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Tratamientos

• AINEs

• Colchicina

• Inmunoglobulina IV

• Corticoides orales

• Dapsona

• Metotrexato

• PUVA

• Azatioprina

• Infliximab

• Ciclosporina

• Anakinra

• Etanercept







Seguimiento del síndrome

• 2 casos previamente sin diagnóstico

• 1 nuevo caso publicado

• 3 nuevos casos aún sin publicar

• 2 entidades relacionadas



Case Report 

An Unknown Autoinflammatory Syndrome Associated with Short Stature 

and Dysmorphic Features in a Young Boy

ANDRÉ MÉGARBANÉ, AGNÈS SANDERS, ELIANE CHOUERY, VALÉRIE DELAGUE, MYRNA MEDLEJ-

HASHIM, and PAUL-HENRI TORBEY 

ABSTRACT.

A young boy from nonconsanguineous Palestinian parents presented with short stature, motor

developmental delay, wide nasal bridge, bilateral periorbital edema, everted lower lip, brachydactyly, large

interphalangeal articulations, drumstick extremities of the fingers, bilateral simian crease, clinodactyly of

the 5th fingers, painful joints, subcutaneous nodules all over his body and recurrent episodes of fever of

unknown origin. Differential diagnoses such as the hyperimmunoglobulinemia D syndrome, tumor necrosis

factor receptor associated periodic syndrome (TRAPS), the chronic infantile neurological cutaneous and

articular (CINCA) syndrome, and the newly recognized nodulosis, arthropathy, and osteolysis (NAO)

syndrome are discussed. This syndrome may not have been previously reported. (J Rheumatol

2002;29:1084-7)
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Asunto: CANDLE	syndrome

Fecha: miércoles	25	de	agosto	de	2010	10:51:57	p.m.	España	(Madrid)

De: Abhimanyu	Garg

A: atorrelo@aedv.es

Dear	Dr.	Torrelo:
It	was	interesting	to	read	about	your	patients	with	autoinflammatory	syndrome	and	lipodystrophy.	We	recently
published	our	experience.	See	paper	attached.	There	seems	to	be	some	overlap	between	the	two.	I	would	like
to	know	more	about	their	pattern	of	lipodystrophy	and	whether	they	develop	panniculitis	or	not.
Also,	I	wonder	whether	you	will	like	to	collaborate	with	us	to	identify	the	genetic	basis	of	this	syndrome.
Sincerely,

Abhimanyu	Garg,	M.D.
Professor	of	Internal	Medicine
Chief,	Division	of	Nutrition	and	Metabolic	Diseases
Endowed	Chair	in	Human	Nutrition	Research
UT	Southwestern	Medical	Center	at	Dallas
5323	Harry	Hines	Blvd.,	K5-214
Dallas,	TX	75390-8537.
(214)	648-2895	(phone)
(214)	648-0553	(Fax)
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PSMB8 Encoding the ! 5i Proteasome Subunit Is Mutated
in Joint Contractures, Muscle Atrophy, Microcytic Anemia,
and Panniculitis-Induced Lipodystrophy Syndrome
Anil K. Agarwal1, Chao Xing2, George N. DeMartino3, Dario Mizrachi4, Maria Dolores Hernandez5,
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We performed homozygosity mapping in two recently reported pedigrees from Portugal and Mexico with an

autosomal-recessive autoinflammatory syndrome characterized by joint contractures, muscle atrophy,

microcytic anemia, and panniculitis-induced lipodystrophy (JMP). This revealed only one homozygous

region spanning 2.4 Mb (5818 SNPs) on chromosome 6p21 shared by all three affected individuals from

both families. We directly sequenced genes involved in immune response located in this critical region,

excluding the HLA complex genes. We found a homozygous missense mutation c.224C>T (p.Thr75Met) in

the proteasome subunit, beta-type, 8 (PSMB8) gene in affected patients from both pedigrees. The mutation

segregated in an autosomal-recessive fashion and was not detected in 275 unrelated ethnically matched

healthy subjects. PSMB8 encodes a catalytic subunit of the 20S immunoproteasomes called ! 5i.

Immunoproteasome-mediated proteolysis generates immunogenic epitopes presented by major

histocompatibility complex (MHC) class I molecules. Threonine at position 75 is highly conserved and its

substitution with methionine disrupts the tertiary structure of PSMB8. As compared to normal lymphoblasts,

those from an affected patient showed significantly reduced chymotrypsin-like proteolytic activity mediated

by immunoproteasomes. We conclude that mutations in PSMB8 cause JMP syndrome, most probably by

affecting MHC class I antigen processing.
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Sequencing of PSMB8

Wildtype Heterozygote

(c.224C>T) 

Homozygote

(c.224C>T) 

Original Spanish families (3 families- 2 Spain, 1 USA)





in 1939 in 1950



Case 5: male, 41y

born in May 1969

! Apparent consanguinity is absent.

! Since infancy, itchy or painful

erythemas with induration appeared

mainly in exposed area. They got

worse between seasons or in winter.

! Fever was absent.

! After 20 years of age, atrophy of

the whole body became apparent.

! After 30 years of age, contracture

of fingers appeared.

a: wasting facial appearance with erythematous nodules, b-

c: indurative erythemas on neck, trunk and arms (a-c: kindly

provided by Prof. Hideo Asada in Nara Medical University),

d-e: long clubbed fingers with contracture (41y), f-g:

emaciation of upper part of the body with some nodules

a b c

d e

f g

Case 6: male, 31y

born in June 1978

! Apparent consanguinity is absent.

! Since infancy, pernio-like purplish

skin rash appeared in winter and got

worse by change of temperature.

! Fever was absent.

! Recently, multiple itchy eruptions

periodically appeared on trunk in

summer.

! Last winter, the patient first

consulted a medical doctor because

he noticed morning stiffness.

a: wasting facial appearance (30y), b: nodular erythemas on

both thighs with pigmented spots, c-d: long clubbed fingers,

e-f: itchy erythematous nodules on trunk

a b

c d

e f
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Primer caso

• Niña, RN, embarazo y parto normales

• Desde el nacimiento: 11 pápulas (cuello. 

axila, tronco, muslo, piernas y brazos)

• No otros síntomas o signos



















Histopatología

• Hiperqueratosis ortoqueratósica compacta, 
acantosis.

• Crestas interpapilares anchas y 
rectangulares

• Capa basal con llamativa empalizada de los 
núcleos

• Simula el patrón en horizonte ‘‘skyline’’ o en 
lápiz de ojos ‘‘eyeliner’’ descrito en la 
enfermedad de Bowen

• No cambios en la dermis















Mutaciones analizadas: 

 FGFR3 hotspots mutations (R248C, S249C, G372C, 

S373C, Y375C, G382R, A393E, K652E, K652M, K652Q, 

K652T)

 PIK3CA hotspots mutations (E542K, E545G, E545K, 

E545Q, H1047L, H1047R)

Se descartan todas las mutaciones en FGFR3 

y PIK3CA que originan nevus epidérmicos

PENS es una nueva entidad

Estudios complementarios



Seguimiento del síndrome



Dr. Sergio González (Chile)

















Primer caso

• Niño con esclerosis tuberosa

• Gran lesión en el abdomen desde muy 

pequeño

• Formación de comedones

• Grandes quistes infundibulares, que drenan 

y supuran











Patient Sex Age of onset Location Illness

1 M Early infancy Abdomen Definite TS

2 M Birth Posterior right thigh None

3 M Birth Back Definite TS

4 M Birth Jaw, back Definite TS

5 M Birth Scalp Definite TS

6 M Birth Scalp Definite TS

Resumen de los casos clínicos









Abundante depósito de colágeno 

con extensión al subcutáneo



Fibrosis perifolicular concéntrica



Comedones and pequeños quistes



Quistes infundibulares 

grandes y rotos



Diagnóstico diferencial:

otros nevus de colágeno

• Colagenoma familiar

• Nevus colágeno aislado

• Nevus colágeno gigante

• Placa chagrín / frontal

Un ‘nuevo’ tipo de hamartoma 

colágeno y foliculoquístico



Casos de la literatura









Additional patient from Israel ??







A novel autoinflammatory syndrome

No report from other country

Concentrated in Kansai and

Tohoku district

“Familial Japanese fever (FJF)”

Existence of only 11 cases (red)

has been confirmed

Wakayama

TohokuKansai



Sequencing of PSMB8

Homozygote

Family D 

(c.405C>A) 

Heterozygote

Family D 

(c.405C>A) 

Wildtype

Israeli patient #1

p.C135Z 



The mutation found in 3 patients:

c.224C>T 
Same mutation as our Spanish patients



Summary

MutationFamily

T75M (c.224C>T, 

c.224C>T)

Original Spanish families 

(3 families)

C135Z Israeli patient #1

c.224C>T; ?Patient from Malaga

c.224C>T;  ?USA patient #1

?USA patient #2
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PSMB8

c.224C>T

Homozyg

Compound 

heterozygotes

???









a: pernio-like purplish rash on feet (5y), b: dispasia due to gastrocnemius muscle pain, c: basal ganglia calcification on head CT

(24y）, d: accumulation of Tc in multiple joints on bone scintigram, e: facial appearance with emaciation and heliotrope-like

periorbital rash （27y), f: histopathology of an erythematous nodule on a hand (HE, x40/400), g: long clubbed fingers, h:

erythematous nodules on hands, i: MRI images of both thighs（from left to right: T1, T2, Gd-enhansed T1; 24y）



a: pernio-like swollen erythema on hands of Case 3 (3y), b: erythematous nodules on face and large circumscribed erythema on

chest of case 2 (2y）, c: emaciation of face and chest of Case 3 (23y), d: clubbed fingers of Case 3, e: wasting facial appearance of

Case 2 (39y), f: long clubbed fingers and erythematous nodules in hands and forearms of Case 2

d

c

f

ea

b



Upper column: impetigo-like necrotic erythemas on face, hands, feet and

trunk (2m)

Middle column: pernio-like swollen purplish erythemas on face, hand,

feet and trunk (2y）

Lower column: angular facial appearance and long clubbed fingers (4y)





















Hipótesis?

• ET tiene que estar relacionada (5/6 casos)

• Mutaciones en hamartina o tuberina –

tendencia a desarrollar tumores y 

hamartomas

• Mosaicismo: LOH del gen de la ET 

durante embriogénesis precoz
– Manifestación segmentaria tipo 2 de una 

enfermedad autosómica dominante

– Puede explicar casos no asociados a ET

– Todos los casos en varones – impronta?



A novel autoinflammatory syndrome

No report from other country

Concentrated in Kansai and

Tohoku district

“Familial Japanese fever (FJF)”

Existence of only 11 cases (red)

has been confirmed

Wakayama

TohokuKansai


