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Definicion

Ulceras orales/

La enfermedad de Behcet es
un desorden inflamatorio
multisistémico cronico

Lesiones en piel

genitales

Ulceras

Lesiones oculares : :
gastrointestinales

e Enfermedad vs. sindrome

* Etiologia desconocida _
Lesiones

vasculares

Cho, S. B., Cho, S., & Bang, D. (2012). New Insights in the Clinical Understanding of Behcet’s Disease. Yonsei Medical Journal, 53(1), 35-42
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Autoinflamacion vs. autoinmunidad

Autoinflammation Autoimmunity
INNATE immune system Immune dysregulation ADAPTIVE immune system
Monocytes, macrophages, neutrophils Predominant cell types T cells, B cells
IL-1, TNF, IFNap, IL-12, IL-23, (IL-17), IL-18 Cytokine targets used therapeutically IFNy, IL-4, (IL-17), IL-6
Neutrophil- and macrophage-mediated organ damage Pathogenesis of organ damage Autoantibody- or autoantigen-specific

T cell-mediated organ damage

IL-1-mediated monogenic autoinflammatory diseases Disease examples Thyroiditis, rheumatoid arthritis, SLE, ALPS

Annu. Rev. Med. 2014. 65:223-44

Is Behget's disease a class 1-opathy? The role of HLA-B*51 in the pathogenesis of Behget's disease M. Giza, D. Koftori, L. Chen, P. Bowness Clin Exp Immunol. 2018 Jan; 191(1): 11-18



No hay elementos suficientes
para autoinmunidad

- HSP — mimica molecular

. Anticuerpos contra las
proteinas de choque térmico
de Streptococcus spp. se han
mostrado recientemente en

Behcet

‘Ht Ay
<. ', 79 <— Pathogen 2

-
Host tissue &

3_} Pathogen peptides ¢ Pathogen B cell epitope

Cross-reacting host B
cell epitope

/)\ Cross-reacting host peptides 4

Tomado de clase:
“mecanismos de
autoinmunidad". Médulo
inmunologia

Direskeneli, H. (2013). Innate and Adaptive Responses to Heat Shock Proteins in Behcet’s Disease. Genetics Research International, 2013, 249157.




Elementos a favor de
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autoinflamacion
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La confluencia de diversos factores generan inflamacion

SNP IL-10 CD8+CD56+ (NKT)
Cytotoxic Teell CD8+CD56-
Genetics ?E;;L'12R "3’5 T cells

HLA — BS1*01 @ IFNy TNF-q Th

: . i ACTIVATION INFLAMMATION

W

@ IL-8  IL-21 Th17

Environment Bacteria

Tregs

‘ HSP

Cho, S. B., Cho, S., & Bang, D. (2012). New Insights in the Clinical Understanding of Behcet’s Disease. Yonsei Medical Journal, 53(1), 35-42
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- Table 2. Pooled estimates for overall and subgroup meta-analyses for HLA-B51/B5 carriage and its association with BD risk*
m Pooled prevalence for HLA-B51/B5t
Populations, BD cases Controls s
Subgroups no. (95% CI) (95% CI) OR (95% CI) (%) Pio P
/ d h . k f h y . , Overall 30 57.2 (53.4-60.9) 18.1(16.1-20.3) 5.78 (5.00-6.67)  60.6 0.0001
HLA-B51/B5 and the Risk of Behcet's Disease: By seoraphic res
, , , Eastern Asia 25 55.0 (49.8-60.1) 19.6 (16.0-23.7) 5.18 (4.15-6.47)  52.2 0.001
A S Stematlﬂ REVIBW and Meta_Anal SIS Of Middle East/North Africa 27 63.5 (58.8-68.0) 21.7 (18.2-25.7)  6.25 (4.87-8.03)  70.4 0.0001
V V Soithern Enrane 15 BOA(51.0-RR.7) 168 (13.3-21.01 720 (4 80-10.A2] _ 57.2__(.003

Cay  Table 2. Pooled estimates for overall and subgroup meta-analyses for HLA-B51/B5 carriage and its ass(

TLAFTI‘{IE Pooled prevalence for HLA-B51/B5t 207

Objeti Populations, BD cases Controls 2.00
develoy Subgroups no. (95% CI) (95% CI) OR (95% CI)

Method

Pooled 045
s‘a‘l’f;fe" Overall 80 57.2 (53.4-60.9) 18.1(16.1-20.3) 5.78 (5.00-6.67)
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5.00-6,

(
araphic Middle East/North Africa 27 63.5 (58.8—-68.0) 21.7 (18.2-25.7)  6.25 (4.87—8.03)
OR ran Southern Europe 15 60.6 (51.9-68.7) 16.8 (13.3-21.0) 7.20 (4.89-10.62)

male B

~00/
3252 *0'. . ) . . 1 Pooled prevalence values were calculated using random-effects normal-logistic models.
Conclusion. The strength of the association between BD and HLA-B51/B5, and its consistency across populations of % Two studies combined in the North American group had distinctly different ethnicities.
various ethnicities, lends further support to this allele being a primary and causal risk determinant for BD. Variations
according to sex support an interaction of this allele with BD characteristics.

s for
significance ot corresponding covarlates 1n the pooled genetic ettect (calculated by random-ettects meta-regression).

De Menthon, M., Lavalley, m. P., Maldini, C., Guillevin, |., & Mahr, a. (2009). HLA—B51/B5 and the Risk of Behget’s Disease: A Systematic Review and Meta-Analysis of Case—Control Genetic Association
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Abstract

Original Article
The HLA-B*51 Allele Is Strongly Associated With Behcet Disease in an
Argentinean Population

Sebastidn Andrés Mufioz?, Alberto Omar Orden”, Alex Kostianovsky®, Cecilia N. Pisoni,
Marina Scolnik?, Aurelia Luissi, Yanina Bottinelli®, Gustavo Vijoditz®, Mercedes Garcia',

The aetiology of Behget's disease (BD) is sti
environmental factors are involved. HLA-B*51
marker and some MICA alleles have also
lymphocytes have been suggested as responsibl
MICA through NKG2D surface molecules. In
MICA alleles were typed by polymerase chain r
primers, in 165 healthy Spanish controls and 4
group, MICA*008 (28.48%), MICA*004 (17.5
MICA*009 (9.39%) were the predominant all
haplotype was MICA*004-B*44 (12.12%). MI
MICA*011 (4.54%) and MICA*018 (5.15%
MICA*010 (1.81%) and MICA*008 were |
Caucasoid populations. Similar results have be
individuals and this could support the hypot
origin of both populations. The frequencies o
were significantly increased in our BD patients|
22.62% versus 9.39% and 10.71% versus 1.819
MICA*019 had not been described in other B
the genetic heterogeneity at MICA locus in BD
alleles for NKG2D were more frequent in contr
high-affinity alleles were not found in homozyg
argue against the hypothesis of an autoaggres|
through MICA-NKG2D interactions.
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ARTICLE 1 NEFEO ABSTRACT
Article history: Objective: To assess the association between the HLA-B*51 allele and Behget Disease (BD) in Argentinean
Received 6 April 2018 patients.

Accepted 2 July 2018
Available online xxx

Keywords:

Systemic vasculitis
Behget's disease
HLA-B antigen
HLA-B51 antigen
Case-control studies
Latin America

Methods: We enrolled 34 consecutive Argentinean patients with definitive diagnosis of BD between
October 2016 and March 2017. None of the patients had the HLA-B*51 allele determined at study
entry. Unrelated controls (n=240) were randomly obtained from the national cadaveric donor database.
Demographic and clinical features of the patients were recorded by attending physicians through a
questionnaire.
Results: Mean age of cases was 42 years old. Nineteen (55.8%) were male, and the mean age at diagnosis
was 35 years old; twenty (58.8%) were Mestizos, 8 (23.5%) were Caucasian, and 6 (17.6%) were Amerindi-
ans. Thirteen (38.2%) of 34 cases were HLA-B*51 allele positive; 11 were heterozygous and 2 homozygous
for the allele. Thirty-four (14.2%) of 240 controls were positive for the HLA-B*51 allele. The association
between BD and HLA-B*51 allele was greater than that of control group (OR=3.75; p=0.0012).
Conclusions: The HLA-B*51 allele is strongly associated with BD in Argentinean patients. Our finding is
consistent with previous studies indicating that the HLA-B*51 allele is an important susceptibility gene
in BD regardless the geographical region and ethnicity.

© 2018 Elsevier Espaiia, S.L.U. and Sociedad Espaiiola de Reumatologia y Colegio Mexicano de

Reumatologia. All rights reserved.

El alelo HLA-B*51 se asoci6 fuertemente a la Enfermedad de Behcet en la
oblacion argentina
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Susceptibilidad genética
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AUTOINFLAMMATION

RARE MONOGENIC FMF, TRAPS, HIDS, CAPS, PAPA
AUTOINFLAMMATORY DISEASES Blau Syndrome

Crohn's disease, ulcerative colitis
Degenerative diseases, e.g.osteoarthritis
Gout/pseudogout/other crystal arthropathies

POLYGENIC Some categories of reactive arthritis and psoriasis/psoriatic arthritis
AUTOINFLAMMATORY Congenital diseases with associated tissue inflammation
DISEASES Non-antibody associated vasculitis including giant cell and Takayasu arteritis

Idiopathic uveitis
Erythma nodosum associated disease, including sarcoidosis

Ankylosing spondylitis

Reactive arthritis; psoriasis/psoriatic arthritis
Behcet's syndrome

Uveitis (HLA-B27 associated)

MIXED PATTERN DISEASES

Rheumatoid arthritis

Autoimmune uveitis (sympathetic ophthalmia)
Myasthenia gravis

Dermatomyositis, scleroderma

AUTOIMMUNE DISEASES Geodpasiuresynarang

(ORGAN SPECIFIC AND NON- ANCA—aAssoaated vasculitis
SPECIFIC) Type 1 diabetes

Sjogren’'s syndrome
Systemic lupus erythematosus
Membranous nephropathy

CLASSIC POLYGENIC

RARE MONOGENIC ALPS
AUTOIMMUNE DISEASES IPEX

AUTOIMMUNITY

McGonagle D, McDermott MF (2006) A Proposed Classification of the Immunological Diseases. PLoS Med 3(8): e297
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Is Behcet's disease a ‘class 1-opathy’? The role of HLA-B*51 in the pathogenesis of Behcet's disease M. Giza, D. Koftori, L. Chen, P. Bowness Clin Exp Immunol. 2018 Jan; 191(1): 11-18
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Amplificacion respuesta inmune innata y adaptativa

Site of barrier dysfunction MHC-l-opathy-related Dendritic cell
or mechanical stress adaptive immune response
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Ocular Neuroldgica

Compromiso multisistémico

Articular Gastrointestinal Vascular-A Vascular -V

. Figura 8. Ulceras serpiginosas.

Hasan Yazicil et al; Behget syndrome: a contemporary view. NATURE REVIEWS | RHEUMATOLOGY



Manifestaciones mucocutaneas

Alpsoy E. Behget’s disease: a comprehensive review with a focus on epidemiology, etiology and clinical features, and management of mucocutaneous lesions. The Journal of Dermatology. 2016;43(6):620—632




Inicial * Similar a estomatitis Multiples y extensas /
aftosa recurrente Dolorosas*

Ulceras orales

Pocos mm —2cm Menores<1cm >
mayores™

Smith EL, Yazici Y. Clinical manifestations and diagnosis of Behget’s syndrome. Uptodate 2016



Ulceras genitales

Lesion mas especifica

Escroto / vulva

Dolorosas*

Testosterona-Neutroéfilos

Cicatriz comun

Epididimitis, salpingitis, varicocele*

Smith EL, Yazici Y. Clinical manifestations and diagnosis of Behget’s syndrome. Uptodate 2016



Lesiones cutaneas

Reacciones Pseudofoliculitis | Eritema Tromboflebitis Ulcus cruris
acneiformes*® nodoso** superficial

Erupciones papula-
vesicula-pustula

Nédulos ] [ Eritema multiforme like ] [ Purpura palpable

Smith EL, Yazici Y. Clinical manifestations and diagnosis of Behget’s syndrome. Uptodate 2016






Caracteristicas de mayor peso al diagnostico

{Elementos fuertes

)

Ulceras orales
Enfermedad ocular
Ulceras genitales

Compromiso vascular
mayor

Enfermedad neurologica
paréngquima

{Elementos débiles

. Variacion geografica en
expresion de enfermedad
. Asociacion con E. Crohn

. Distinta presentacion de
enfermedad

. Respuesta diversa a varios
medicamentos

34
Hasan Yazicil et al; Behget syndrome: a contemporary view. NATURE REVIEWS | RHEUMATOLOGY doi:10.1038/nrrheum.2017.208




Criterios diagnosticos

ISG criteria for the diagnosis of Behcet disease™’

Recurrent oral ulceration: Minor aphthous, major aphthous, or herpetiform ulcers observed by the physician or patient,
which have recurred at least three times over a 12-month period
Plus any 2 of the following:

Recurrent genital ulceration: Aphthous ulceration or scarring observed by the physician or patient
Eye lesions: Anterior uveitis, posterior uveitis, or cells in the vitreous on slit-lamp examination;
or retinal vasculitis detected by an ophthalmologist
Skin lesions: Erythema nodosum observed by the physician or patient, pscudofolliculitis,
or papulopustular lesions; or acneiform nodules observed by the physician in postadolescent
Positive pathergy test: Test interpreted as positive by the physician at 24-48 hr

These criteria are valid in the absence of other clinical explanation

International Study Group for Behget’s Disease. Criteria for diagnosis of Behget’s disease. Lancet. 1990;335:1078-1080




El diagnostico es eminentemente clinico

Table 5 International Criteria for Behcet’s Disease — point score
system: scoring > 4 indicates Behcet’s diagnosis

Sign/symptom Points

Ocular lesions

Genital aphthosis

Oral aphthosis

Skin lesions

Neurological manifestations

Vascular manifestations

Positive pathergy test” 1*

The International Criteria for Behcet's Disease (ICBD): a collaborative study of 27 countries on the sensitivity and specificity of the new criteria. J Eur Acad Dermatol Venereol. 2014 Mar; 28(3): 338—347



48 horas

As..’:mm)

Dermis (3mm)

Test de patergia

Pimienta M, Olivé A. El fenédmeno de patergia. Semin Fund Esp Reumatol. 2009;10(3):87-90




\-

Infiltrado
inflamatorio
mixto en dermis

J

Paniculitis
lobular sin
vasculitis

Pustula
epidérmica

Vasculitis
leucocitoclastica

OzIuk E, Balta I, Akoguz O, et al. Histopathologic Study of Pathergy Test in Behget’s Disease. Indian Journal of Dermatology. 2014;59(6)







Estomatitis
aftosa
recurrente

Dolor
Frecuentes

w» Mdultiples

Torax superior
y extremidades

W >40afios

Artritis
reactiva

Herpes
ITS

Cicatriz

' Escroto-vulva

Smith EL, Yazici Y. Clinical manifestations and diagnosis of Behget’s syndrome. Uptodate 2016

Ulceras orales Lesiones papulopustulares Ulceras genitales Eritema nodoso

Otros

Multiples
Dolorosas
Recurrentes
Areas atipicas

Pigmentacion
residual

Vasculitis en
histopatologia




Tratamient




Skin and

Joints
mucosa

Topical
corticosteroids

* Colchicine (1.5mg/ per
day)

¢ [ actobacilli lozenges

* Azathioprine (2.5mg/kg
per day)

* [FNa (3—5 MU 3/7 days

per week)

* Etanercept (50 mg per
week)

Venous

Uveitis thrombosis

* Azathioprine (2.5 mg/kg
per day)

* [FNa (5 MU per day)
* [nfliximab (5 mg per kg)

® Or adalimumab (40 mg
every other week)

Pulmonary Peripheral
aneurysms aneurysms
Surgery
_l_

* Cyclophosphamide
(1g per month for
6 months) followed
by azathioprine
(2.5mg/kg per day)

¢ [nfliximab (5 mg per kg)

CNS Gastrointestinal

involvement involvement
Topical and/or
oral 5-ASA

derivatives*®

* Azathioprine (2.5 mg/kg per
day)*

* [nfliximab (5 mg per kg)
* Or adalimumab (40 mg every
other week)

Glucocorticoids

Hasan Yazicil et al; Behcget syndrome: a contemporary view. NATURE REVIEWS | RHEUMATOLOGY



Tratamiento

Skin and :
Joints
mucosa
— Acetonida de triamcinolona 0,1% (orobase)
corticosteroids *Ulceras Orales*
'Sgﬁhici”eﬂﬁmw FET Corticoesteroides topicos alta potencia
» Lactobacilli lozenges *Ulceras genitales™
* Azathioprine (2.5 mg/kg
per day) . ) . .
« IFNo. (3-5 MU 3/7 days Triamcinolona intralesional (5 a 10 mg / ml)
per week) "l "
* Etanercept (50 mg per Ulceras 8rande$
week)

Sucralfato tépico 1g / 5mL

Smith EL, Yazici Y. Treatment of Behget syndrome. Uptodate 2018




Skin and

Joints
mucosa

Topical
corticosteroids

* Colchicine (1.5mg/ per
day)

* [ actobacilli lozenges

* Azathioprine (2.5 mg/kg
per day)

* [FNa (3—5MU 3/7 days

per week)

* Etanercept (50 mg per
week)

Tratamiento

Colchicinade 1 a2 mg/ dia
Prevencion de ulceras orales y genitales recurrentes

Pseudofoliculitis, eritema nodoso, artritis

Glucocorticoides sistémicos (prednisona 15 mg / dia)

Aftas orales o Ulceras genitales refractarias a
corticosteroides topicos y la colchicina o lesiones
multiples

Smith EL, Yazici Y. Treatment of Behget syndrome. Uptodate 2018




Skin and

Joints
mucosa

Topical
corticosteroids

* Colchicine (1.5mg/ per
day)

* [ actobacilli lozenges

* Azathioprine (2.5 mg/kg
per day)

* [FNa (3—5MU 3/7 days
per week)

* Etanercept (50 mg per
week)

Tratamiento

Azatioprina - ha demostrado mejorar la ulceracion oral y genital

Interferdn alfa : duracion y dolor de ulceras orales, frecuencia de
genitales y lesiones papulopustulares

Anti TNF : en combinaciéon con DMARD (azatioprina)*

Glucocorticoides sistémicos y otros medicamentos
inmunosupresores: Eritema nodoso (posibilidad de vasculitis
subyacente)

Smith EL, Yazici Y. Treatment of Behget syndrome. Uptodate 2018
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Desorden inflamatorio
multisistémico

Manifestaciones clinicas
variables

Genética
Disparadores ambientales

Respuesta Inmune Innata y
Adaptativa

Diagnostico clinico

Mas de un mecanismo
fisiopatogenético

Tratamiento
multidisciplinario







