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Table 1  Current name of the disorder (in bold) and additional names (normal characters) derived from the literature

Current name of the disorder and additional names

Proposed nomenclature

CAPS—Cryopyrin-associated periodic fever syndrome?®
9

CINCA—Chronic infantile neurological, cutaneous and articular 53.rndrome,I
NOMID—Neonatal onset multisystem inflammatory disease
MWS—Muckle-Wells syndrome®
FCAS—Familial cold autoinflammatory syndrome?’
CARD14-associated disease
PRP—Familial pityriasis rubra pilaris™
CAMPS—CARD14-mediated pustular psoriasis™
Cherubism®
Familial multilocular cystic disease of the jaws™
Cherubism—familial fibrous dysplasia of the jaws”
CGCL—Central giant cell lesion®
CRMO—Chronic recurrent multifocal osteomyelitis®'

Majeed syndrome, congenital dyserythropoietic anaemia and chronic recurrent
multifocal osteomyelitis™

LIPIN2-associated disease

DIRA—Deficiency of the IL-1 receptor antagonist™®

DITRA—Deficiency of the IL-3 6receptor antagonist’’

FCAS2—Familial cold autoinflammatory syndrome 2°°
Guadeloupe fever, NALP12 periodic fever syndrome™

FMF—Familial Mediterranean fever’

Benign paroxysmal peritonitis,” periodic disease,’ Armenian disease, periodic
disease "Maladie periodique’,* FMF” recurrent polyserositis,'® familial paroxysmal
polyserositis
PAAND—Pyrin-associated autoinflammation with neutrophilic dermatosis'?
IMP

Joint contractures, muscle atrophy, microcytic anaemia and panniculitis-induced
lipodystrophy,*

Chronic atypical neutrophilic dermatosis with lipodystrophy and elevated temperature
(CANDLE) syndrome, * Nakajo-Nishimura syndrome (NNS)*
Mevalonate kinase disease (deﬂciency)‘s"’

HIDS—Hyper IgD syndrome'’
Mevalonic aciduria

Dutch type periodic fever'®

IL-10 deficiency
IBD—IL-10R-associated very early**
Infantile colitis™

NOD2 CARD15-associated disease

Blau sy'ndrorne,M early onset sarcoidosis,** familial Crohn's disease’®
PAPA/Pyogenicarthritis, pyoderma gangrenosum and acne syndrome™ *°
PFAPA—Periodic fever, aphthous stomatitis, pharyngitis and adenitis

Periodic fever, aphthous stomatitis, pharyngitis and adenitis or periodic fever
aphthous pharyngitis and cervical adenopathy®

Marshall's syndrome®
Schnitzler syndrome™
PUPAP—Periodic fever with urticaria and paraprotein
TRAPS—TNF receptor-associated periodic fever syndrome’
Familial Hibernian fever'*
Familial autosomal-dominant periodic fever'

NLRP3-associated autoinflammatory disease (NLRP3-AID)
Severe

Moderate
Mild
CARD 14-associated psoriasis

SH3BP2 deficiency with multilocular cystic disease of the mandibles (SDCM)

Chronic non-bacterial osteomyelitis (CNO)—(when the gene is known it should be
added)

LPIN2-CNO

(No change)

(No change)

NLRP12-associated autoinflammatory disease (NLRP12-AID)

Pyrin-associated autoinflammatory disease (PAAD)
(No change)

(No change)
Proteasome-associated autoinflammatory syndrome (PRAAS)

P5MBS-PRAAS, PSMB4/PSMB9-PRAAS, PSMB4/PSMBS-PRAAS, PSMA3/PSMBS-
PRAAS

Mevalonate kinase deficiency (MKD)

Mild

Severe

(Add porokeratosis or retinitis pigmentosa when present)
IL-10 deficiency-associated inflammatory bowel disease

NOD2-associated granulomatous disease
(Optional: add Blau syndrome or IBD according to the main clinical features)

PSTPIP1-associated arthritis, pyoderma gangrenosum and acne (PAPA)
(No change)

(No change)

(No change)

Ben-Chetrit E et al.
Ann Rheum Dis. 2018
Nov;77(11):1558-
1565



Ta ONUOVTLKOTEPA KANPOVOMLKA TIEPLOSLKA TIUPETIKA cUVOpoHa

e Owoyevn¢ Meooyelakoc nnupetoc (FMF)

* KpuornupwomnaBelec- CAPS (NLRP-3 associated autoimflammatory
disease)

e Avenapkela peParoviknc kivaonc (HIDS, MeBalovikn oéeoupia)

* TRAPS



FMF: Meplodiko MUPETIKO GUVOPOLO LE OLUTOCWHLLKN
UTTOAEUMOMEVN KAnpovopnon
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Nat Rev Rheumatol. 2011,;7:105-12.



2tov FMF n pAeypovn upEPMEL KON KOl OTO LECOKPLTLKA
dtaotApata
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Cell

Volume 90, Issue 4, 22 August 1997, Pages 797-807
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Article

Ancient Missense Mutations in a New Member of
the RoRetf Gene Family Are Likely to Cause Familial

Mediterranean Fever

The International FMF Consortium®

@ @ 1997 Nature Publishing Group http://www.nature.com/naturegenetics .
article

A candidate gene for familial

Mediterranean fever Marenostrin

The French FMF Consortium
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1997

1997

LIVNEH CRITERIA (simplifiedversion)

Major criteria

Typical attacks of:

1. Peritonitis (generalized)

2. Pleuritis or pericarditis (unilateral chest pain)

3. Monoarthritis (hip, knee, ankle)

4. Fever alone

Incomplete abdominal attacks

Minor criteria

1-2 Incomplete attacks involving 1 or more of the following sites:

1. Chest

2. Joint

3. Exertional leg pain

4, Favorable response to colchicine

Diagnosis:1major criterion or 2 minor criteria

Typical attacks: recurrent (=3 of the same type), febrile (rectal temperature of 38*C
or higher) and short (lasting between 12 hours and 3 days)

TEL HASHOMER CRITERIA

Maijor criteria

1. Recurrent febrile episodes accompanied by peritonitis, synovitis or pleuritis

Incomplete attacks: painful and recurrent attacks that differ from typical attacks in
one or two features, as follows: 1) the temperature is normal or lower than 38*C; 2)
the attacks are longer or shorter than specified (but not shorter than 6 hours or
longer than a week); 3) no signs of peritonitis are recorded during the abdominal
attacks; 4) the abdominal attacks are localized; 5) the arthritis is in joints other than
those specified

2. Amyloidosis of the AA type without predisposing disease

3. Favorable response to continuous colchicine treatment.

Minor criteria

1. Recurrentfebrile episodes

2. Erysipelas-like erythema

3. FMF in a first-degree relative

Definite diagnosis: 2 major or 1 major and 2 minor criteria

Probable diagnosis: 1 major and 1 minor criteria

2009

Giancane G et al. Ann Rheum Dis. 2015
Apr;74(4):635-41

TURKISH PEDIATRIC CRITERIA

Criteria Description

Fever Axillary temperature of > 38°C, 6-72 hours of duration,
= 3 attacks

Abdominalpain 6-72 hours of duration, > 3 attacks

Chestpain 6-72 hours of duration, = 3 attacks

Arthritis 6-72 hours of duration, = 3 attacks, oligoarthritis

Family history of FMF

The presence of at least two out of five criteria: sensitivity (86.5%) and specificity
(93.6%) for the diagnosis of FMF




Meplotatiko 1

AyopL 7 eTwvV

Yrotpornalovra eneloodia nupetovu we 38,5°C Le KOLALOKO

aAyoc Stapkelac ~3 NUEPWV KAl aUTOUATH UPEDN

ACUUTTWUATIKOC oTQ uecodiaotiuata

levetiko¢ EAsyyoc MEFV: Opoluywtia M694V
°eo

FMF KAnpovopikotnta



2NMHEPO...

* Next generation sequencing

, AAANAOUYXLKEC TTOLKIALEC MEFV
e 342 aAANAOUXLKEC

M Maboyovoc &

T POAAOYEC TBavév
— MaBoyodvol: 5 naBoyovog
— MBavdv maboyodvol: 50 u TK[‘E‘;‘S\?(?VWC &
— Ayvwotng onuaociog: 94 cehonenc
— MBavov kahonBeig: 120 4 Mn
— KOL}\OI"]GSLCI 9 taflvopnpuevn/
, oL
— Mn tafwounpévec: 27 ETLADHET
: M Ayvwotng
— Mn enthupeveg: 37 SN aciac

$o eV e rS https://infevers.umai-montpellier.fr/web/search.php?n=1
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MEFV NM _000243.2 (16p13.3)

EEE
I
:

: DNA: 14600bp, mRNA: 3499bp, Protein: 781aa A V726A
QUIR 390 391ins E163D  L1MP G222R 250V P307P G632S  [692DEL N7338
NN NI3ON  AI6SA EI9SE L2230  K2GOE T309M S363N D637G  M693 RIIK
DIo2D GI36G  AI6ST GIO6R  E225G 12671 R34C 53638 640M  MG9SDEL F7431
D103D G136 SI166L. GI96W  E230K  A268V k I641F  Meodl (743
ALOSE GI36W  S166S GI9TR  [2300  N270D P64
SISR  GISG  EI67D R020 Y2RH  S27L ped M694V
LUOP  SI4Il  LI6OV L203P (24P  P277T L
GILIE 480  PI7SH N206K — RI3OR P283L 6
GUIG  EWSV 11771 606 Q1dupR24IK  P283R r3 M694i
GILIR ~ GISUG  SI79l S28C 228 S288Y ISTISAT 6 dere——rrerr—Tre
334_335insG R151S SITIN  S2098 S22RC>G A289E A P3BRP  R6S3H  ST02C  [I35V
11201 RIS5T PISOR  G218A 247V E299G TISCG GS92G V639F V7041 RI61C
BL2dp S159N MR G219G L251K J34R, 2L ASV. DESIN  PT0SS  RIGIH
I91>C LL il [ 1666V PGP GI64G
S88G-A 1121 1739+ 8CT K67IM R7OSC  N766H
792C-T Y19 760-30.4-T SO1SN  L7O9R  ET769A
Z3A=T K25R | 760-28T = PV T T T Ty
WCST T [760-5C D778 (5%
140G RA2W 1760-4G > M680I
38205G L7 :
330G Y63Y
A70G=A E84K
AS9T

CDS joints
Positions 2771278 910/911 1260/1261 1356/1357  1587/1588 161011611 1726/1727  17539/1760  1792/1793
Codons 93 304 420/421 452/453 529/530 537 576 587 598
This graph shows the variant usual name (i.¢. as first published). October 14, 2014

Please refer to the variant detail by clicking on its name for possible edited nomenclature. N Sequence variants: 298



Meplotatiko 2

EdnPn 16 stwv pe kataywyn ano tov Kavkaco

ATtO 1 £€T0C MUPETLKA eTtel0OdLa KAOe pnva Upouc 38-39°C kat StapkeLag 3-5
NUEPWV LLE OUVOSEC apBOPAAYLEC YOVATWV KAl AKPWV XELPWV OTLG KPLOELS
Metagl Twv KPLoOEWV: ACUUMTWHUATLKNA

MoAAEC voonAeiec oe NOOOKOUELD UE OPVNTIKEC KAAALEPYELEG, PUCLOAOYLKEC

amnewkovioelc (a/a, CT, US), MTOANEC EUTIELPIKEC AVTIBLOTIKEC OYWYEC

ANA 1/80
Avalntnon petaAlatewv MEFV: apvntiki e®
MpooOnkn KoAxiKivng 1mg/D: xwpelc VEQ UTTOTPOTTH) TWV KPLOEWV

FMF?



O FMF eival autoowMIKO UTTOAELMOMEVO vaonua (;)

PDoawvatumog
p <0.048
100,0 -
MetaAAaéerg | AoBeveic YyLeig 800 .
oto MEFV (N=152) (N=140) ’
’ .g
Kopio 16.4% 98.6% % 60,0 - 36,4
1 40.8 1.4% E
°\° 40,0 N 41’9
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2 petaAAdaderlc 1 petaAAaén
i Hmiog L1 Evéidpecoc M YoBapog

Giaglis S et al. Clin Genet 2007: 71: 458—-467



Rheumatology 2009:48:840-842 doi:10.1093 /rheumatology kep121
Advance Access publication 22 May 2009

Concise Report

The clinical spectrum of 94 patients carrying a single mutated
MEFYV allele

Isabelle Koné-Paut', Véronique llentgml, Severine Guillaume-Czitrom',
Sandrine Compeyrot-Lacassagne', Tu-Anh Tran' and Isabelle Touitou®

TasLe 1. Frequency of MEFV heterozygotes in our genefic laboratory, according to
the clinical status [6]

Diagnosis At least One Mo

of FMF two mutations mutation mutation Total
Definite 339 86 14.8% 155 26.7% 580
Possible 90 96 341 27
Improbable 47 80 210 337
Total 476 262 F06 1444

Koné-Paut let al. Rheumatology 2009,;48:840—-842



H KAk elkova Twv etepoluywtwv MEFV polalel pe autnv
TwV opoluywtwv

10y
90 mpercent _
50
T
60 e KoAxwivn (0,5-2mg)
S0
40 xopnynonke o 82% twv
30
20 aoBevwyv Kal Atav
10 I I —
0 : : : : : : [1 aroteAeopatikn o€ >90%
i E E E g :  E QUTWV
‘B = = = =
- < ' 3

Fiz. 1. Distribution (%) of main dlinical symptoms in 94 MEFV heterozygotes
patients with FMF-like disease.

Koné-Paut let al. Rheumatology 2009,;48:840—-842



FMF xwpic (opoluyn) aAAayn cto MEFV

— Inavia petaAlaén (aAAo e€ovio, evdavio, mpoaywyEag)

— AAAn yevetikn O€on (YEVETIKN ETEPOYEVELQ)



Rheumatology 2019;58:463-467

R H E U MATO I—O G Y Advance Accec;:gfb?ggﬁi:z:nﬁiffbtf;gf:
Concise report

Familial Mediterranean fever: breaking all the
(genetic) rules

Alessandro Stella', Fabiana Cortellessa’, Giuseppe Scaccianoce??,
Barbara Pivetta*, Enrica Settimo® and Piero Portincasa®

THE JOURNAL OF PEDIATRICS * www.jpeds.com MEDICAL

PROGRESS

The Changing Concepts Regarding the Mediterranean
Fever Gene: Toward a Spectrum of Pyrin-Associated
Autoinflammatory Diseases with Variable Heredity

Guilaine Boursier, PharmD, PhD’, Veronique Hentgen, MD?, Guillaume Sarrabay, MD**,
Isabelle Koné-Paut, MD®, and Isabelle Touitou, MD, PhD®



Pyrin-associated autoinflammatory disease (PAAD)

PAAND Severe FMF-like FMF
periodic
fever
Ex2 Ex5 Ex8 Ex10
T577A

T577N M694del

S242R H478Y 15775 Me694I

E244K l

Coiled Coil

Boursier G et al. J Pediatr. 2019 Mar 27.



1908

1945

1948

1958

196

Initial description: paroxysmal syndrome, with recurrent vomiting

Alternative name: benign paroxysmal peritonitis

Alternative name: penodic fever

Current validated name: FMF

Alternative name: recurrent polyserositis

\Autosomal-recessive inheritance

Mapping of the FMF gene to chromosome 16
Autosomal-dominant inheritance

MEFV gene discovery
First criteria for FMF diagnosis

First demonstration of true dominant FMF

Severe dominant periodic fever caused by HA78Y

FMF is caused by gain-of-function mutations

Gene dosage effect in patients with recurrent fever

Doeminant FMF-like associated with mutatiens at residue 577

14-3-3 binds phosphopyrin to inhibit inflammasome activation
Deminant mutations at the 14-3-3 binding site result in PAAND

Mutation location determines symptom severity in FMF
FMF is a subtype of PAADs

2013 20162017 201.8>

Boursier G et al. J Pediatr. 2019 Mar 27.



Meplotatiko 3

Avdpoc 42 etwv epudavilel emelcodla MUPETOU, KOLALOKA
aAyn, SLappoikec kevwaoelg, StaAeimovoa apBpitida yovatwy,
AKPWV XEPWV & Todwv

KoAookomnon: elikova cupfoatn e eEAKwon KoAittida
[eveTIKOC EAeyxoc MEFV: Etepoluywtio M680I -

[
Oa xopnyoUoaTe O AUTOV TOV dOTEVI) KOAXLKIVN; ©




H miBavn wotopikn eéanmAwon twv naboyovwv MEFV

italy
Aplevia
@opceia 1:5

4
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@opeial:9

®opeia1:3,3

Papadopoulos VP et al. Ann Hum Genet. 2008; 72:752-761



Rheumatology 2009:48:840-842 doi:10.1093 /rheumatology kep121
Advance Access publication 22 May 2009

Concise Report

The clinical spectrum of 94 patients carrying a single mutated
MEFV allele

Isabelle Koné-Paut', Véronique llcnlgenl, Severine Guillaume-Czitrom',
Sandrine Compeyrot-Lacassagne', Tu-Anh Tran' and Isabelle Touitou®

YuvuTrtapyovta pAsypovwdn voonuota: 11.7%
SpA (5%)
IBD- N. Crohn (5%)

N. Castleman (1%)



Jaint Bone Spine 85 (2018) 733-73¢

Available online at Elsevier Masson France
ScienceDirect EM|consulte
www.sciencedirect.com www.em-consulte.cam/en
Original article
Boundaries between familial Mediterranean fever and juvenile \1
spondyloarthritis: Analysis of three French retrospective cohorts Tl

Bilade Cherqaoui®-"*, Linda Rossi-Semerano ", Sophie Georgin-Lavialle "¢,
Perrine Dusser, Caroline Galeotti*®, Maryam Piram?", Véronique Hentgen ¢,
Isabelle Touitou ™', Isabelle Koné-Paut??

@PLOS | GeNETICS April 4, 2019

RESEARCH ARTICLE

Genome-wide association study in Turkish

B PLOS |one July 15, 2015 and Iranian populations identify rare familial
Mediterranean fever gene (MEFV)
RESEARCH ARTICLE polymorphisms associated with ankylosing
Association between MEFV Mutations spondylitis

M694V and M680I and Behcet’s Disease: A
Meta-Analysis

Ziyan Wu®, Shulan Zhang®, Jing Li, Si Chen, Ping Li, Fei Sun, Xiaoting Wen,
Wenjie Zheng, Fengchun Zhang, Yongzhe Li*

ACTA PAEDIATRICA
Inflammatory bowel disease in _
non-Ashkenazi Jews with familial

Mediterranean fever Prevalence of MEFV gene mutations and their clinical correlations in Turkish
children with Henoch-Schonlein purpura

Cengiz Bayram', Giilay Demircin (gulaydemircin @hotmail.com)?, Ozlem Erdogan’, Mehmet Biilbiil', Aysun Caltik', Sare G Akyiiz'
1.Deparment of Pediatric Nephrology, Dr. Sami Ulus Children’s Hospital, Ankara, Turkey

Lancet. 2000 Jan 29;355(9201):378-9 2 Department of Pediatric Nephrology, Medical School, Afyon Koctepe University, Afyonkarahisar, Turkey
Acta Paediatr. 2011 May;100(5):745-9

D Cattan, C Notarmicola, N Molinari, | Touitou



Association of genesresponsible for monogenic autoinflammatory diseases with
multifactorial diseases

Cumulative number of patients
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Touitou I. ] Med Genet 2013;50:349-359



Avixvevon petaAAaénc o KAWVIKN lkOva cupfati HE AAAN
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— AteAn¢ Sranepatotnta
— MetaAlaéelc o >1 yovida
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Avadopec acOevwv HLE TTEPLOOLKO TUPETO Kot TAEOVAIOVOEC

MEFV
TNFRSF1A
MVK
NLP3
2KkouUpo:
VEVETIKN

emiBeBaiwon

METOAAAEELC

Vit
G2114

M6941
Mo6941

Touitou I. ] Med Genet 2013;50:349-359



NMultifactorial

POLYGENIC

Hundreds of genes
acting together: Behcet, Crohn ...

r'y
[VUS, susceptibility factors: OLIGOGENIC
E148Q, R92Q, V198M..)

Afew genes acting together:
some of the unclassified autoinflammatory diseases

Monofactorial

NONOGENIC

One gene causing a typical
disease FMF. TRAPS. CAPS... ' Environment

[Clearly pathogenic variants:
M&S4Y, C30R, R260W...]

Touitou I. ] Med Genet 2013;50:349-359



KAwvikn vs Fevetikn Mpoo€yylon

A Clinical definition: B Pathophysiological definition
Familial Mediterranean fever: PN '/// Pyvrin Associated Periodie
(Polyserositis, periodic disease) Z Svindrome: PAPS
_—
-~

All patients complying with FMF clinical criteria, Allpatients with 2 non allelic ME FT 'mutations,
mcluding mcluding:

* Cases with 2 MEFV mutations * C'ases with chinical antena

* Caseswith 0 or 1 MEFVmutations (Orphan or FMF-like * Atypical cases (clinical criteria not fulfilled)
patients) « Agymptomatic individuals (imcomplete penetrance. or

phenotype 3)
Genetic heterogeneity Genetic homogeneity
Mutations in either of the following genes: Atleast 2 mutationsmm MEFV

MEFV, MEFV2 (toberdentified), other HRF

Modifving effect
\ * Other genes
* Environment
* Epigenetics

Touitou I. ] Med Genet 2013;50:349-359



Evidence-based recommendations for genetic
diagnosis of familial Mediterranean fever

Gabriella Giancane,' Nienke M Ter Haar,* Nico Wulffraat,' Sebastiaan J Vastert, '
Karyl Barron,” Veronique Hentgen,” Tilmann Kallinich,” Huri Ozdogan,®

Jordi Anton,” Paul Brogan,® Luca Cantarini,” Joost Frenkel,"” Caroline Galeotti,"’
Marco Gattorno,'“ Gilles Grateau,'® Michael Hofer,'* Isabelle Kone-Paut, '
Jasmin Kuemmerle-Deschner,'® Helen ) Lachmann,'’ Anna Simon, '®

Erkan Demirkaya, ' Brian Feldman,”” Yosef Uziel,*' Seza Ozen*’

Ann Rheum Dis. 2015 Apr;74(4):635-41



Table 3 Recommendations for familial Mediterrmnean fever (FMF) genetic diagnosis

Strength of
evidence
1. FMF is a clinical diagnosis, which can be supported but not exduded by genetic testing B
2. Consider patients homozygous for MB94V at risk of developing, with very high probability, a severe phenotype B
3. FMF patients carrying two of the common mutated alleles (homozygotes or compound heterczygotes), espedally for ME94V mutation or mutations at
position 680 to 694 on exon 10, must be considered at risk of having a more severe disease
4. The E1480Q variant is common, of unknown pathogenic significance and, as the only MEFV variant, does not support the diagnosis of FMF B
5. Patients homozygous for MB94V mutation are at risk of early onset disease C
6. Individuals homozygous for MB94V who are not reporting symptoms should be evaluated and followed dosely in order to consider therapy A
7. For individu j pjthogenic gutations, fo.FMF who do not report symptoms, if there ape risk factors for A8 amyloidosis (such, as thg country, B
it e SV Y L KA. OACVMED) BRI L0 G RO MO TR AL EL SRy
considered
B. Consultatio mmmmmnmmmm aid in the indication and interpretation of the genetic testing and C

diagnosis

Ann Rheum Dis. 2015 Apr;74(4):635-41



Autoinflammatory disorders

CLINICAL SCIENCE

Classification criteria for autoinflammatory
recurrent fevers

Marco Gattorno,” ' Michael Hofer > Silvia Federici * Federica Vanoni,

Francesca Bovis,® Ivona Aksentijevich,” Jordi Anton,® Juan Ignacio Arostequi,”

Karyl Barron,'® Eldad Ben-Cherit,'" Paul A Brogan, ' Luca Cantarini,"?

sabella Ceccherini '* Fabrizio De Benedetti,"” Fatma Deder::g;lu,16 Erkan Demirkaya, '’
Joost Frenkel,'® Raphaela Goldbach-Mansky,"* Ahmet Gul,*’ Veronique Hentgen,*’
Hal Hoffman 22 Tilmann Kallinich,?* Isabelle Kone-Paut,**

Jasmin Kuemmerle-Deschner > Helen J Lachmann ?® Ronald M Laxer ?’ Avi Livneh %
Laura Obici,”’ Seza Ozen,* Dorota Rowczenio,?° Ricardo Russo,' Yael Shinar >
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Molwoucg adopolv ta KpLTPLaL;

AoBeveic pe:

1. AU¢non twv dektwv oéeiac paonc (TKE, CRP, SAA) oe
OLVTLOTOLYLOL [LE TLC KALVLKEC EEAPOELC KO

2. TMpooektikn e€etaon ntBavwv aAAwv MoBroewv ou
npokaAouv cuyyuon (veomAdopata, AOLUWEELS, AUTOAVOCEC
KOTAOTAOELG, AAAEC cUUPUTEC BAABEC TNC avoaoioag) kal pLa
Aoyikn nepiodo unotporidlovcog EVEPYOTNTOC VOOOU

(touAdyLotov 6 HAVEC)

Gattorno M et al. Ann Rheum Dis. 2019 Apr 24



FMF

Presence of confirmatory MEFV
genotype® and at [east one among the
following:

» Duration of episodes 1-3 days.

P Arthritis.

» Chest pain.

» Abdominal pain.

OR

Presence of not confirmatory MEFV
genotypet and at least two among the
following:

» Duration of episodes 1-3 days.

P Arthritis.

» Chest pain.

» Abdominal pain.

Sensitivity: 0.94
Specificity: 0.95
Accuracy: 0.98

|
%
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Napadetlypo omoTEAECHOTOC YEVETIKOU EAEYXOU

AnoteAcouata

lovidio DNA

IL10 utr 3
MEFV c.21777>C
NLRP7 c.1082C>T

lpwteivn

p.Val726Ala
p.Ser36lleu

dbSNP

rs45588933
rs28940579
rs143169084

etepoluyn
etepoluyn
etepoluyn

Nadoyovikétnra®
Ayvwotn¢ maboyovikotnTag
MaBoyoviki

AyvwoTtnc maboyovikoTnTac



FMF

Presence of confirmatory MEFV
genotype® and at [east one among the
following:

» Duration of episodes 1-3 days.

P Arthritis.

» Chest pain.

» Abdominal pain.

OR

Presence of not confirmatory MEFV
genotypet and at least two among the
following:

» Duration of episodes 1-3 days.

P Arthritis.

» Chest pain.

» Abdominal pain.

Sensitivity: 0.94
Specificity: 0.95
Accuracy: 0.98

|
%
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MKD

Presence of a confirmatory MVK

genotype™ and at least one among the
following:

P Gastrointestinal symptoms.

» Cervical lymphadenitis.

» Aphthous stomatitis.

Sensitivity: 0.98
Specificity: 1
Accuracy: 1

Gattorno M et al. Ann Rheum Dis. 2019 Apr 24



AUTOCWHMLKA EMKPATH VOO HOTOL

CAPS TRAPS
Presence of a confirmatory NLRP3 Presence of confirmatory TNFRSFTA genotype®
genotype™ and at [east one among the and at least one among the following:
following: » Duration of episodes =7 days.
» Urticarial rash. > Myalgia.
> Red eye (conjunctivitis, episcleritis, > Migratory rash.

uveitis). » Periorbital oedema.
» Neurosensorial hearing loss. > Relatives affected.
OR OR
Presence of not confirmatory NLRP3 Presence of a not confirmatory TNFRSF1A
genotypet and at least two among the genotypet and af Jeast two among the
following: following:
» Urticarial rash. » Duration of episodes =7 days.
» Red eye (conjunctivitis, episcleritis, » Myalgia.

uveitis). > Migratory rash.
» Neurosensorial hearing loss. » Periorbital oedema.

> Relatives affected.

Sensitivity: 1 Sensitivity: 0.95
Specificity: 1 Specificity: 0.99
ACCI.IFEE‘_.I'Z 1 Accuracy: 0.99

Gattorno M et al. Ann Rheum Dis. 2019 Apr 24



EAEyXOVTOLL OL LOUUTTTWLOTLKOL CUYYEVELG;

Recommendation

Guidelines for the genetic diagnosis of
hereditary recurrent fevers

Y Shinar," L Obici, | Aksentijevich,® B Bennetts,* F Austrup,? | Ceccherini,?

J M Costa,” A De Leener,® M Gattorno,® U Kania,'® | Kone-Paut,!" S Lezer,?

A Livneh,™ | Moix, " R Nishikomori,'® S Ozen,'® L Phylactou,'” L Risom, '8

D Rowczenio, ' T Sarkisian, M E van Gijn,Z' M Witsch-Baumgartner,22Z M Morris,?
H M Hoffman,* | Touitou?®

Semin Arthritis Rheum. 2013 Dec;43(3):387-91

Contents lists available at SciVerse Science Direct

Seminars in Arthritis and Rheumatism ‘

journal homepage: www.elsevier.com/locate/semarthrit

Evidence-based recommendations for the practical management of Familial
Mediterranean Fever™
Véronique Hentgen, MD®*, Gilles Grateau, MD, Isabelle Kone-Paut, MD¢, Avi Livneh, MD?,

Shai Padeh, MD*, Michael Rozenbaum, MD', Serge Amselem, MD, PhD#, Ruth Gershoni-Baruch, MD",
Isabelle Touitou, MD, PhD', Eldad Ben-Chetrit, MDY

LAUWE U UEU ITUTE DIl WL LU U Jaliudly L0, L0010 - FULISHEU DY iuup o
y = a nnrhaumo

Recommendation

Evidence-based recommendations for genetic
diagnosis of familial Mediterranean fever

Gabriella Giancane,’ Nienke M Ter Haar,? Nico Wulffraat," Sebastiaan J Vastert,
Karyl Barron, Veronique Hentgen,* Tilmann Kallinich,> Huri Ozdogan,®
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EAEyXOVTOL OL QLCUMTITWHLOTLKOL CUYYEVELG;

* [evika b€ ouviotatal

* Qo prmopouoE va YIVEL, LETA YEVETLKI OUMPBOUAEUTIKE, OTOUC
OLOU UIMTWHATIKOUC CUYYEVELC aoBevwy e coBapod YovOTUTO 1)
apUAoeidwaon. AAA akoun KL £ToL, N xopnynon tpodUAOKTIKAC
Beparmeioc mapapével applAeyopevn

MpoyevvnTIKOC Kol TPOEUPUTEUTIKOC EAEYXOG

* [evika 6g ouviotatal, adou To Voo AT YEVLKA ETLOEXOVTOLL
Beparmeiog

* Qo urmopoloE va YIVEL, LETA YEVETLKN OUMPBOUAEUTIKN, OF

OLKOVEVELEC e ooBapouc dawvotumouc (MKD, CINCA)



EAEyxovtal oL acupTwpatikoi ouyyeveig (FMF);

AVTi TOU YEVETIKOU €AEYXOU

EvnuEPWON yLO TAL CUTTTWHLOTOL

‘EAeyxoc delktwv oelag paong

— Av TouAdyLlotov 2 PopEC elval AUENUEVOL ATTOUCLA CUUMTTWHATWY Ba
UTTOPOUOE VA YIVEL YEVETIKOC EAEYXOG UNTIWG ATtOKAAU P EL UTTOKALVLKA VOOO

MpodulakTikn Beparela pe KOAXLIKIVN O€ AOUUTTTWHATIKOUC GOpPELC
2 maBoyovwv petaAddaéewyv Ba pumopovoe va 00el av utapyouv
TaPAYOVTEC KivOuvou apuloeibwonc (xwpa dtaBiwong,

olkoyevelako Hx, emipova vpnAol deiktec dAeyuovnig, Woiwg SAA)



Mpw INTAOOVE YEVETIKO EAEY)XO

Moto voonpua vrtoPalopaote BAaoel KALVIKAC ELKOVOLC,
OLKOYEVELOKOU LOTOPLKOU, KATAYWYNG;

[Molog eivall 0 TUTTOC KANPOVOULKOTNTO;

YA pxeL avayvwpLlopEVn YEVETLK cuoxetion (Mx oxt PFAPA);

ACUUTTTWUOTLKA ATOMOL
— Mpoyevvntika: Oxt (lowg MKD, CINCA)
— Mpooupuntwpatikd: Yo npolmoBeoelg
— Meta ta oupmtwpata: NAI



AdoU INTACOULE YEVETLKO EAEY)XO

Av aviyveuBel aAAnAouykn mapaAlayn (sequence variant) gival

na@oyovoc, KaARONnG 1 Ayvwotng onuooiog;

Elva autry oe opoluywrtia ) etepoluywtia;

Eival oe cupdwvia pe to patvotuno;

Mola elvall n ocuxvotnta TS popeiac aAAnAouxIKwV TapaAAaywyv oTov
nANBuo o npoglevonc Tou acBevoug;

Mooo ouyxvn eival n amouvacia aviyvelolpwyv HeTaAAdéewy o€ aoBeveic pe
T0 PALVOTUTIO;

NauBavovtoac urtoyin TIC CUVETELEC TTOU EXEL N dLayvwaon UOC YLO Lo

£popou {wnc¢ Vepaneia ko e’ a0ploto mapokoAoudnaon tn¢ OLKOYEVELOC
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