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CASE & REVIEW

2
Chronic atypical neutrophilic dermatosis with

lipodystrophy and elevated temperature (CANDLE)
syndrome

Antonio Torrelo, MD," Sapna Patel, MD,” Isabel Colmenero, MD.© Dolores Gurbindo, MD," Francisco
Lendinez, MD.© Angela Hernandez, MD,* Juan Carlos Lopez-Robledillo, MD," Ali Dadban, MD,*
Luis Requena, MD," and Amy S. Paller, MD"

Madrid and Almeria, Spain; Chicago, lllinois; and Amiens, France

Several syndromes manifest as recurrent daily fevers, skin lesions, and multisystem inflammation. We
describe 4 patients with early-onset recurrent fevers, annular violaceous plaques, persistent violaceous
eyelid swelling. low weight and height, lipodystrophy. hepatomegaly. and a range of visceral inflammatory
manifestations. Laboratory abnormalities included chronic anemia, elevated acute-phase reactants, and
raised liver enzymes. Histopathologic examination of lesional skin showed atypical mononuclear infiltrates
of myeloid lineage and mature neutrophils. Our patients have a distinctive early-onset, chronic inflam-
matory condition with atypical or immature myeloid infiltrates in the skin. We propose the acronym
CANDLE (chronic atypical neutrophilic dermatosis with /fipodystrophy and elevated temperature)
syndrome for this newly described disorder, which is probably genetic in origin. (] Am Acad Dermatol
2010;62:489-95.)



Feature Patient 1 Patient 2 Patient 3 Patient 4

Early onset + + + +

Fever (daily or recurrent) + + + +

Annular violaceous + + + +
plaques

Persistent eyelid + + +
violaceous swelling

Perioral swelling + +

Ear and nose chondritis  +

Low weight and height + + + +

Lipodystrophy + + + +

Prominent abdomen + +

Acanthosis nigricans and +
hirsutism

Lymphadenopathy +

Hepatomegaly + + +

_|_
_I_

Splenomegaly



Feature Patient 1 Patient 2 Patient 3 Patient 4

Arthralgia + + +
Conjunctivitis and + +
nodular episcleritis
Epididymitis +
Aseptic meningitis + +
Parotitis +
Interstitial lung disease +
Nephritis +
Otitis +
Increased ESR and CRP  + + + +
Hypochromic anemia + + + +
Increased platelet counts + +
Elevated AST and ALT  + + + +
Increased triglyceride + +
levels
Basal ganglia + +

calcifications
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* AINEs

« Colchicina

* Inmunoglobulina IV
« Corticoides orales
 Dapsona

* Metotrexato

« PUVA

« Azatioprina

* Infliximab
 Ciclosporina

« Anakinra

* Etanercept










Seqguimiento del sindrome

« 2 casos previamente sin diagnostico
* 1 nuevo caso publicado

* 3 nuevos casos aun sin publicar

» 2 entidades relacionadas



Case Report

An Unknown Autoinflammatory Syndrome Associated with Short Stature
and Dysmorphic Features in a Young Boy

ANDRE MEGARBANE, AGNES SANDERS, ELIANE CHOUERY, VALERIE 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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Chronic Atypical Neutrophilic Dermatosis with
Lipodystrophy and Elevated Temperature
Syndrome: A Case Report

Yuval Ramot, M.Sc., M.D.,*,i Tali Czarnowicki, M.D.,* Alex Maly, M.D.,T
Paulina Navon-Elkan, M.D..§ and Abraham Zlotogorski, M.D.*,

Departments of *Dermatology and +Pathology, $The Center for Genetic Diseases of the Skin and Hair,
Hadassah-Hebrew University Medical Center, Jerusalem, §Department of Pediatrics,
Shaare-Zedek Medical Center, Jerusalem, Israel

Abstract: Chronic atypical neutrophilic dermatosis with lipodystrophy
and elevated temperature syndrome is a recently described chronic inflam-
matory syndrome consisting of widespread annular violaceous skin lesions
and multisystemic inflammatory manifestations. We report a 12'2-year-old
boy with a young-age onset of recurrent fevers, annular violaceous plaques,
alopecia areata, lipodystrophy, low weight and height, deformed fingers,
wide-spaced nipples, chronic anemia, and elevated acute phase reactants.
An abdominal punch biopsy demonstrated dense perivascular and intersti-
tial infiltrates in the dermis, composed mainly of mononuclear cells. This
syndrome may represent a new autosomal recessive auto-inflammatory
genodermatosis. Increased awareness may lead to the discovery of more
cases, and clarify its pathogenesis.
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Asunto: CANDLEByndrome

An Autosomal Recessive syndrome of Joint Fecha: miércoles@5@e@gosto@e?010M0:51:573.m.EspafiadMadrid)

De: AbhimanyuGarg

Contractures, Muscular Atrophy, Microcytic Anemia, * oo

Dear(Dr.Forrelo:
- - W - - ItBvasfnteresting@o@ead@boutFourpatients@vith@utoinflammatoryByndrome@ndHipodystrophy.BVel#ecently
a nd Pa n n I cu I It I S-Assoc I ated LI podystrophy published®ur@xperience.BeePaper@ttached.ThereBeemsRobeBomeverlapbetweenEheEwo.@voulddike
toknow@nore@bout@heirpattern®filipodystrophy@nd@vhether®hey@evelopBanniculitis@rot.
Also,@vonder@vhetherfou@villdike@oRollaborate@vith@sEoldentify@he@eneticiasis®fEhisByndrome.

Abhimanyu Garg, Maria Dolores Hernandez, Ana Berta Sousa, Lalitha Subramanyam, s
Laura Martinez de Villarreal, Heloisa G. dos Santos, and Oralia Barboza Abhimanyularg 0.

ProfessorflnternalMMedicine
Chief,Division®fiNutrition@nd@etabolicDiseases
- - - - - Endowedhair@nBHumanutrition®Research
J Clin Endocrin Metab. First published ahead of print June 9, 2010 UTouthwesternMedicalICenteratDalis
5323Marry@Hines®lvd.,K5-214
Dallas,fTXF75390-8537.
(214)®H48-2895Fphone)
. " . . 214)H48-0553F:
2 Garg et al. Syndrome of Panniculitis-induced Lipodystrophy J Clin Endc @) )

J Clin Endocrinol Metab, September 2010, 95(9):0000—-0000 jcem.endojournals.org 3

TABLE 1. Clinical features in our patients and previously reported patients from Japan: comparison with other
progeroid syndromes due to laminopathies

JMP JMP JMP Japan Japan Japan MAD HGPS APS

100.3 200.3 200.4 1) 2(3) 3(6) (8, 12) (13, 14) (15)
Consanguinity No No No Yes Yes No +/— No No
Sex M M F M F F M/F M/F M/F
Age at report (yr) 35 30 26 472 51 38 1-56 1-20 5-53
Age of onset (yr) NA 6 14 12 6 1.5 2-4 1-3 4-17
Sclerodermatous skin and + + + + + + + + +/=

erythematous lesions

Lipodystrophy + + + + + + + + +
Joint contractures + + + + + + + + +
Seizures — + + — — — _ _ _
Mental retardation - - - + + + - - _
Basal ganglia NA + NA - + + - - _
Calcification
Microcytic anemia + + + - - —b — — _
Hypergammaglobulinemia + + + + + —+ - — —
Elevated ESR + NA NA + + + — — _
Muscle atrophy + + + + + - - - —
Corneal opacities + - - - - — — - _
Gynecomastia + - NR NR NR — — —
Short stature + + + - + + + + +
Diabetes — - — + IGT - +/— - +/—
Hypertriglyceridemia - - — — - — +/— — +/—
Low HDL cholesterol + + + NA NA NA +/— +/— +/—
Hepatomegaly + + + + + + +/— - +/-
Splenomegaly + + + + + + - - -
Macroglossia - - - + + — - - _

Hypertriglyceridemia was defined as fasting serum triglycerides greater than 200 mg/dl. M, Male; F, female; —, absent; +, present; +/—, present
in some and absent in others; NA, not available; NR, not relevant; IGT, impaired glucose tolerance; MAD, mandibuloacral dysplasia due to LMNA
or ZMPSTE24 mutations; HGPS, Hutchinson-Gilford Progeria syndrome; APS, atypical progeroid syndrome; ESR, erythrocyte sedimentation rate.

? Died at age 47 yr due to congestive heart failure.

| -
-

FIG. 1. Pedigrees and clinical features of our patients with JMP syndrome. A, Pedigrees of
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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. Agarwall, Chao Xingz, George N. DeMartinoB, Dario Mizrachi4, Maria Dolores Hernandezs,

Ana Berta Sousaﬁ, Laura Martinez de ViIIarreaIS, Heloisa G. dos Santos® and Abhimanyu Garg 1
]

1 The Division of Nutrition and Metabolic Diseases, Department of Internal Medicine and the Center for
Human Nutrition, University of Texas Southwestern Medical Center, Dallas, TX 75390, USA

2 Department of Clinical Sciences, University of Texas Southwestern Medical Center, Dallas, TX 75390, USA
3 Department of Physiology, University of Texas Southwestern Medical Center, Dallas, TX 75390, USA

4 Division of Endocrinology, Department of Internal Medicine, University of Texas Southwestern Medical
Center, Dallas, TX 75390, USA

5 Departamento de Genética, Facultad de Medicina, Universidad Autonoma de Nuevo Leon, Monterrey,
Nuevo Ledn, 66603, México

6 Servigo de Genética Médica, Hospital de Santa Maria, 1649-035 Lisbon, Portugal

Received 2 September 2010; revised 18 October 2010; accepted 25 October 2010. Published online:

December 2, 2010. Available online 2 December 2010.
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 ¢.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 | 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 | antigen processing.
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Seqguencing of PSMBS

Original Spanish families (3 families- 2 Spain, 1 USA)
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Wildtype Heterozygote Homozygote
(c.224C>T) (c.224C>T)




Asunto: CANDLE syndrome
Fecha: martes 11 de enero de 2011 04:31:52 p.m. Espaiia (Madrid)

De: B R
A: atorrelo@aedv.es
cC: Hiroaki Ida

Dear Dr. Antonio Torrelo,
I am a Dermatologist working in Wakayama, Japan.

I have read your paper with great interest "Chronnic atypical
neutrophilic dermatosis with lipodystrophy and elevated temperature
(CANDLE) syndrome" published in the last year's JAAD, because | am
following a series of very similar cases in Japan.

In Japan, the disease has been called Nakajo-Nishimura syndrome,
which was originally reported by Nakajo in 1939 and Nishimura in 1950
as "secondary hypertrophic osteoperiostosis with pernio". The
designation "Nakajo syndrome" or "Nakajo-Nishimura syndrome" was
already registered in OMIM256040 and ORPHA1953 or ORPHA2615,
respectively. As you reported, many of the cases show early-onset
periodic fever and therefore the disease is considered a new
autoinflammatory disease.

Actually, I and colleagues have reported the disease in the
International Congress on FMF and Systemic Autoinflammatory Diseases
since 2008. And last year, we have successfully reported the
identification of its responsible genetic mutation at the latest
Congress.

Therefore, we would like to ask you to let us investigate the
mutation in your reported 4 patients. Furthermore, if available, the
patients-oriented cells such as primary fibroblasts or immortalized B
cells, would be also useful for functional assay.

I am looking forward to hearing from you soon.
Thank you in advance,

(One representative photo of our patients is attached.)

Yours sincerely,

Nobuo Kanazawa, MD, PhD

Assistant Professor of

Department of Dermatology, Wakayama Medical University
811-1 Kimiidera, Wakayama 641-0012, Japan

Tel: +81-73-441-0661

Fax: +81-73-448-1908

E-mail: nkanazaw@wakayama-med.ac.jp
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N. Nishimura, T. Deki and S, Kato:

Hypertrophic Pulmonary Osteo-Arthropathy

with Pernio-like Eruption in the Two Families. (Report of the Three Cases)
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Papular epidermal nevus with “skyline” basal cell
layer (PENS)

Antonio Torrelo, MD,* Isabel Colmenero, MD.” Leonard Kristal, MD.© Lourdes Navarro, MD.,"

Christian Hafner, MD," Angela Hernindez-Martin, MD," Luis Requena, MD,* and Rudolf Happle, MD'

Madrid, Spain; Stony Brook, New York; and Regensburg and Marburg, Germany
Background: Several types of epidermal keratinocytic nevus are recognized.

Objective: We sought to describe a previously unreported keratinocytic nevus with distinctive clinical and
histopathologic features in 5 patients.

Methods: We performed a clinical and photographic review, and obtained skin biopsy samples for
histopathologic examination from each patient. Genetic analysis to screen for fibroblast growth factor
receptor 3 and phosphatidylinositol 3-kinase. catalytic, alpha hotspot mutations was performed on lesional
skin from two patients.

Resulls: Five infants (2 male, 3 female) had from 1 to 11 lesions present since birth. These consisted of 1- to
7-mm hyperkeratotic papules with a rough, flat surface and a round, commalike, rectangular, or polygonal
shape. Histopathologic examination showed acanthosis with broad and rectangular rete ridges, and
strikingly arranged basal cells with palisaded nuclei. Genetic testing on paratfin-embedded specimens from
two patients ruled out hotspot mutations in the fibroblast growth factor receptor 3 and phosphatidvlinositol
3-kinase, catalytic, alpha genes.

Limitations: A small number of patients are presented.

Conclusion: We propose the name “papular epidermal nevus with “skvline” basal cell layer™ (PENS) for this
newly recognized condition. (] Am Acad Dermatol 10.1016/j.jaad.2010.02.054.)

Key words: congenital nevus; epidermal nevus; keratinocytic nevus; nevus; newborn; skin hamartoma.
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* Nina, RN, embarazo y parto normales

* Desde el nacimiento: 11 papulas (cuello.
axila, tronco, muslo, piernas y brazos)

 No otros sintomas o signos
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TABLE. Summary of patients

Patient | Age of onset | Sex | No of lesions | Distribution

1 Birth M 1 Right leg

2 Birth F 3 Neck, left thigh, left buttock

3 Birth M 6 Right neck, left neck, right thigh, left
thigh, right leg and right shoulder

4 Birth F 7 Left cheek (2), neck, left shoulder,
right arm, right thigh, and left ankle

5 Birth F 11 Neck, abdomen (3), right axilla, right

forearm (2), right thigh, left thigh,
and left leg (2)













» Hipergueratosis ortoqueratdsica compacta,
acantosis.

» Crestas interpapilares anchasy
rectangulares

« Capa basal con llamativa empalizada de los
nucleos

« Simula el patron en horizonte “skyline” o en
lapiz de ojos “eyeliner” descrito en la
enfermedad de Bowen

* No cambios en la dermis
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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)

PENS es una nueva entidad




Seguimiento del sindrome




Dr. Sergio Gonzalez (Chile)

B

1
-






















2
Folliculocystic and collagen hamartoma of tuberous
sclerosis complex

Antonio Torrelo, MD,* Smail Hadj-Rabia, MD,” Isabel Colmenero, MD, Robert Piston, MD,“
Virginia P. Sybert, MD,“ Helena Hilari-Carbonell, MD,® Angela Herndndez-Martin, MD,” Joan C. Ferreres, MD,"
Sergio Vano-Galvin, MD,* Daniel Azorin, MD,“ Javier Enriquez de Salamanca, MD,* Luis Requena, MD,"
Christine Bodemer, MD,? Rudolf Happle, MD,! Vicente Garcia-Patos, MD,© and Sylvie Fraitag, MD'
Madrid and Barcelona, Spain; Paris, France; Seattle Washington; and Marburg, Germany

Background: Tuberous sclerosis complex (TSC) is an autosomal dominant disorder characterized by
tumors and hamartomas in several organs including the skin.

Objective: We sought to describe a new type of complex hamartoma in patients with TSC.
Metbods: This was a retrospective clinical and histopathologic evaluation of 6 cases.

Results: The skin lesions consisted of large, painless, infiltrated plaques that were first noticed at birth or
during early infancy on the abdomen, thigh, back, or scalp. In time, the plaques became studded with
numerous follicular comedo-like openings and cysts containing and draining a keratinous or purulent
material. The main histopathologic features were: abundant collagen deposition in the dermis and
extending into the underlying fat; concentric, perifollicular fibrosis surrounding hair follicles; and
comedones and keratin-containing cysts lined by infundibular epithelium, some of which were ruptured
with secondary granulomatous reaction. Five of the 6 patients had a clinical diagnosis of TSC.

Limitations: Geneltic testing was performed in only one patient.

Conclusion: This distinctive folliculocystic and collagen hamartoma has not been recognized previously in
association with TSC. (J Am Acad Dermatol 10.1016/j.jaad.2011.04.002.)



Primer caso

NIno con esclerosis tuberosa

Gran lesion en el abdomen desde muy
pequeno

Formacion de comedones

Grandes quistes infundibulares, gque drenan
y supuran















Resumen de los casos clinicos

Patient | Sex |Age of onset |Location lliness

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
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Diagnadstico diferencial:
otros nevus de colageno

» Colagenoma familiar

* Nevus colageno aislado
* Nevus colageno gigante
» Placa chagrin / frontal

Un ‘nuevo’ tipo de hamartoma
colageno y foliculoguistico




Casos de la literatura
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CASE REPORI

A large infiltrating fibrous hamartoma of infancy .
in the abdominal wall with rare associated tuberous sclerosis :
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IPPA Advanced Courses in Paediatric Pathology

N

FutureCourses:

XXXIVth IPPA Advanced Course in Paediatric Pathology

La Granja, Spain
15-21 September 2012

Prof.Dr. Elisabeth Bruder

Institute of Pathology
University Hospital Basel
Schoenbeinstrasse 40
CH-4031 Basel
Switzerland

Telephone:+41 61 265 2022
Fax: +41 61 265 3194

e-mail: elisabeth.bruder@unibas.ch
(Include your short CV).




PPS 2012: 58th Annual Meeting

Madrid, Spain
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Additional patient from Israel ??
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A Syndrome With Nodular Erythema,
Elongated and Thickened Fingers,

and Emaciation

Kitano, MI; Btauji Matzunsga, MI); Toshie Morimoto

¢ A Syear-old boy had » weythama, efongat
g Ihickensd fingers. and emactation, Mis condition was
# tare congenital disease inhorited os on aviosomad
fecesalve rait. Eloven cases have beaen proviousty
1oporied in the Japaness litorature. The onsol Is sarly in
chidhood, sad nodular erythema s am essentinl and
witlal  Nading, Growth retardation and emaciation
progrese slowly with age. The characteristic clinical
features include large eyes, nose, lips, and ears, dispro
pactionalely long and thick fingers, and the loss of
1dipose Ussue from the upper hat! of the body. Cardiome-
gtly snd hypertrophy of Ihe por of the ph
Tave bean described in somo cases.

(Arch Dermatol 1985121, 10863-10606)

Fig ! Five-yoarcid boy with atrophic mandidle and farge
NG vars. Hards are daproportionally large Enshema

1ous nDduas 39 disseminaled over oe. Chast. and abdo

men

MD; Notsuko Okoda, MD; Shigehare Sana, MD

of previously reported cases, and w draw the atten
tion of dermatologists elsewhore in the world to this
unusual syndromae

REPORT OF A CASE
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An autopsy case of a syndrome with muscular atrophy,
decreased subcutaneous fat, skin eruption and hyper y-globulinemia:
peculiar vascular changes and muscle fiber degeneration*

K. Oyanagi’, K. Sasaki’®, E. Ohama’, F. lkutu®, A. Kawakami’, N, Miyatani’, T, Miyatake’, and S. Yamoda*

Jepartments of * Newopathology

tu 951, Japan

Puthology. und * Neurology, Hean Research tnatituse, Nugata Univernty, 1 Asahsmach

* Depurtment of Newrology, Altn Red Cros Hospetal, Akita 010, Jagan

Hereditary Lipo-Muscular Atrophy with Joint Contracture,
Skin Eruptions and Hyper-y-Globulinemia: a New Syndrome

Masami Tanass, Noboyuki MIvaTant, Shigeru Yasana, Kotaro Miyvasiira, Iaru TovosHima

Kuort Sakuma. Keiko Tanaka. Tutsuhiko Yuvasa, Tadoshs Mivarake and Tadao Tsumake

We previously reported twa siblings with decreased subcutancous adipose tissue, mascalar
atrophy, joint conteactures, recurremt skin eruptions, hyper-yglobulinemia, and reduced
matural Killer colt activity, Some of their clinical features are similar 10 those of partial
lipodystrophy . hut they are distinet in that mascular atrophy, joint contractures and recurrent
wkin eruptions are nol found in paticnts with partial lipedystrophy. Thirteen other Japancse
paticnts with similar clinical manifestations have been reported. We propose that such cases
should be considered o distinet clinical entity.

(Internal Medicine 32: 4245, 1993



A novel autoinflammatory syndrome

“Familial Japanese fever (FJF)”



Seqguencing of PSMBS

Israeli patient #1

T G H

T G C G 6 T l H G T TGl G G T
\*l\/\/\/\[\/\_ _ M\f\/\/\& \N\/\A\

Wildtype Heterozygote Homozygote

Family D Family D
(c.405C>A) (c.405C>A)

species aa alignment \ /
Human 135COYWERLLAEKECRLYYLERNGERTI

Chimp 135coyYywERLLAREEDPAERDIECER Y

Rhesus 135coyweERLLAREERREEREIE 28

Mouse 135coywERLLARECOPAEREIECSER

zebrafish 130coywerRLLzareSRPEXRERIx SH p ClBSZ

Elegans 13¢ FWTRIVARYETREERRERTS]H '

Drosophila 136CcvYWDRVL SEEEER eRRExERH



The mutation found in 3 patients:
C.224C>T

Same mutation as our Spanish patients

D Wild Type E het224C>T F hom224C>T

1 |
\ \ ﬁ | l A
ahld ff W A

ACCACG,CTC ACC,ANG Tc, ,ACC,ATQCT-C

Thr Thr Leu Thr Thr/Met  Leu Thr Met Leu
4 75 /6 74 75 76 74 75 /6




Summary

Family Mutation
Original Spanish families T75M (c.224C>T,
(3 families) C.224C>T)
Israeli patient #1 C135Z
Patient from Malaga C.224C>T; ?
USA patient #1 C.224C>T; ?
USA patient #2 ?
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Summary of 12 cases in Wakayama

Case 0 1 2 3 4 5 6 7 8 9 10 1
Present ageat death) 5y 31y 43y (32y) 38y 41y 32y 33y (46y) 60y (47y) (44y)
Sex M F F M M M M M M M F M
Parental consanguinity - + + + - - - R - + + .
Family history - - + + 5 5 - - - - + .
Age at onset of pernio 2m 6m 6m 1y10m 3m infancy | infancy 1y 3y il;il)z- 5y cr:‘r;i:;.
Eruptions in trunk + t + - ++ ++ ++ + ++ ++ ++ ++
Age at onset of fever 3m 11m 2y 3y Ty - - 2y4m 8y 6y K i Un-
nown known
Long clubbed fingers + + + + + + + + + + + +
Hyperhidrosis - + + + + + + - + +
Partial lipoatrophy 4 * + + + ++ ++ ++ ++ ++ +++ ++
Hepatosplenomegaly + + + + + + - + + + +
Joint contractures - + - - + + + ++ +++ 4+ e+ +
Loss of muscle power - - - - - + + + + + +
Dyspnea - + - - - + +
Basal ganglia
calcification * * * * * * * * * *
Electrocardiogram np np LVH LVH np nd nd CRBBB | CRBBB | CRBBB | CRBBB LAD

Homozygous X mutation + nd nd + + + + + nd nd nd nd




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 @7y), 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




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)
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Hipotesis?

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

* Mutaciones en hamartina o tuberina —
tendencia a desarrollar tumores y
hamartomas

 Mosaicismo: LOH delgende la ET

durante embriogenesis precoz

— Manifestacion segmentaria tipo 2 de una
enfermedad autosomica dominante

— Puede explicar casos no asociados a ET

— Todos los casos en varones — impronta?



A novel autoinflammatory syndrome

“Familial Japanese fever (FJF)”



