend on the perceived severity by the doctor and the patient. Mucocutaneous involvement should be




Enfermedad de Behcet: estudio de 74 pacientes

José Maria Ricart?, José Todoli®, Juan José Vilata®, Javier Calvo?,
José Roman¢, Marisa Santaolaria'y Amparo Vaya'

Med Clin (Barc). 2006;127(13):496-9

Comparacion de [as manifestaciones clinicas de [a enfermedad de Behget con

otras series espanolas

Manifestaciones clticas Gonzdlez-Gay etal’ | Baikaulietal® | Espinosa et al Serie actual
(n=16) (n=24) (n=38) (n=74)
Aftas orales 100% 100% 100% 98,50%
Aftas genitales 87.5% 83% 6% 82.40%
Aftas orales y/o genitales 100% 100% ND 100%
Lesiones cLitaneas 87.5% 42% 68% 04,20%
Seudofolicultis 81 5% 2080% 3% 39.40%
Eriterna nodoso 188% 8,30% 2% 28,80%
Lesiones oculares 43,8% 54% 00% 42 50%
Uvettis posterior 43 8% 12.50% 16% 28.80%
Newro-Behcet 31,3% 125% 13% 16,70%
Trombosis venosa profunda
ylo tromboflebitis 37 6% 1250% 37% 21%




| the patient has severe eye disease defined as >2 Ines of arop n vsual acuity on & 10/10 scale ana/or etinal lsease {retnal vasculits or macular
nvolvement), It 1 recommended that eiher cicosporing A or nfiimab be used n combiation with azathioprne and corticosteroid; afermatvely [Fy with or
Witnout corticosteroids could be used nstead.
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Ocular Inflammation in Behcet Disease: Incidence of
Ocular Complications and of Loss of Visual Acuity

R. OKTAY KACMAZ, JOHN H. KEMPEN, CRAIG NEWCOMB, SAPNA GANGAPUTRA, EBENEZER DANIEL,
GRACE A. LEVY-CLARKE, ROBERT B. NUSSENBLATT, JAMES T. ROSENBAUM, ERIC B. SUHLER,
JENNIFER E. THORNE, DOUGLAS A. JABS, AND C. STEPHEN FOSTER, ON BEHALF OF THE SYSTEMIC
IMMUNOSUPPRESSIVE THERAPY FOR EYE DISEASES COHORT STUDY GROUP

The Am ] Ophthalmol 2008;146:828-836.

centers involved in the SITE Cohort Study are: the
Uveitis Clinic, Casey Eye Institute, Oregon Health and
Sciences University; the Laboratory of Immunology, Na-
tional Eye Institute; the Ocular Immunology Service,
Wilmer Eye Institute, Johns Hopkins University; the
practice of C. Stephen Foster, formerly at the Massachu-
setts Eye and Ear Infirmary and now at the Massachusetts

Eye Research and Surgery Institution; and the Ocular
Inflammation Service, Scheie Eye Institute, University of
Pennsylvania.



TABLE 1. Characteristics of Patients with Behget Disease at Presentation”

Characteristic Anterior Uvettls GHN Uveitis Involvlng the Posterior SEQH‘IBI"It Other

Person-specific characteristics

No. of patients 18 142 8

Median age at diagnosis of uveitis, yrs (range) 31313910 52.9) 27.6 (4.81064.3) 30.4 (22.010 54.7)

Median age at diagnosis of Behget disease, 379(13.910 55.8) 283 (10.41065.0) 26.7(961059.2)

Bilateral uveitis, % 14 (77.8%) 125 (88.0%) 7 (87.5%)
Eye-specific characteristics

No. of affected eyes 32 270 15
Ocular findings, % affected eyes

Any ocular complication 13 (40.6%) 164 (60.7%) 3(20%)

Posterior synechiae 4(12.5%) 22 (8.2%) 0(0.0%)

Retinal vasculitis 0(0.0%) 59 (21.8%) 0(0.0%)




Ocular Inflammation in Behcet Disease: Incidence of
Ocular Complications and of Loss of Visual Acuity

R. OKTAY KACMAZ, JOHN H. KEMPEN, CRAIG NEWCOMB, SAPNA GANGAPUTRA, EBENEZER DANIEL,
GRACE A. LEVY-CLARKE, ROBERT B. NUSSENBLATT, JAMES T. ROSENBAUM, ERIC B. SUHLER,
JENNIFER E. THORNE, DOUGLAS A. JABS, AND C. STEPHEN FOSTER, ON BEHALF OF THE SYSTEMIC
IMMUNOSUPPRESSIVE THERAPY FOR EYE DISEASES COHORT STUDY GROUP
® CONCLUSIONS: Loss of VA and occurrence of ocular Am ] Ophthalmol 2008;146:828-836.
complications were common in patients with ocular
inflammation associated with BD, even with aggressive
therapy. Ongoing inflammation during follow-up, pres-

ence or occurrence of posterior synechiae, hypotony, and

elevated IOP were associated with an increased tisk of

loss of VA,



Infliximab Effects Compared to Conventional Therapy in
the Management of Retinal Vasculitis in Behcget Disease

EE H KHALID F. TABBARA AND AMAL I. AL-HEMIDAN
. “‘“,

® CONCLUSIONS: Patients with Behcet disease had sig-
nificant decrease in inflammation, improvement of visual

acuity, and reduced ocular complications following in-
fliximab when compared to conventional therapy. The
number of relapses was less in the infliximab treatment
eroup than the conventional therapy group.

Am ] Ophthalmol 2008;146:845—-850.




Table 1 Characteristics of patients with Behcet disease treated with infliximab (IFX)

Interval between

No of acute

uveitis attacks

Age onset and infliximah Treatment before Before After Concomitant treatment
Case (years) Sex {months) IFX administration IFX IFX with IFX Reason for conversion to [FX
1 27 M 16 CsA 3 1 None Resistance to CsA
2 32 M 60 CsA, PSL (0—30 mg) B 0 None Resistance to CsA
3 33 M 83 CsA, Col, PSL (5 mg) b 0 Col Resistance to CsA
4 39 M 10 CsA 5 0 None Resistance to CsA
5 44 M 86 CsA 3 0 None Resistance to CsA
6 63 M 12 PSL (15 mg) 0 0 PSL (12.5—15 mg) Side effect of existent treatment
7 52 M 10 Col 1 0 None Side effect of existent treatment
8 39 M 42 Az, Col, PSL (10 mg) B 0 None Side effect of existent treatment
9 42 M 110 CsA, PSL (10 mg) 0 0 PSL (9—10 mg) Due to glaucoma operation
10 33 F 21 CsA, Col 3 0 None Resistance to CsA
11 26 M 13 CsA, PSL {11 mg) 0 0 PSL (8—11 mg) Resistance to CsA
12 34 M 21 CsA 3 0 None Resistance to CsA
13 34 M 98 CsA 10 0 None Resistance to CsA
14 40 M 16 Col, PSL (10 mg) 3 1 PSL (5—7.5 mg) Resistance to existent treatment
15 26 F 31 CsA, PSL (10 mg) 0 0 PSL {(5—10mg) Side effect of CsA
16 50 M 16 Col 2 0 Col Resistance to Col
17 25 M 24 CsA 2 4 CsA Resistance to CsA




infliximab group CsA
group

e} 0 1.0 L
o o s
2 :
E R B T _©
3 0l Therefore, many of the eyes in these
=%

patients could have already developed irreversible changes in the
retina or optic nerve by the time infliximab treatment was
001 | actually initiated. If the infliximab therapy had been initiated at

a much earlier stage, a better visual outcome would have been
observed in these patients.

i i i V i i i

0.001 0.01 0.1 1 10 0.01 0.1

1.0

pre-treatment pre-treatiment

22 Visual acuity changes seen for each therapy. Best-corrected visual acuity (BCVA) was measured at the initiation point and 6 months after the
listration. With infliximab, the vision improved or was unchanged in 97% of the eyes, compared with 93% in the CsA group. Open circle, more than

nes of improvement; black square, unchanged; open triangle, a decrease of less than two lines. Statistical analysis was performed using the
—Whitney U test.
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QUE ANTI-TNF

Lo que hay que
hacer para no
acabar asi...
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Adalimumab Therapy for Refractory Uveitis: A Pilot Study

José Luis Callsjas-Rubio,! Daniel Sanchez-Cano,?
Jos# Luis Garcia Serrano,? and Morberto Ortego-Centeno!

Clinical Experience with Adalimumab in the Treatment of Ocular Behcet Disease

Ocul Immunol Inflamm. 2010 Jun;18(3):226-32.



“witching to adalimumab in an infliximab-allergic
~ severe Behcet disease-related uveitis

oertt Ohno « Haruko Ideguchi -
-~ thiro Takeno - Yoshiaki Ishigatsubo



Anti-infliximab and anti-adalimumab antibodies in

relation to response to adalimumab in infliximab

switchers and anti-tumour necrosis factor naive

patients: a cohort study A

10 [nflivimab( Fab®

G M Bartelds,!' C A Wijbrandts,2 M T Nurmohamed,’-3 S Stapel,? W F Lems.3 o
L Aarden,? B A C Dijkmans,'3 P P Tak,2 G J Wolbink™-4 A Rhoum Ois 2010,69:817-821 At

concentrations on the occurrence of acquired drug resistance
to infliximab in rheumatoid arthritis patients

Infismab (Fa'y

[nfluence of anti-infliximab antibodies and residual infliximab \'@f ?ﬂmmm
Al )

Microite plate

Axel Finckh®*, Jean Dudler®, Felix Wermelinger¢, Adrian Ciuread, Diego Kvburz¢,
Cem Gabay?, Sylvette Bas®€, on behalf of the physicians of the SCQM  Joint flone Spine 77 (2010} 313-315

Relationship between serum infliximab levels and

of treatment Serum IFX level (ng/ml)

with IFX Uveitis attacks

Pt o) D0 Wk ek sk of s acute uveitis attacks in patients with Behget disease

1711 NT 8.6 (=)

169.9  NT 8.9 - . . . .
63 NT 118 }_; Sunao Sugita, Yukiko Yamada, Manabu Mochizuki Br J Ophthalmol. 2010 Jun 27

86.2 <0.1 <0.1 (=)
106.9 4.2 <0.1 (+) (6w, Tw)

ws s wewsw v S Timing of recurrent uveitis in patients with Behcet's
disease receiving infliximab treatment

Yamada Y, Sugita S, Tanaka H, Kamoi K, Takase H, Mochizuki M. Br J Ophthalmol. 2010 Jun 11




CIUE SABE NADIE

Int Ophthalmol
DOT 10.1007/10792-010-9372-1
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Effects of infliximab in the treatment of refractory posterior
uveitis of Behcet’s disease after withdrawal of infusions

Alfredo Adan - Victoria Hernandez - Santiago Ortiz -
Juan Jose Molina * Laura Pelegrin - Gerard Espinosa -
Raimon Sanmarti




Safety and efficacy of infliximab therapy in active behcet’s uveitis:
an open-label trial

H. Al-Rayes * R. Al-Swailem *+ M. Al-Balawi -

N. Al-Dohavan - S. Al-Zaidi - M. Tari
onayan H A Rheumatol Int (2008) 29:53-57

n = 10 pacientes
Pauta inicial: 2 dosis de 5mg/kg/d de infliximab los dias 0-14

f 7/10...70% de recidivas
N~

Sin brotes en 36 meses /




Table 3 Nine recommendations on Behcet disease (BD) that were developed after two anonymous Delphi rounds

No. Recommendation

1 Any patient with BD and inflammatory eye disease affecting the posterior segment should be on a treatment regime that inclu
corticosteroids.

2 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
involvement), it is recommended that either ciclosporine A or infliximab be used in combination with azathioprine and corticosteroi A
without corticosteroids could be used instead.

3 I" no II' l'l £ 10 0 l' NE Manddement O Ilul ESSE l'u 'I:' OF TNE Mdndaement o7 d E (EED 'I Aromno:

~

Usaras ANTI-TNF sobre todas las cosas en los pacientes con Behget en: 08
the

- UVEITIS GRAVE, con afectacion de la AGUDEZA VISUAL

- VASCULITIS RETINIANA

- afectacion MACULAR N

- fracaso o intolerancia a ciclosporina A |

Ciclosporine A should not be used in BD patients with central nervous system involvement unless necessary for intraocular inflammation.

The decision to treat skin and mucosa involvement will depend on the perceived severity by the doctor and the patient. Mucocutaneous involvement should be
treated according to the dominant or codominant lesions present.

Topical measures (ie, local corticosteroids) should be the first line of treatment for isolated oral and genital ulcers.
Acne-like lesions are usually of cosmetic concemn only. Thus, topical measures as used in acne vulgaris are sufficient.
Colchicine should be preferred when the dominant lesion is erythaema nodosum.

Leg ulcers in BD might have different causes. Treatment should be planned accordingly.

Azathioprine, IFN« and TNFx antagonists may be considered in resistant cases.
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Long-term efficacy of infliximab in refractory posterior uveitis
of Behcet’s disease: a 24-month follow-up study

L. Niccoli, C. Nannini, M. Benucciz, D. Chindamo, E. Cassara, C. Salvarani3, L. Cimin04, G. Ginil,
I. Lenzetti' and F. Cantini

Rheumatology 2007:46;1161-1164

TaeLe 1. Baseline demographic, and concurrent clinical manifestations in
12 patients with BD and RPU.

all subjects recetved infliximab 2-h intravenous
infustons at the dose of Jmg/kg at weeks 0, 2, 6, 14, 22, 30, 38,
46 and 4.

it e e e MR
Previous therapy
CS,AZA,CsA 512 (42%)
CS,AZAMTX 512 (42%)
CS,AZA,CyC 2/12 (16%)



All of them showed a dramatic mmprovement of ocular
inflammation after the first infusion. Six patients were 1n complete
remission at 6-week wvisit, and three at 22-week wvisit.

TasLe 2. Baseline and after 54-week follow-up visual acuity, number of ocular
attacks, ocular inflammation and retinal vasculitis scores

Baseline 54 weeks P-value
Visual acuity 0.2+0.8 0.5+04 <0.001
Ocular attacks (n) 40 5 <0.001
Ocular inflammation score 3.50+0.52 0.33+0.65 <0.005

Retinal vasculitis score 2.04+0.60 0.254+0.45 <0.005
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Adalimumab Therapy for Refractory Uveitis:
A Pilot Study

MANUEL DIAZ-LLOPIS, 3 SALVADOR GARCIA-DELPECH,' DAVID SALOM,!
PATRICIA UDAONDO,! MARISA HERNANDEZ-GARFELLA,! ARTURO QUIJADA,!
and F. JAVIER ROMERQO?#




Patient no./

Anatomic

sex/age, year Diagnosis location
1/F/24 Idiopathic Posterior
2/M/34 Behcet disease Panuveitis
3/M/41 Sarcoidosis Panuveitis
4/F/54 BSCR Posterior
5/M/35 Behcet disease Panuveitis
6/M/28 Behcet disease Panuveitis
7/F/42 Idiopathic Panuveitis
8/F/26 Idiopathic Intermediate
9/M/42 Idiopathic Intermediate
10/M/35 VKH Panuveitis
11/F/46 BSCR Posterior
12/M/28 VKH Panuveitis
13/M/25 Idiopathic Intermediate
14/M/36 Idiopathic Posterior
15/F/39 Idiopathic Posterior
16/F/27 Idiopathic Anterior
17/F/32 Crohn disease Panuveitis
18/F/37 Idiopathic Panuveitis
19/M/29 Idiopathic Panuveitis



TaBLe 4. Summarizep Data From OUTCOME VARIABLES

Visual acuity (logMar) ~ AC inflammation  VC inflammation  Macular thickness () Immunosuppression load

mean *+ SD? mean + SDP mean + SDP mean = SD? mean * SD?
Week 0 +035+ 024 105+ 1 1.8+1 380 + 164 10.1 = 3.1
Month 12 +0.13 £ 0.18 0.07 +0.2 01+x04 241 + 64 2618

Conclusions: Adalimumab seems to be an effective, safe therapy for the management of re-
fractoty uveitis and may provide the possibility to reduce the concomitant immunosuppres-
sive drugs in these patients, Further long-term studies are warranted to determine the safety
and efficacy of adalimumab in treating intraocular inflammation.



Adalimumab Therapy for Refractory Uveitis: A Pilot

José Luis Callejas-Rubio,’ Daniel Sanchez-Cano,

José Luis Garcia Serrano,®? and Norberto Ortego-Centeno?

LDhiration of

Study

Previous treatment
Sex/age Diagnosis immunosuppressive therapy (months) Relapses
E/65 Panuveitis and Behget Prednisone, methotrexate, 26 No
cyclosporine A
V/53 Panuveitis and Behget Prednisone, methotrexate, 12 No
cyclosporine, etenercept

V/36 Panuveitis and Prednisone, methotrexate 24 No
Ankylosing spondylitis

F/46 Recurrent tridocyclitis Prednisone, methotrexate 4 Yes

F/44 Posterior uveitis and None 6 No
bird-shot
chorioretinopathy

V/38 Idiopathic panuveitis Prednisone, methotrexate, 8 Yes
with retinal vasculitis cyclosporine

V/53 Panuveitis with retinal None 6 No
vasculitis

M/23 Panuveitis and juvenile Prednisone, methotrexate 18 No
idiopathic arthritis

M/27 Panuveitis and Vogt- Prednisone, azathioprine, 6 No
Koyanagi-Harada methotrexate, cyclosporine

M/38 Panuveitis and Behget Prednisone, methotrexate, 6 No

disease

cyclosporine A

JOURNAL OF OCULAR PHARMACOLOGY AND THERAPEUTICS

Volume M, Number B, 2008
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DEL [RATAMIENTO DE LAS
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Dr. Roberto Gallego Pinazo !, Dr. David Salom Alonso !, Dr. Salvador Garcia Delpech !, Dr. Manuel Diaz Liopis ! 2
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PRIMER ESCALON
CORTICOIDES. Dacodin ®, 5-75 mgdia
CALCIO+VITAMINA D Ideos *, 2 comprimidesd (a
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CICLOSPORINA A, Sandimmiun *, 3-5 mg'kgidia
& METOTREXATO Melolrexato *, 7 5-15 mgsemana
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AZATIOPRINA. lmured®, 50-100 mpidia
& MICOFENCLATO. CeliCept®. 1-2gMdia
& TACROLIMUS. Progral™, 0.05 -2 mg/kg/dia

CUARTO ESCAL ON

ADALIMUMAB. Hurmira® 40 mg/7-15-30d ias
& INFLIXIMAE. Remicade ~, 5-10 mg/kp c'4 -8 semanas

QUINTO ESCAL ON [EVITAR LLEGAR

TOCILIZUMAR  Astsmm CLORAMBUCILO. ' Laukeran *, 2-5 mg/kgidia
B mg'kg o/ semanas & CICLOFOFAMIDA. Cloxan ™, 20 -100 mgidia
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MANIFESTACIONES GASTROINTESTINALES

Uleeras en el colon

Ulceras en
el recto
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Infliximab for the Treatment of Neuro-Behcet’s
Disease: A Case Series and Review of the
Literature
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Table 3 Nine recommendations on Behcet disease (BD) that were developed after two anonymous Delphi rounds

No. Recommendation

1 Any patient with BD and inflammatory eye disease affecting the posterior segment should be on a treatment regime that includes azathioprine and systemic
corticosteroids.

Topical measures {ie, local corticosteroids) should
Acne-like lesions are usually of cosmetic concern
Colchicine should be preferred when the dominan
Leg ulcers in BD might have different causes. Tre
Azathioprine, IFN« and TNFx« antagonists may be




TasLe 1. Recommendations for the prescription of anti-TNF agents in BD

Subset

New manifestation

Recurrent/refractory cases

Parenchymal CNS involvement

Intestinal inflammation

Major vessel involvement
Mucocutaneous manifestations

Not recommended

Not recommended

Not enough data
Not recommended

In patients refractory to treatment with pulse cyclopho-
sphamide and prednisolone (1 mgrkg/day), or in those
who relapse while on maintenance with AZA® and
precnisolone (<7 5mg/day) infliximab° may be tried

In patients that have falled two immunosuppressive
agents” and require prednisolone at a dosage >7.5mg/
day, Infliximab® may be used

Not enough data

In patients with poor quality of life despite, or intolerant to,
adequate doses” of AZA, colchicine or thalidomide and
require prednisolone at a dosage >7.5mg/day,
etanerceptti or Infliximab® may be used



Adalimumab en el tratamiento de la
enfermedad de Behcet

Jose Luis Callejas-Rubio, Daniel Sanchez-

Cano, Raguel Rios-Férnandez y Norberto

Ortego-Centeno

Med Clin (Barc). 2008;131(11):43/-9
Unidad de Enfermedades Autoinmunes Sistemicas. Hospital
Clinico San Cecilio. Granada. Espafa.

Caracteristicas clinicas de los pacientes

EEIad Sexo Motivo Tratami_entos Respuesta Seguimiento
(anos) previos (meses)
34 Mujer Vasculitis cutanea PD, CQ, MTX RC 18
36 Mujer Aftas recalcitrantes PD, CQ, MTX EA grave 1
y artritis
38 Varon Panuveitis con PD, MTX, CYC-A RC 6
vasculitis retiniana
53 Varon Panuveitis con PD, MTX, CYC-A RC 10
vasculitis retiniana
55 Mujer Panuveitis con PD, MTX, CYC-A RC 26
vasculitis retiniana




Adalimumab en el tratamiento del eritema nudoso

José Luis Callejas Rubio ¥, Raquel Rios Fernandez, Daniel Sanchez
Cano y Norberto Ortego Centeno

Unidad de Enfermedades Sistemicas, Hospital San Cecilio, Granada,
Espana Med Clin (Barc). 2009

Recalcitrant, recurrent aphthous
stomatitis successfully treated
with adalimumab

European Academy of Dermatology and Venereclogy D Sanchez-Cano,"" JL Callejas-Rubio,"
R Ruiz-Villaverde,* N Ortego-Centenot

'unidad de enfermedades Autoinmunes Sistémicas, Hospital Universitario
San Cecilio, Granada, Spain, *Unidad de Dermatologia, Complejo
Hospitalario Ciudad de Jaén, Jaén, Spain

2009, 23, 169-243



REVIEW

Tumor necrosis factor-alpha inhibitor treatment

for sarcoidosis

Jose Luis Callejas-Rubio
Lourdes Lopez-Pérez
Norberto Ortego-Centeno

Unit of Autoimmune Systemic

Diseases, Hospital Clinico San Cecilio,

Granada, Spain

Therapeutics and Clinical Risk Management 2008:4(6) 1305-1313
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Immunosuppressive therapy for ocular diseases
Aliza Jap®° and Soon-Phaik Chee®

Current Opinion in Ophthalmology 2008,
19:635-540
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Adalimumab Therapy for Refractory Uveitis:
A Pilot Study
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Patient no./

Anatomic

sex/age, year Diagnosis location
1/F/24 Idiopathic Posterior
2/M/34 Behcet disease Panuveitis
3/M/41 Sarcoidosis Panuveitis
4/F/54 BSCR Posterior
5/M/35 Behcet disease Panuveitis
6/M/28 Behcet disease Panuveitis
7/F/42 Idiopathic Panuveitis
8/F/26 Idiopathic Intermediate
9/M/42 Idiopathic Intermediate
10/M/35 VKH Panuveitis
11/F/46 BSCR Posterior
12/M/28 VKH Panuveitis
13/M/25 Idiopathic Intermediate
14/M/36 Idiopathic Posterior
15/F/39 Idiopathic Posterior
16/F/27 Idiopathic Anterior
17/F/32 Crohn disease Panuveitis
18/F/37 Idiopathic Panuveitis
19/M/29 Idiopathic Panuveitis



TaBLe 4. Summarizep Data From OUTCOME VARIABLES

Visual acuity (logMar) ~ AC inflammation  VC inflammation  Macular thickness () Immunosuppression load
mean = SD? mean *+ SDP mean *+ SDP mean = SD? mean + SD?

Week 0 +0.35 +0.24 1051 18 - 380 + 164 10.1 31
Month 12 +0.13 = 0.18 0.07 £ 0.2 . 241 £ 64 26+18

Conclusions: Adalimumab seems to be an effective, safe therapy for the management of re-
fractoty uveitis and may provide the possibility to reduce the concomitant immunosuppres-
sive drugs in these patients, Further long-term studies are warranted to determine the safety
and efficacy of adalimumab in treating intraocular inflammation.




Adalimumab Therapy for Refractory Uveitis: A Pilot

José Luis Callejas-Rubio,’ Daniel Sanchez-Cano,

José Luis Garcia Serrano,®? and Norberto Ortego-Centeno?

LDhiration of

Study

Previous treatment
Sex/age Diagnosis immunosuppressive therapy (months) Relapses
E/65 Panuveitis and Behget Prednisone, methotrexate, 26 No
cyclosporine A
V/53 Panuveitis and Behget Prednisone, methotrexate, 12 No
cyclosporine, etenercept

V/36 Panuveitis and Prednisone, methotrexate 24 No
Ankylosing spondylitis

F/46 Recurrent tridocyclitis Prednisone, methotrexate 4 Yes

F/44 Posterior uveitis and None 6 No
bird-shot
chorioretinopathy

V/38 Idiopathic panuveitis Prednisone, methotrexate, 8 Yes
with retinal vasculitis cyclosporine

V/53 Panuveitis with retinal None 6 No
vasculitis

M/23 Panuveitis and juvenile Prednisone, methotrexate 18 No
idiopathic arthritis

M/27 Panuveitis and Vogt- Prednisone, azathioprine, 6 No
Koyanagi-Harada methotrexate, cyclosporine

M/38 Panuveitis and Behget Prednisone, methotrexate, 6 No

disease

cyclosporine A

JOURNAL OF OCULAR PHARMACOLOGY AND THERAPEUTICS

Volume M, Number B, 2008






Table 3 Nine recommendations on Behcet disease (BD) that were developed after two anonymous Delphi rounds

No. Recommendation

1 Any patient with BD and inflammatory eye disease affecting the posterior segment should be on a treatment regime that includes ¢
corticosteroids.

2 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 ve /
involvement), it is recommended that either ciclosporine A or infliximab be used in combination with azathioprine and corticosteroids; . :
without corticosteroids could be used instead.

3 There is no firm evidence to guide the management of major vessel disease in BD. For the management of acute deep vein thrombosisjg
agents such as corticosteroids, azathioprine, cyclophosphamide or ciclosporine A are recommended. For the management of pulmo m!"-

1 L. L. | " '™ ey | el el
+ | Usaras ANTI-TNF en casos de afectacion mucocutanea: the
5 -En casos resistentes |

-En casos graves

oids,

™ =7 ™ L T

Ciclosporine A should not be used in BD patients with central nervous system involvement unless necessary for intraocular inflammation.

The decision to treat skin and mucosa involvement will depend on the perceived severity by the doctor and the patient. Mucocutaneous involvement should be
treated according to the dominant or codominant lesions present.

Topical measures (ie, local corticosteroids) should be the first line of treatment for isolated oral and genital ulcers.
Acne-like lesions are usually of cosmetic concemn only. Thus, topical measures as used in acne vulgaris are sufficient.
Colchicine should be preferred when the dominant lesion is erythaema nodosum.

Leg ulcers in BD might have different causes. Treatment should be planned accordingly.

Azathioprine, IFN« and TNFx antagonists may be considered in resistant cases.




Table 3 Nine recommendations on Behcet disease (BD) that were developed after two anonymous Delphi rounds
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No. Recommendation | ”'s !3';

1 Any patient with BD and inflammatory eye disease affecting the posterior segment should be on a treatment regime that includes &
corticosteroids.
2 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

involvement), it is recommended that either ciclosporine A or infliximab be used in combination with azathioprine and corticosteroids;
without corticosteroids could be used instead. :

3 There is no firm evidlence fo Iguide thelmanagement of major \fessel dilsease in BD. For the management of acute deep vein thrombosis

4 ., . . in the
- Afectacion Gastrointestinal:

i - no hay tratamientos basados en la evidencia fine,

6 - sulfasazalina, azatioprina, talidomida o anti-TNF alfa deberian ser usados

7 antes de la cirugia teroids,

8 = s

o| -Afectacion SNC: ould be

- no hay estudios controlados
- pueden usarse IFN, azatioprina, ciclofosfamida, metotrexate o anti TNF alfa

Azathioprine, IFN« and TNFx antagonists may be considered in resistant cases.




CRITERIOS CLASIFICATORIOS PARA LA ENFERMEDAD DE BEHCET
(Grupo Internacional de Estudio parala Enfermedad de Behcet. 1990)

ULCERAS ORALES RECURRENTES:

- un minimo de 3 episodios al afo
Mas 2 de las siguientes

ULCERAS GENITALES RECURRENTES

LESIONES OCULARES: uveitis anterior
“ posterior
vasculitis retiniana

LESIONES CUTANEAS: eritema nudoso
pseudofoliculitis
papulo-pustulas
acneiformes en post-adolescentes sin cortis

TEST PATERGIA POSITIVO
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- un minimo de 3 episodios al afio
Mas 2 de las siguientes

ULCERAS GENITALES RECURRENTES

LESIONES OCULARES: uveitis anterior
: posterior
vasculitis retiniana

LESIONES CUTANEAS: eritema nudoso
pseudofoliculitis
papulo-pustulas

HLA-B51 (+) acneiformes en post-adolescentes sin cortis

TEST PATERGIA POSITIVO




Adalimumab en el tratamiento del eritema nudoso

Callejas JL, Rios Fernandez R, Sanchez Cano D, Ortego N.
Med Clin (Barc): 2009: en prensa

Recalcitrant, recurrent aphthous
stomatitis successfully treated
with adalimumab
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