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Caso esporádico 
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CINCA-NOMID  FCAS Muckle-Wells 

syndrome 

Raphaela Goldbach-Mansky 

NIAMS-NIH Arthritis Rheum 2002; 46: 3340-3348 

Geneviève de Saint 

Basile 

Necker-Enfants Malades 

Am J Hum Genet 2002; 71: 198-203 



CINCA/NOMID 

NLRP3 positivo 
(Germline) 

NLRP3 negativo 

Análisis genético 
convencional 

Secuenciación Sanger 

Otros genes? 
Relacionados con 

criopirina? 
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Arthritis Rheum 2005; 52: 3579     

Arthritis Rheum 2010; 62: 1158     

Enfermedades autoinflamatorias 



CINCA/NOMID 

NLRP3 positivo 
(Germline) 

NLRP3 negativo 

Análisis genético 
convencional 

Secuenciación Sanger 

Búsqueda de 
mosaicismo 

somático en el 
gen NLRP3 

~70% 

(18/26) 

PCR cloning 
Secuenciación clonas 
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Arthritis Rheum 2011; 63: 3625     
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CINCA-NOMID  FCAS Muckle-Wells 

syndrome 

Estudio multicéntrico sobre sd. Muckle-Wells 
Japón-España 

 
≈10% de los candidatos son portadores de un grado variable de 

mosaicismo somático en el gen NLRP3 
 

≈50% mutaciones del gen NLRP3 son nuevas 
 

Todas las mutaciones detectadas son del tipo gain-of-function 
 

Excelentes respuestas clinicas y bioquímicas al bloqueo de IL-1 
 

Posibles diferencias con pacientes portadores de mutaciones 
germinales del gen NLRP3 

•Debut tardío de la enfermedad 
•Debut tardío de la sordera neurosensorial 
•Incidencia reducida de amiloidosis AA 

Reino Unido 
Great Ormond Street Hospital 
National Amyloidosis Center 

Italia 

Turquía 
USA 
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First revision – Annals of the Rheumatic Diseases     
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N Eng J Med 2012; 366: 330 
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Varón: 11 

Mujer: 7 

Varón: 5 

Mujer: 4 

Varón: 3 

Mujer: 3 

Herencia Autosomica 

Dominante 

J Allergy Clin Immunol 2009; 124: 1245 
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Acquired Cold 

Urticaria (ACU) 

Atypical Acquired 

Cold Urticaria 

(ACU) 

Familial Atypical 

Cold Urticaria 

(PLAID) 

Familial Cold 

Autoinflammatory 

syndrome 

(FCAS) 

CSTT-

positive 

CSTT-

negative 

 

Cold-Urticaria 

 

Familial Cold 

Urticaria 
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Cold 

Urticaria 

J Allergy Clin Immunol 2009; 124: 1245 
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N Eng J Med 2012; 366: 330 
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N Eng J Med 2012; 366: 330 
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N Eng J Med 2012; 366: 330 
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N Eng J Med 2012; 366: 330 
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N Eng J Med 2012; 366: 330 
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Blood 2011; 117: 3720 

 

Deficiencia del 

antagonista de IL-1 

(DIRA) 

 

 

Deficiencia del 

antagonista de IL-36 

(DITRA) 

 



N Eng J Med 2009; 360: 2438 

N Eng J Med 2009; 360: 2426 
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N Eng J Med 2009; 360: 2426 
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IL-1RI IL-1RAcP 

ANTAGONISTAS IL-1Ra 

IL-1β – IL-1α AGONISTAS 
IL-1 beta 

(Agonista) 

IL-1Ra 

(Antagonista) 

Equilibrio 
Individuo 

Sano 

 IL-1beta CAPS 

 IL-1beta DIRA 

anakinra 
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N Eng J Med 2009; 360: 2426 

7 días 

5 meses 
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N Eng J Med 2011; 365: 620 
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Debut 

Brotes 

recurrentes 

Cortesía de la Dra. Vicente – Hospital 

Sant Joan de Deu 

N Eng J Med 2011; 365: 

620 
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Am J Hum Genet 2011; 89: 432 

 

Whole exome 

sequencing 

 

 

IL36RN 
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Am J Hum Genet 2011; 89: 432 
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N Eng J Med 2011; 365: 620 

Recombinant 

human IL36Ra 
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Pediatrics 2013; 132: e1043 

Successful therapy with anakinra in a patient with 
generalized pustular psoriasis carrying IL36RN mutations 

 
Hüffmeier U, Wätzold M, Mohr J, Schön MP, Mössner R 

British J Dermatol – In press 
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Síndrome Nakajo-

Nishimura 
 

1939-Nakajo 

1950-Nishimura et al. 

 

1975-Kitano et al. (English) 

Fiebre Japonesa 

Familiar 

J Am Acad Dermatol 2010; 62: 489-95 

J Clin Endocrinol Metab 2010; 95: E58-E63 
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Early-onset of the 

disease (<6mo) 

Main Clinical 

Features 
Recurrent fever 

Low weight and 

height 

Panniculitis-

associated 

lipodystrophy Musculoeskeletal 

 

Arthritis 

Joint contractures 

Muscular atrophy 

Hepatomegaly 

Splenomegaly 

Inflammatory 

markers 
Hypochromic 

anemia 

Neutrophilic 

dermatosis 

 

 

Persistent 

eyelid 

violaceous 

swelling 

J Am Acad Dermatol 2010; 62: 489-95 
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J Clin Endocrinol Metab 2010; 95: E58-E63 
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Gen PSMB8 

Subunidad β5i 

immunoproteosoma 
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J Clin Invest 2011; 121: 4150 
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Herencia digénica 
 

Gen PSMB8 

Gen PSMB9 

Gen PSMA3 

Gen PSMA4 

 

Enfermedades autoinflamatorias 



Enfermedades autoinflamatorias 

FMF 

TRAPS 

MKD 
CAPS 

Blau / EOS 
PAPA & CD2BP1 

related diseases 
DIRA 
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DITRA 
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Mayo Clin Proc 1997; 72: 611 

Hum Mol Genet 2002; 11: 961 

Pediatric Dermatology 2005; 22: 262 



Cromosoma 15 

D15S983 

D15S127 

D15S1023 

D15S979 

Intervalo 
susceptibilidad 

PAPA-FRA 

RCN2 

CTSH 

CRABP1 

CD2BP1 

BCL2A1 

IL16 

15p 

15q 

SH3GL3 
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Arthritis Rheum 2000; 43: 2041 



13 

Pstpip1 

12 11 10 9 8 7 1 2 3 4 14 5 6 15 

123 288 
359 416 

D266N 

E250Q 

A230T 

E250K 

Cdc15-like SH3 
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Wise CA, et al. Hum Mol Genet 2002; 11: 961 
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Lancet 2002; 360: 1742-45 

J Pediatr 2002; 140: 267-9 
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CASOS ESPORÁDICOS 

CASOS 

FAMILIARES 

J Pediatr 2002; 140: 267-9 
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Lancet 2002; 360: 1742-45 

Zn Calprotectin 
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N Eng J Med 2009; 361:2033-45 
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Deficiency 

DITRA 

HOIL-1 

Deficiency 



Enfermedades autoinflamatorias 

Nat Immunol 2012; 13: 1178-86 
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Pacientes y familias 
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Muchas gracias por su 
atención 


