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Enfermedades autoinflamatorias

cQué son?
. Cuales son?
. CoOmo se manifiestan?
¢ Cuando sospecharlas?
¢ Como diagnosticarlas?
. Por gué se producen?
.,Como tratarlas??
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Cell 740, March 18, 2010

Autoinflammatory Disease Reloaded: A
Clinical Perspective

Daniel L. Kastner,"* Ivona Aksentijevich,' and Raphaela Goldbach-Mansky'

“the autoinflammatory diseases are clinical disorders marked by
abnormally increased inflammation, mediated predominantly by the
cells and molecules of the innate immune system, with a significant
host predisposition.
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Approaching the !

Evolution and Revolution in ]mmurm]()gy
C.A. JANEWAY, JR.

Section of [mmunology, Howard Hughes Medical Institute at Yale
New Haven, Connecticut 06510

University School of Medicine
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The Dorsoventral Regulatory Gene Cassette
spdtzle/Toll/cactus Controls the
Potent Antifungal Response in Drosophila Adults

Bruno Lemaitre, Emmanuelle Nicolas, Lydia Michaut,

_ Cell, Vol. 86, 973-983, September 20, 1996,
Jean-Marc Reichhart, and Jules A. Hoffmann

Jules A. Hoffmann

A human homologue of the
Drosophila Toll protein
signals activation of
adaptive immunity

Ruslan Medzhitov*, Paula Preston-Hurlburt
& Charles A. Janeway Jr+

Defective LPS Signaling in
C3H/He) and C57BL/10ScCr
Mice: Mutations in Tlr4 Gene

Alexander Poltorak, Xiaolong He,* Irina Smirnova, Mu-Ya Liu,
Christophe Van Huffel,{ Xin Du, Dale Birdwell, Erica Alejos,
Maria Silva, Chris Galanos, Marina Freudenberg,

Paola Ricciardi-Castagnoli, Betsy Layton, Bruce Beutler§
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Cell 740, March 18, 2010

Autoinflammatory Disease Reloaded: A
Clinical Perspective

Daniel L. Kastner,"* Ivona Aksentijevich,' and Raphaela Goldbach-Mansky'

Such a definition is broad enough still to include
the Mendelian diseases that initially stimulated the conception of the
autoinflammatory terminology, as well as the complex disorders
currently under investigation
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RAREMONOGENIC Enfermedades con baja
AUTOINFLAMMATORY 71 TRA7S HOS, Pies

DISEASES prevalencia
POLYGENIC .
AUTOINFLAMMATORY “Caprichos de la naturaleza”
| DISEASES

MIXED PATTERN DISEASES

with evidence of acquired companent
(MHC class | associations) and
autoinfllammatory companents

CLASSIC POLYGENIC

AUTOIMMUNE DISEASES
(organ-specific and non-specific)

RARE MONOGENIC
AUTOIMMUNE
DISEASES

'.

AUTOIMMUNE
McGonagle D et al. PLoS Med 2006; €297
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Cell 740, March 18, 2010

Autoinflammatory Disease Reloaded: A
Clinical Perspective

Daniel L. Kastner,"* Ivona Aksentijevich,' and Raphaela Goldbach-Mansky'

“Significant host predisposition” might
include both hereditary factors and proclivities that are the result of
gene-environment interactions, and such a definition would also
recognize that there is a continuum between the autoinflammatory
and the autoimmune.”
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AUTOIMMUNE
McGonagle D et al. PLoS Med 2006; €297
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Sindromes hereditarios de

Fiebre Periddica

Episodio Episodio

/_H /_H

Intervalo
asintomatico

f—%

TIEMPO

Fiebre Mediterranea Familiar

Sindrome periddico asociado al
receptor del TNF (TRAPS)

Sindrome de hiper-IgD vy fiebre
periddica (HIDS)

Enfermedades

autoinflamatorias persistentes

Sindromes periodicos asociado a la
criopirina (CAPS)

Artritis granulomatosas pediatricas (Sd.
Blau / Sarcoidosis inicio precoz)

Sindrome de artritis piogénica esteril,
pioderma gangrenoso y acné (PAPA)

Deficiencia del antagonista del receptor de
la IL-1 (DIRA)

Deficiencia del antagonista del receptor de
la IL-36 (Psoriasis Pustular Generalizada)

Sindrome CANDLE

Enf. autoinflamatorias oseas (querubismo,
CRMO)
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Enfermedades autoinflamatorias

. CoOmo se manifiestan?
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N Eng J Med 2009; 360: 2426
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¢ Cuando sospecharlas?
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Neoplasias
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recurrente de
origen
desconocido

Otras

Enfermedades causas

autoinmunes
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Enfermedades
autoinflamatorias persistentes
. J/

Sindromes periodicos asociado a la
criopirina (CAPS)

Artritis granulomatosas pediatricas (Sd.
Blau / Sarcoidosis inicio precoz)

Sindrome de artritis piogénica esteril,
pioderma gangrenoso y acné (PAPA)

Deficiencia del antagonista del receptor de
la IL-1 (DIRA)

Deficiencia del antagonista del receptor de
la IL-36 (Psoriasis Pustular Generalizada)

Sindrome CANDLE

Enf. autoinflamatorias oseas (querubismo,
CRMO)

XXXII Congreso Nacional de la SEMI - 2011



N

Enfermedades autoinflamatorias

¢ Como diagnosticarlas?
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Enfermedades autoinflamatorias

¢, Por qué se producen?
.,Como tratarlas?
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Tratamientos sintomaticos

Antibioticos
Inmunoglobulinas 1/V
Talidomida

AINES
Corticoides

Tratamientos enfermedad

Blau/ZEQOS
FMF Resto AID .
. Corticoides
colchicina v.o
Bloqueantes
Blogueantes IL- TNF

Alternativas 1
Colchicina i/v
Bloqueantes de IL-1

XXXII Congreso Nacional de la SEMI - 2011



N

Autoinflamacion como mecanismo causal de enfermedad por disregulacion
de la respuesta inflamatoria, con un papel decisivo de los componentes
del sistema inmune innato.

Formas hereditarias / Formas no hereditarias
Se han identificado pacientes espafnoles de todas las enfermedades
autoinflamatorias hereditarias.
Frecuentemente no se identifican antecedentes familiares.
Diversidad clinica mayor de Ila conocida = casos atipicos/
paucisintomaticos.

Importancia del clinico en el establecimiento de sospecha diagndstica.

Practica ausencia de parametros de laboratorio especificos de cada
entidad.

Confirmacion de la sospecha mediante analisis genéticos.

Enfermedades incurables, pero tratables.

Importancia del diagndstico precoz.
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