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A Japanese family case with juvenile onset Behcet’s
disease caused by TNFAIP3 mutation

Ohnishi H., Kawamoto N., Seishima M., Ohara O.,
Allergology International. 2017;66; 146-148
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Systematic Evaluation of Nine Monogenic Autoinflammatory
Diseases Reveals Common and Disease—Specific
Correlations with Allergy—Associated Features
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Juvenile onset autoinflammatory disease due to a novel

ZEL mutation in TNFAIP3 (A20)
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Expanding the spectrum of A20 haploinsufficiency in two
Chinese families: Cases report

Li G.M., Liu H.M., Guan W.Z., Xu H.
BMC Medical Genetics.2019;20:124

Wu B.B., Sun L.

EED

HA20 @ 2 K% 4 JEfp| 2 9%

WETA JIE B
tvTr 4T JIE B
e YGES TNFAIP3 {7257 (Q187X, R8TX) AT % 2 %% 4 JEH
P1 /5 P3 J3 TNFATP3 Q187X. P4 (% TNFAIP3 R87X,
ZRFR BN patient 1(UL TFP): a7 =/ — @t 7=F/L(MF)+7 L

(IrA - fERRIAF)

K=>vnrm o (PSL)+t Re¥ 7 mnr ko (HQ) += X r/Lt7 K
P2 : PSL+5-7 X /% U FLEE (ASA)+ A b b L FH— k MTX) +=
ol VA
P3 : MR
P4 : 7 17 = 7 +PSL+cyclosporinA (CSA) += % /Lt 7 |k

F2T T N LFH
(=2 RARA > B)

PRABBIEAEIR MR A FT A

S

PLIE 14 5k 2e 1. 7 ok CHFRRAERE . DZRIRATR 35 L OV R iR
B TIEDORZKT, &5 11w CIHImERA . #HAMEAE, FRik
JudE, CRP @fE, 77— A AFERKGME. ANA 38 L UYL dsDNA ik
Bt cestT) T~ h—F ABLUOBAER TL—F 2B %k L
ZWr sz, FFAERIZIFRRRERE 27~ L7z, MMF & PSL, HCQ 23
BAdE Edu, 6 2> H RRICHIIARME & PRI X IE R b, MR & & 28
7 RITHE LIz, S X 37 b 26mg/i#ll & B 5 S,
TBRIZ B W R 2R Uz QRLILERED ot filfifk, <UL, CRP
DIEFAL., IBERIEE THh > 72 INF-a 3B L OV IL-6 1, INF-«
NIEFL L, IL-6 HIZITIEF(L) .

P2 IX P1 @D 5k DEE T, 2 ik T BAEI AL A R 38 4 BE £ 2%
(JIA) L2WrEnie, Eotk, . TH, LPEFEEE L H
BlL7-, HLA-B27 13B5%. B PRIzt cho7-, SR
T CIHLE T OIS 2 3RO BEAT ATy n— i & —E L
Tz 7 v — s L OEME IR B RS EBIEiJ & 2l &
A7z, PSL, 5-ASA, MTX 2385 - 4v, PEEVERSCIGIE R TR 4
WA L, &6l & x bt F(12.5 mg/5 H) BN ES
BV ZR L7z (Ao, ESR, CRP OIEF (L, 18w
fETH 7= IL-6 DIEFAL),

PlL & P2 DRBLITHD P3 b, TikH b MRS & FHE O
JER BT, ZNLL ORI Z IS Lz,




PAIX 9 ki, 7 miIRFIC L BEEIRL JIA L2 s ivTe, & Dk,
RSB L, ANA 38 X OVL dsDNA HLREG M, HLA-B27 B5;
PHEAHIA L, 7 v 77— IEMAUERRE MAS) 36 X ORIV M
Jtig B (ILD) & RJE LTz, ¥/ ~7=F 727 PSL, CSA n&hH &
. BEIORERNBER Lz, 5= 3t 7 | 26mg/#H %
BIMENBAF 72 R %2~ L GRIE, CRP O IEFA L, 7= U F v
DYGEE ., 1BERTEE T -7 IL-6 DIEFAL) . ILD 1L KIE
o LT,

Ak K OPEEEE. RERA. IRHAE D720 HA20 B3 (P1,
P2). MAS & ILD Z&0F L7=01 T DHER] (P4) 44 L. HA20
DFEBR OB & &R LT

AR

BAEPRIZBI U TAH ClE discussion XS TUNVR WS,
Pl. 2. 412OWT =X XL NRERTh - 1= iEFHE T
H5,

RGPk B 4

P g% A0 ik




FEEESA A RV
HH 4

MEE4 & H
HAGES A b

Pseudodominance of autoinflammatory disease in a single
Turkish family explained by co—inheritance of
haploinsufficiency of A20 and familial Mediterranean
fever

Horita Nobuyuki, Gul Ahmet, Aksentijevich Ivona, Kastner
Daniel, Remmers Elaine F

Clin Exp Rheumatol.2019;37:89-92.
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Phenotype and Management of Infantile—onset Inflammatory
Bowel Disease: Experience from a Tertiary Care Center in
China

Ye Ziqing, Zhou Ying, Huang Ying, Wang Yuhuan, Lu
Junping, Tang Zifei, Miao Shijian, Dong Kuiran, Jiang
Zhinong

Inflamm Bowel Dis. 2017;23
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Haploinsufficiency of A20 Due to Novel Mutations in
TNFAIP3

He T., Huang Y.,
Ling J., Yang J.
Journal of Clinical Immunology. 2020;40; 741-751.
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A20 haploinsufficiency (HA20): clinical phenotypes and disease
course of patients with a newly recognised NF-kB-mediated
autoinflammatory disease

Florence A Aeschlimann, Ezgi D Batu, Scott W Canna, Ellen Go,
Ahmet Gil, Patrycja Hoffmann, Helen L Leavis, Seza Ozen,
Daniella M Schwartz, Deborah L Stone, Annet van Royen-Kerkof,
Daniel L Kastner, Ivona Aksentijevich, Ronald M Laxer,

Annals of the rheumatic diseases 2018;77:728-735
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UNUSUAL SYSTEMIC LUPUS ERYTHEMATOSUS/ SJOEGREN'S
SYNDROME PHENOTYPE IN A PATIENT WITH A TNFAIP3 GENE
MUTATION

Kerstin Nott, Yvonne Glackin, Stephen D. Marks, Paul Brogan,
Annals of the rheumatic diseases 2019;78:1174-1175
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Autosomic dominant familial Behcet disease and
haploinsufficiency A20: A review of the literature

Florian Berteaua, Bénédicte Rouvierea, Aurélien Dellucb, Alice
Naua, Rozenn Le Berrea,c, Guillaume Sarrabayd, Isabelle
Touitoud, Claire de Moreuil, Auto immunity reviews
2018;17:809-815
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Infantile Onset Intractable Inflammatory Bowel Disease Due to
Novel Heterozygous Mutations in TNFAIP3 (A20)

Cuifang Zheng, Ying Huang, Ziqing Ye, Yuhuan Wang, Zifei Tang,
Junping Lu, Jie Wu, Ying Zhou, Lin Wang, Zhiheng Huang, Haowei
Yang, and Aijuan Xue, Inflamm Bowel Dis 2018;24:2613-20
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Haploinsufficiency of TNFAIP3 (A20) by germline mutation is
involved in autoimmune lymphoproliferative syndrome
Masatoshi Takagi, Shohei Ogata, Hiroo Ueno, Kenichi Yoshida,
Tzuwen Yeh, Akihiro Hoshino, Jinhua Piao, Motoy Yamashita, Mai
Nanya, Tsubasa Okano, Michiko Kajiwara, Hirokazu Kanegane,
Hideki Muramatsu, Yusuke Okuno, Yuichi Shiraishi, Kenichi
Chiba, Hiroko Tanaka, Yuki Bando, Motohiro Kato, Yasuhide
Hayashi, Satoru Miyano, Kohsuke Imai, Seishi Ogawa, Seiji Kojima,
and Tomohiro Morio, ] Allergy Clin Immunol 2016;139:1914-22
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A20 Haploinsufficiency Presenting with a Combined
Immunodeficiency

Melissa D. Gans & Hongying Wang & Natalia Sampaio Moura &
Ivona Aksentijevich & Arye Rubinstein, ] Clin Immunol
2020;40:1041-44
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Knee Joint Swelling at Presentation: A Case of Pediatric Crohn
Disease With a TNFAIP3 Mutation

Dongmei Zou, Shaoming Zhou, Huanhuan Wang, Jing Gou,
Shaohua Wang, Pediatrics 2020;146:20193416
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Paediatric-onset haploinsufficiency of A20 associated with a
novel and de novo nonsense TNFAIP3 mutation

Yushiro Endo, Yasutomo Funakoshi, Tomohiro Koga, Kaori
Furukawa, Daisuke Sasaki, Kiyonori Miura, Katsunori Yanagihara,
Hiroyuki Moriuchi and Atsushi Kawakami, Rheumatology
2020;59:e85-87
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Type I interferon signature predicts response to JAK
inhibition in haploinsufficiency of A20

Schwartz Daniella Muallem, Blackstone Sarah A, Sampaio—
Moura Natalia, Rosenzweig Sofia, Burma Aarohan M, Stone
Deborah, Hoffmann Patryc ja,
Barron Karyl S, Waldman Meryl A

Annals of the rheumatic diseases 2020;79: 429-431
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Lessons from characterization and treatment of the
autoinflammatory syndromes

Aksentijevich Ivona, McDermott Michael F

Current opinion in rheumatology 2017;29:187-194
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A Case of Adult-Onset Still’s Disease Caused by a Novel
Splicing Mutation in TNFAIP3 Successfully Treated With
Tocilizumab

Lawless Dylan, Pathak Shelly, Scambler Thomas Edward,
Ouboussad Lylia, Anwar Rashida, Savic Sinisa

Frontiers in immunology 2018;9:1527
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New data in causes of autoinflammatory diseases
Kone—Paut Isabelle, Georgin-Laviallec Sophie, Galeotti
Caroline, Rossi-Semerano Linda, Hentgen Veronique, Savey
Lea, Saadoun David, Sarrabay Guillaume, Touitou Isabelle
World Journal of Joint bone spine 2019;86:554-561
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Janus kinase 1/2 inhibition for the treatment of
autoinflammation associated with heterozygous TNFAIP3
mutation

Mulhern Ciara M, Hong Ying, Omoyinmi Ebun, Jacques
Thomas S, D’ Arco Felice, Hemingway Cheryl, Brogan Paul
A, Eleftheriou Despina

The Journal of allergy and clinical immunology 2019;
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Early-onset autoimmune disease due to a heterozygous
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Novel mutation in the gene tnfaip3 in autoinflammatory
syndrome familial behcet-like
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A De Novo Frameshift Mutation in TNFAIP3 Impairs A20
Deubiquitination Function to Cause Neuropsychiatric
Systemic Lupus Erythematosus
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Haploinsufficiency of A20 (HA20): updates on the
genetics, phenotype, pathogenesis and treatment
Yu M. -P., Xu X.-S., Zhou Q., Deuitch N., Lu M.-P.
World Journal of Pediatrics 2020;16:575-584
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A child with recurrent pyogenic arthritis with the PSTPIP1
mutation
Yan—Nan Guo

SAGE Open Medical Case Reports, The Author(s) 2020, Volume 8:
1-5
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A Novel De Novo Pstpipl Mutation In A Boy With Pyogenic
Arthritis, Pyoderma Gangrenosum, Acne (Papa) Syndrome
Hatem El-Shanti

Qatar Foundation Annual Research Forum Volume 2013 Issue 1,
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Brief report: genotype, phenotype, and clinical course in
five patients with PAPA syndrome (pyogenic sterile
arthritis, pyoderma gangrenosum, and acne)

Andrew P. Demidowich
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Cerebral vascular findings in PAPA syndrome: cerebral
arterial vasculopathy or vasculitis and a posterior

cerebral artery dissecting aneurysm
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Clinical picture of 7 PAPA patients followed in a single
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Clinical, therapeutic, and genetic analyses in a patient
with papa syndrome complicated with inflammatory bowel
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Dramatic improvement of pyoderma gangrenosum with
infliximab in a patient with PAPA syndrome
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Extensive pyoderma gangrenosum—like lesions revealing a
case of hyperzincemia and hypercalprotectinemia: when to
suspect it?

Ludimila Oliveira Resende

Anais Brasileiros de Dermatologia, Volume94, Issue6, 2019, 713-
716
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Identification of a Homozygous PSTPIP1 Mutation in a
Patient With a PAPA-Like Syndrome Responding to Canakinumab
Treatment

Geusau Alexandra, Mothes—Luksch Nadine, Nahavandi Hesam,
Pickl Winfried F, Wise Carol A, Pourpak Zahra, Ponweiser
Elisabeth, Eckhart Leopold, Sunder—Plassmann Raute

JAMA Dermatol. 2013;149(2) :209-215

HEY PAPA KT 2 FF X~ 7 DEHR

TV A SEB

vy T 4T

w5 (P) PAPA like syndrome (p.Gly258Ala) 22 i% Bk

ZRBEEEK (E or 1
I - fEBRIK T x5
C)

HF¥X~7 150mg 8 MiE

T2 T T N LFEHM
0= FARA )

TR DZEAL, RIESUES D EAL

i e

2T aA FIARTHLR, KEEORETHY . 7T F TR
HBAINTZDD, RIS O DA T ik, 0% T FX
<~ 7B I, BHBMAE 9 M HBNITZE L TR, acne 1378
% 8 HAMFHEE T minor flare IZFROOLNDHZ END 5.

A HF XX~ TFIEFICHETH D,
AL R p. Gly258Ala Z8 12 1. 5 PAPA IZI3HT IL-1 BIBENRE N TH 5,
FEE PSRN ERE 57K A8

MERE4 & A

Imaging findings of sterile pyogenic arthritis, pyoderma
gangrenosum and acne (PAPA) syndrome: differential
diagnosis and review of the literature

Martinez—Rios C., Jariwala M.P., Highmore K., Duffy K. W.,
Spiegel L., Laxer R.M., Stimec J.

Pediatric Radiology (2019) 49:23-36
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Novel PSTPIP1 gene mutation in a patient with
pyogenicarthritis, pyoderma gangrenosum and acne (PAPA)
syndrome

Elvira Lindwall, Shikha Singla, William E. Davis, Robert J.
Quinet

Seminars in Arthritis and Rheumatism 2015;45:91-93
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Osteolytic Lesion in PAPA Syndrome Responding to Anti-—
interleukin 1 Treatment

Roberta Caorsi, Paolo Picco, Antonella Buoncompagni,
Alberto Martini, Marco Gattorno

J Rheumatol 2014;41:11

H PAPA BT 27 % T OZhE
W7V A1 SEGIH S

vy T4

x5 (P) PAPA  (E250Q) 27% 9 /A %

ZRBEEEK (E or 1
N - fEBRIN T %5
C)

TrXxr 7 (HHEERY)

FRT U L
O RARA L B)

GGELR

&

fige, RIEPUS, MRI BT LOZAL

i R

18 7 AREL VBN, BMmEkIEZL . RIESG mE % 1 5 72 R BAsi &
NHEL, £ TFEROBEA S HEL, MRI & CERR O R, CRMO &
2, NSAID fE2h, PSL (Img/kg/day) (TR 273, H 1L
PR, 2% 9 7 AWFICHERE, PAPA JEMERE L 22, 77 % v 7 Btk

JEARIT S, 6 M H B OFHE T, RIEMSEME, Wi BRA L
9&0

A E250Q ZE B2 K 5 PAPA ICIZ T X FITENTH 5,

a Ak

FEE PSR ERE 57K A8

MesE4 &, |

PAPA and FMF in two siblings: possible
clinical presentation? A case report
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Italian Journal of Pediatrics 2019;45:111
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Pyoderma gangrenosum, acne and ulcerative colitis in a
patient with a novel mutation in the PSTPIP1 gene
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Clinical and Experimental Dermatology 2015;40:367-372
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Pyoderma gangrenosum, acne, and suppurative hidradenitis
syndrome in end-stage renal disease successfully treated
with adalimumab

De Wet J, Jordaan HF, Kannenberg SM, Tod B, Glanzmann B,
Visser WI.

Dermatol Online J. 2017;23(12) :13030.
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Pyogenic arthritis pyoderma gangrenosum and acne syndrome:
A rare but important diagnosis for antibiotic—resistant
erysipelas—like erythema and osteonecrosis

Giorgia Martini , Alessandra Meneghel, Cosimo Gigante
Valeria Beltrame,
Annunziata Di Palma

Journal of Paediatrics and Child Health
1381

Tiziana Serena and

(2018) 54 pp. 1378-

B PAPA DOEERIZZIT DIEFIERE & PAPA RE 11T 5 prednisone M%)
RORER)

WrgET A JE RS

vy T PAPA 2352 831F % prednisone $¢5-

Wk (P) A% B UL PAPA JEMERE (PSTPIP1 A250Q Z8#) 14

3 LN 2 mg/kg/day of prednisone

I - fEREET- (E or
I)
x5 (C)

TR T T N LEEM
O RARA 1)

B¢ & B




f(‘n S

WEZMClT, B RER L OZE T, 7 N T7F Y Na &
TA aAF T = OFARNTR G- % 2 BT - =038 I3 R S /e )
572, MRI TiE, T2 WL — 7 v ACRBIT D EREE OELED
B AR L, ALIEMERER (WBC 97 000 / mm 3) OHEH A5 4
BHOIE &2 21T 208, B OAEMII B S e o T2,
S5, FEREFERSGHME L E 2 A, RBITEVENS I
BEIR OB Y — FTHIERISEEDORE Y v~ F L2 S
NIZZ ERHA LI o 7z, mBlE, FIEMERIEIR OB 2
ANOEEREE 2 NDWE ZZ28iE L=, 2l EoEsid o
7oy, BEO R CRIEMERZ R, MEFV & PSTPIP OB A5 1i#
Mra4To7=, T OfEF., B3I PSTPIP1 @ E250Q O~T 1 ZZ R %
88 PAPA JEMERE & OFZWI B HEE LTz, S HIZMEFV O~T 7D
c6056>A DA ZFRH TS, Fiz, HRMEBESANHE Sz
RPUT, T T PAPA SEERE DA 217 TV . PSTPIPL 51
WCRELRILERNS D Z ERHALMNI ol Dk, BEIX
2mg / kg /HOT L R=Y TRl S, FEOREE, BIEiOfE
N ETRANERICSGE LT, FIREFICRIE~—T—0 b L
Too TNVFARTOA RIIHRAICHEE L, 4 BEZIZFIES L,
BAFIRIISERITHE L, ERITHEENEIE Lz, 6 A%, B
IR AT L0 | BEYER 7 X B & MRT O 5 THPIRE DO BESE
RENRII, L FHRIZIT, AFEOMESROE Y — N2 2
L. SHEEO7 L R=Y ra— 2 TIHREICKE LT,

i i

PR AR T, WICREBZWEREIT A NER D D, B
XEIEHUAEMEIRFR IO E T, AMEIORIER bdE Lo 7o
7o, IEMEZRIRIED B e 2 Wi A L IR OBIR 2 8o, B
DOFIEOFFRVEBEIR OFEMLUL, AID O A[EENMED & 2 2Wriz o7z
235, PAPAJEMERED Z AV E TRl STV o T2IEIR 2 520R
L. SRS O B# 9 5 BREO B EFOH 5
INROBERIZEHZ BV THARIEMRREBETHILERH D Z
EEIRIET D,
PUAYEMHERIE B L O 72 1M R ER 2 R LTV B
FTlE, IEfERFIERE L OVPSTPIPL & in T D4y bt & FEhi-4
LVERDH D,

aAXh

HRBIZNIROT, TET VA LULEKN,

RS LD IR ERE

R BT

Pyogenic Arthritis, Pyoderma Gangrenosum, Acne, Suppurative
Hidradenitis (PA-PASH) Syndrome: An Atypical Presentation
of a Rare Syndrome

Mohammad A. Ursani, Joan Appleyard, Onome Whiteru

American journal of Case Reports 2016; 17: 587-591
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CANDLE syndrome: chronic atypical neutrophilic dermatosis
with lipodystrophy and elevated temperature-a rare case with a
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A Chinese case of Nakajo-Nishimura syndrome with novel
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Chronic atypical neutrophilic dermatosis with lipodystrophy and
elevated temperature syndrome: A report of a novel mutation
and review of the literature
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Willcocks L.C., Melly L., Lachmann H.J.
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Autoinflammatory syndromes for the dermatologist
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Nakajo-Nishimura syndrome
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Nakajo-Nishimura syndrome and related proteasome-associated
autoinflammatory syndromes
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Chronic atypical neutrophilic dermatosis with lipodystrophy and
elevated temperature (CANDLE) syndrome.

Torrelo A, Patel S, Colmenero I, Gurbindo D, Lendinez F,
Hernadndez A, Lépez-Robledillo JC, Dadban A, Requena L, Paller AS.
Journal of the American Academy of Dermatology. 2010: 62: 489-
95.
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A case of proteasome-associated auto-inflammatory syndrome
with compound heterozygous mutations.
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K, Goldbach-Mansky R, Gao L. Journal of the American Academy of
Dermatology, 2013: 69.
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Pluripotent Stem Cell Model of Nakajo—Nishimura Syndrome
Untangles Proinflammatory Pathways Mediated by Oxidative
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Consider for Diagnosis and Management of
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Canakinumab in Children with Familial Mediterranean Fever:

A Single-Center, Retrospective Analysis
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Pediatric Drugs (2019) 21:389-395
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Guidelines for the management and treatment of periodic fever
syndromes familial Mediterranean fever
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Anti-IL1 treatment in colchicine-resistant paediatric FMF
patients: real life data from the HELIOS registry

Sag Erdal, Akal Fuat, Atalay Erdal, Akca Ummusen Kaya, Demir
Selcan, Demirel Dilara, Batu Ezgi Deniz, Bilginer Yelda, Ozen Seza
Rheumatology (Oxford, England); 2020;59:3324-3329

vk FARGUE/ N FMF B T ot IL-1 15% : HELIOS L
CANIMEDITNT A TT—H

H i HELIOS (Hacettepe univErsity eLectronlc research fOrmS) 127 &
hU D= e FUmitER L ORMPED/NE FMF 8512810 %

PUILLIGROAME L ettt 2fiE T 5 2 &

W7 A Hifi s 1% A1 & BLEE

tyT T /L=, Hacettepe University, Department of Paediatric
Rheumatology

X EBE Hacettepe KF/NNEV U~F R CTT7ru—&h, b7l tb 6
AU EPUILL IGRRE %2072 40 4

g EIA 7% T ORMBAEIL 2mg/kg /B (K 100mg /H)

(A - fERRIAF)

%X~ 7 OB EIX 2mg / kg /MBH  (Bx K 150mg /H
)

FAEDS 6 P H WG AR GHE AL HE LI

EERA Ay N N i
(v RARA > B)

PUILL R & 5210 T2 8 DFRIR BRI, RIS EINE ST A —4
—. RS, etk

S

40 4 (34 L DMKRERIIC, 6 A A LT~ RER) o/hNR
FMF BE NS 7 — 28 T, fkrIcHt IL1 3K TR
NI N—F (& 61.7%) OF T, b FUBELEROE
¥) (SD) 4l 5.55 (3.87) ik, #t IL1 GO
1147 (5.41) k., FXLEBHIMIX 3.87 (1.96) 4, 7 FF
T —WPUILLIERE E U CEA S22y 22 Ao BE 9l

(IQR) 9.5 (3.2-14.1) MH THFF X~ 7ICUIV X b
7oo PUILLIAMEIL. CRP & HAEEE L HIEE AR NS ¥z, H
TR P FMF BIEZ R 29 4 A&, Ao T~ K7
X7 (ABRWIHG 3 HEEH) THEINL. 150 H 0B
BRI AR ERED e o Te, BREE DIRYMEIZ K D 3 D AREAR
WEIN, 11 N\OBREDRRFTEERISZ R LT, 2 ADOR
FIXT X0 7 200 AMERBAE A RAE Lo, 1 ADOBEIX
T1F % X T H D M MRRAE &2 9T LT, BRSO
O HEEREIER TR0 > 7,




TFX I ENTFRX=TEHELLL, AT UMmMEB LD
A /INE FMF BB 2R Tl e 72 - 7=, /N
FMF BEICBIT 55 IL1 OF4 5~ > RERITH B o
HFEER Z LTV D BEEMO LRSI TREMEN 5 5,

= VAN INBL, TFFr T4 T~ RIBEIZOWTH e L7-W5E
WiE e ERiE 4 | AlH HBA 1

FEEESA A RV
HH

MEE4 & H
HAGEZ A b

Canakinumab treatment in children with familial Mediterranean
fever: report from a single center
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Efficacy and safety of long-term treatment with intravenous
colchicine for familial Mediterranean fever (FMF) refractory to
oral colchicine

Grossman Chagai, Farberov Itzhak, Feld Olga, Livneh Avi, Ben-Zvi
I[lan

Rheumatology international;2019;39:517-523

A Ve F RGO RV PR (FMF) (2% 2 #lik
Wa e F S L RENBIRO AL L L atk

H 1 oo e F U0tk FMF 2B 28RN a e F Ui O R
W2 BE e et esfiET 5 &

WeT A g% 1% A ) X B

vy 4T The Chaim Sheba Medical Center @ FMF & > % —,
Tel-Hashomer, Israel

POE-355E 2000 4= 1 A 25 2015 4 12 A F TSGR TR a2 v &

FUTIRES L, TreOREHEEZ 2Tz L7z 15 4,

(1) 18 kLA E (2) Livneh’s criteria Z 7= L C FMF & 22 X
e 3) e FUEGH  RRKTFAHED 2mg /HL LD
BOaLeFATLAEECE DL T, RO (8
B, Mo, BASN. E3REEET) CTHICA RS 1O




FNEERBDD (4) D7 &b 12 » AB#EIRN =2 v e F T
BRI,

105 2N

(IrA - fERRIAF)

Img/DO b Frazbir &b 12 A MEE RN S

ESV Ay NN i
(=2 RiRA > B)

FMF Z& /S8 |
H

FMF Z1ERAe I, BIEEAERE (VAS) | BIE

S

FRIRIN 22 v & T2 O W)[a1 % 5RO EHEEENT 44.246.49 %, =
Vb F R O 58T 2.1320.71 mg/ H, RN =L e F
RO TEIMIMIL 5.1622.85 45, FIERIER, MEE & OBEETD
FEAE, BEMME, BIEREENAFRICLE L, 10AHY
DIEERRAERIERITFARN 2V & F L IRRAT 5.6 £3.7 105
1.7+1.2 129 L= (p=0.009) . 123 H7- 0 OREFEIFMER
JEZRIT 65451705 1.6+1.6 IZ Lz (p=0.01) . FE1ER
12 223+162/H0 5 7457/ 12 L= (p=0.002) ., &
TERFGE AT 3.8£1.5 205 2.4 £1.1 HIZHEAD L

(p=0.00804) . VAS 2A=17 % 9.920.3 /05 5.7+2.6 12 L
7= (p<0.05) . SZi:wt?/E%®Lﬁ#I§Eﬁotk
DIgEEZHIEL, 14D0AREH ThoT-lodichi Lz, HE
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Safety and efficacy of anti-interleukin-1 treatment in 40 patients,

£ A followed in a single centre, with AA amyloidosis secondary to
MezkA - K familial Mediterranean fever
HAEE & 1 ]\]1/ Ugurlu Serdal, Ergezen Bilgesu, Egeli Bugra Han, Selvi Oguzhan,
Ozdogan Huri
Rheumatology (Oxford, England) ;2020;59: 3892—3899
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scores)
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PUIL-1 JRIE Ok AR IE 21.4 (18) 7 H, BIa%iF T
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FERFERAL SO 72 - 72,
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Nationwide Experience With Off-Label Use of Interleukin-1
Targeting Treatment in Familial Mediterranean Fever Patients.

Akar S, Cetin P, Kalyoncu U, Karadag O, Sari I, Cinar M, Yilmaz S,
Onat AM, Kisacik B, Erden A, Balkarli A, Kucuksahin O, Oner SY,
Senel S, Tufan A, Direskeneli H, Oksuz F, Pehlivan Y, Bayindir O,
Keser G, Aksu K, Omma A, Kasifoglu T, Unal AU, Yildiz F, Balci
MA, Yavuz S, Erten S, Ozgen M, Sayarlioglu M, Dogru A, Yildirim
G, Oner FA, Tezcan ME, Pamuk ON, Onen F.

Arthritis Care Res (Hoboken). 2018;70:1090-1094.
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O Mg+ CRPE, JRMLERIEFREEE, 24 REfH]R 2 B PRt
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G172 B DMEMT G & e 0 | SERFEBLRF O SRR 12.6 5%
(#PH 1~48) | o e F & 1L Tmg H (#HH 0.5~
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— U AN T IL-1 BREFENFEH S v,
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FMF @ 42.1% CHRIENTHL LT-.

CRP, JRIMERVCRRHEE, 24 FERIIRE AHEME (B 501 5,458.7
mg/24 WFfH, 5% 3,557.3 mg/24 W) 1A EIZRED L7z,

PUIL-1 1, 2 e F b FMF B O R 1E 2 J) L.
EHRZRD S8 BRETH - T,
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Efficacy and safety of canakinumab in adolescents and adults with
colchicine-resistant familial Mediterranean fever.

Giil, A., Ozdogan, H., Erer, B., Ugurlu, S., Kasapcopur, O., Davis,
N., & Sevgi, S.

Arthritis Res Ther. 2015;17:243.
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(= RABRA 2 F)

T EAmE E %, AR U7 AR 2N 50% LA B L7
BEOHE, IRENEIREYRIN AR TH 72720, 84 HIH
DIREHIR CRAER A TR L7z,

RIRERHM I B 1L, (RIS RBIER R E Lo o B3
DENE, BT XX~ T REBEG N LIROFBIEE TOHIM, SF-
36 TaFli L7~ QOL ®Z{k, CRP BLOMiET I v 1 KA
(SAA) BEHL L ThoTz. F-. EMiEBEICL D HKZ
Z2H LIFED FMF O > b o —/L L BRI K T RO 15 %h 5
(ZRBET B A rREm & JE Lz,

S

9 Z DGR SN XX~ T BB LTz, IREGIFF O 9 #9
NTHREEFHHEE ThH 5 50% LA - OFRVEHEE O % 2#hk
L7z, TREMIMHICRIENE LD > =D1X 94 84 TH
STe 5K DHEE (73T pMet694Val REHESIK, =L bF
v 2mg/ BEEE) 1. D% 2 » HIO 7 0 —7 » 7 HifE
ICRIEZRBR L, kDT X~T7EENLSRE 7] B (%
PH31~78 H) #%CTdH-o72, SF-36 DA 7L, ~X—XA
TA LTS8 HAICEMIC LR L, REHIM+T b kEE
HERF L7,

Be5 1 HH®D CRP B L ONSAA (ZNE4 58 mg/L 35 LY 162
mg/L) 13858 HEETICEHIL L (EnEh25mg/L B
FOV5.8mg/L) .

HERGIL, +070T — 2055 Tz 143 fFild 24 4
(17%) THESNZ Q2 ONXT > 78, 2 Flix )%
X~ 7)) [ BEELHEINEZOZ A THoT, THF
TERERTIIT 7477 b RRIG 1B, B2 AP R
SE 1B, B 14, HJ X~ 7GR CIIE R 1 0
O BT, Y D20 T OW TURER A S 17 1 (1 F
XXT U, TFRUT161F) | LSRRG 1,
K1, WEORIE 1 CTHo72, 356 (FH 1925 H) @
BEICBWTHIL-1 OB SN HIESh-, AEHFRICLD
HO 1, —RBLOKEEE (BEOER) I2X5
ONRENENSHIE 8Hl, BEOHLIZLDLON 3 HI, (iR
WZCEDLDON 26, ZFOMELIIARHALRERIZEI S L DN 6 4
Thole, PLIL-1 FEDOEIV F 21X 20 ] (I FHFX~=T~D
TV BEZ 186, 77X T7~08I0Ex226]) Tholz,
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Efficacy of anti-IL-1 treatment in familial Mediterranean fever: a
systematic review of the literature.

van der Hilst JCh, Moutschen M, Messiaen PE, Lauwerys BR,
Vanderschueren S.

Biologics. 2016;10:75-80.
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2015410 H 1 A £ TICHE SN2k E M5 & LT
(anakinra OR anti-IL-1 OR canakinumab OR Rilonacept) & (familial
Mediterranean fever OR FMF) T Medline, Web of Science.
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TV A IRERER . FEIEERS R, Zh s oo L
=7 A A 5 X1 = B Nl N 1 S el e -1 S N TR £ R
H =AY =X ekGg L Lic, SiEOfliRiTze<, wEReE
WRERCTEI FEBR. i, PRI LT, MERICE - T
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BT 27 =2 2 50 2T ORR L L,

105 Z N
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BARFANT 51 B CRIE S, 72.5% 725 M694V ZZFED R EHE
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CAOERH Y 4 FlITR T o —BIEREEETH D IRERIZIR
EEOWD ZBOT=, S HITIEBBMEEZICT 7327 25l
L. BBHEZED AATT I oA K=V ZAOFREIL /R0 -7, 8
B CRMBAREH Y, NIENTT 0 T BETICEB A2
J. TTXUTRETTOT I, R—Y ADOFILR o
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T F X~ TIREIL, 40 Bl BE ZETe 8 DOMIENHE
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0. WO E XMool 1FITAAT I A R—TAD
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XU T EHEHENRS Y 4 BINEERCHIELY ¥ X~ 7§
HEHorlfERIZRL< ., 208D RA+2IC LD IETH 72D
T X T CRERME 25T,
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B CTHEI SN, 3 4 AROBE G 2 #3552 E 7
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BOWENRH D . FONFITIEFEALSES 4 B, TESEBAL OGS
151, EMSEMZR 1 FITh T,
HFFX~TBION v hoOF5ERIEEVNELT LA
EERIREN 2o T,
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AAIT I v A R—V RACRKT 531 7 a0 —BIEGERESEEIC
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Too FTBBAEZ OPUIL-1 BEZITV, 7T IrA K=V AD
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On demand use of anakinra for attacks of familial Mediterranean
fever (FMF).

Babaoglu H, Varan O, Kucuk H, et al.

Clin Rheumatol. 2019;38:577-581.
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Effect of interleukin-1 antagonists on the quality of life in familial

e A Mediterranean fever patients.
MeTEL, - Varan, O., Kucuk, H., Babaoglu, H., Atas, N., Salman, R. B., Satis,
HAE & o ]\ /1/ H., Ozturk, M. A., Haznedaroglu, S., Goker, B., & Tufan, A.Clin
o Rheumatol. 2019;38:1125-1130.
FEME RS O QOL (2 M IE T IL-1 F5hr3R 2L
H i FENE P YEEESE O QOL (2 K IT T IL-1 FEPUER OB O M
W7 1 e U e R BT 7




voT 4T 1 itig%(Gazi KFHPx)

PSEI5ES 2015 D6 2018 4EIZ Tel- Hasmoher 557 L © 2 &7z IL-1
PLEFNEE A2 T~ FMF RE 44 43 4T x0T, 11470
T XX+

PR EA BIEZEDT- 7 L

(A - fERRIAF)

EEVAQy AN NN i
(=2 RaBRA 2 B)

SERFMRIZ 6 » AIZ 1 BILLFOFRME, e FUmtEiE1 » A
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IL1-blocking therapy in colchicine-resistant familial Mediterranean
fever.

Kohler, B. M., Lorenz, H. M., & Blank, N. (2018).

Eur J Rheumatol. 2018; 5: 230-234.
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(=2 FRARA 2 B)

RSN RIT., A & ERRIC X 2 295 (VAS : visual
analog scale) % FV T, 0~100 TFEfi &7z, HRAEEH
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Treatment of familial mediterranean fever with

L canakinumab in patients who are unresponsive to colchicine
MEzEA, K Berdeli A, Senol O, Talay G.
HAEE & 4 ]\]1/ Eur ] Rheumatol. 2019 1;6:85-88.
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NFHX X~ TEEH%, BT E Y — M3 BYEERISY
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Anti-interleukin-1 treatment among patients with familial Mediterranean
fever resistant to colchicine treatment. Retrospective analysis.

Sargin G, Kose R, Senturk T. Sao Paulo Med J. 2019;137:39-44.

Ve FUARIGHE FMF IS8T 2 5T TL-1 FREDOHHEIZ DN T

HH L FURIGHE, ARME FMF EBE ORRIRIIFIC DWW THGEES 5, /e F
UARIEYE, RMHE FMF BEICBIT DT X0 7 0FME, BEFRICOWTH
AET D,

WMETHA B—Jis%|Z331F 5 descriptive observational study

vty T 2015~2017 #£1Z, bh/L 2@ Adnan Menderes University Medical School U w7~
FRT, 7TF2 7 2&E STV NF B34 14 B35,

PSEI5ES 30 14 1%, Tel-Hashomer criteria (ZHSWTEZMrIh, /b F U RILH
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10.9 5%, 7IvA K=Y AZWrE COVBHHIM 7.2+45.5 4, FHareF
Fe 58 1.840.2 mg/H), 13 B TES TN Z1TV, 78.5% T M694V 248 H 458
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TR T 10 FICTRENHERL, 3 flThe &b 50%6DRIELEEE O
DERBOIZ, 1HIFE T I oA R—YRIZLL5BFART, 77X 70 10 H
BT LT,

- ESR, CRP (median (IQR), PfEILY J 3 7 BHlaRT & D ELEL)

ESR, CRP & 12, THF v IREGBKICHEITIKT LIz,

ESR (mm/h) : 7 F %> ZBhAAT 65.5 (24-93), =iz 1 [BIH 28 (10.5-63.5)
(P=0.002), 2[a]H 25 (13.7-58) (P=0.005), 3[AH 15 (12-38) (P=0.008)
CRP (mg/dL) : 7F %> ZB#ART 41.9 (10.2-102.3), %ZZ 1EA 9.9 (3.1-
24.1) (P=0.002), 2[AH 4.5 (1.4-10.8) (P=0.005), 3[alH 1.9 (0.8-17.3)




(P=0. 02)

s Z NI PR (24 BFEIER) (mg, median (IQR), PAEIZY 7% Z kAR & O
beg)

7 v K=Y ZAE0HICEWT, %2 3 BH CHERBD 2RO,
7% T BAMGET 13,995 (5,298.2-17,795), %2 3 [HIH 2,508 (1,387.5-
9,009.7) (P=0.02)

- QOL (VAS scale) (mean=®SD, PAEILT F3% 7 BHAHET & O L)

TInA K=V 2BV /R LEELE BICT X U TR RICERRUEER O,
TInAg F=YRBVEE: T X THAGAT 2.151.0, 2 1HE 5.8%0.9
(P<0.05), 2 H 8.0+1.2 (P<0.05), 3EH 8.5+1.0 (P<0.05)

TInAg R—=VRRUEE T ¥ TAGAT 4.840.7, 2 1HIHE 6.8%+0.7
(P<0.05), 2MEH 9.0+0.7 (P<0.05), 3[EH 9.0+0.8

- FEER

2 B CIHEREAL S ZFRD TN, *HERIELZ ALY X2k L7z, 9 b
1 BTG EBALEYYE, IRIEZ2 G 0F Lo oDk LT,

T TR, MiEFERIATR (BSR, CRP), # /37 JR, QOL ZdE L
7o 2 BICHISEAALI SR 2 FRD T2, ket -2 vRE CTd o 7o,

MV a OB —HERIZRB T 1% 5RA7: descriptive observational study Tdh
%o MR FAIET R (ESR, CRP) [FFEER:/ [ M 0 XA 2SR L S L Tuh7any,
N FE DRI AEFNC K o TR 5, JEFIE D72 <, BEHIF A E W, x5
7 78.5%7% exonl0 A TH 5 M694V ZRAH L TRV, A& BIRAIT 5
2%,
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Age dependent safety and efficacy of colchicine treatment for familial
mediterranean fever in children.
Goldberg 0, Levinsky Y, Peled 0, Koren G, Harel L, Amarilyo G. Semin
Arthritis Rheum. 2019;49:459-63.

/N FMF BB ICxid 5 al ke 7’“‘/?’*%@@#1&?%@%@% HPEIZHOWT

EED

4 FEARTG DO/ FMF BBE 2RI % 2L e F ooy, ARMEIC SV T 4~8 %D
PMF 84 & BRBRGES 2.

WFET A

BL—Jiig% T? retrospective study

N A INE/

2010 4 6 H~2018 45 8 A £CIZ, A AFT/L® Schneider Children’s Medical
WY v~FROTF — &% X — 2 THF S, Yalginkaya,
Rheumatology, 2009 @ criteria |[Zfif-> T2Wr S 417z 0~8 %D FMF FBE N4,
PFAPA UISN DR A GO L TWDIER], 7+ v —7 v 7N 2 2> A KO AEH]
BRI L7,

Center /) et al.

SR EH

4RI CaLe FUoEBIELI- 46 B0 H B, 7 —7 v ZTHIRIA 2 25 H Kl
® 4 5l & genotype-matched control N -o 7= 1 filZ RNz 41 1] CEYZIE
i 1.7010.86 %) ZXHE LTz, 4A~8 @ CalrF o a20thL, B rie
~ v FIHT A8 Il CEBIFIEF M 3. 461,40 5k) = br—LffE L L7z, #l
22 (median (IQR)) 13, 4 mARTHAET 16 72 (5.63-31.70), 4~8 EEE T 18. 62
22 H (9. 74-36.00) (P=0.19) Toh o7z, MR, AFE, MAREOA IOV IR
MCTHBEZRDRN-T2M, FMF OFEEEEIE 90. 2% vs 60. 4% (P=0.001) THE
FEERDT, BRI, BRZRL, M694V ~TF 1, V726A ~7 2, M694V 7KE,

V726A 7, E148Q ARE, M694V/V726A, M694V/E148Q, M680I/V726A (2O T, i
BEECOTN O AR EEZRORD o T2, 4 AR CRAIEHEE (/H, median (IQR))
DEALICE D> 72 (2.0 (1.00-4.00) vs 1.00 (1.00-2.00) (P=0.041)),

Ur A - fabRIA 1)

gL FoPEEERE (ng/kg, median (IQR)) X 4 mEATEEET 0.038 (0.034-
0.046), 4~8 EEEET 0.036 (0.031-0.050) Th -7 (P=0.60), R+
BB B2 U-GEBNIE 68. 3% vs 60.4% (P=0.44) TdH -7,

FR2T U NI L
(=¥ RARA 2 B)

BRIMEIZOWTCIE, FEEFHMBIEE & L C, b F U RS o mAE O A B (CR:
FAEER, PR FAEHERD, NR: BOEHEZE(R L/, BIKEHEEE & L
T, aeFoRNEOZWE (VU~FHMEIZEZ22Z28Ob &, ft IL-1 L L B
) & Lz, BRMEICOWTIE, FEIHMEEA & LT, AFEFRORE (BEE
X Rheumatology Common Toxicity Criteria (RCTC) ver 2.01ZX % grading %
B, BIRGHEEE & LT, AEFRICEI 2 areTFUBEEZIEaLET R
Mt D2k & Lz,

S

@G AME (4 FARGHE vs 4~8 BkHE)

TV F U BLE 3~12 73 H OIS T, CR 13 61% vs 60. 4%, PR 13 24. 4% vs 29. 2%,
NR 1% 14. 6% vs 10.4% (P=0.77) Th o7z, b F U RNGHlE B &, fill-1
WA BIRA U 70EBNE, 7.3% vs 12.5% (P=0.49) Th -7z,

@Mt (4 TKATEGRE vs 4~8 BkHE)

BEFEGIAER (34% vs 39.6% (P=0.59)), =Lt F /I (0.053 mg/kg vs
0.05 mg/kg (P=0.33)) ICIFHEZEEZRBDRD -7, RCIC score BlZHD L, 1




(mild) 1% 17. 1% vs 10.0%, 2 (moderate)i 9.8% vs 16.0%, 3 (severe)iX 0% vs
4. 0%IZFRD BHAL, 4 (life-threatening) (XMiHE & HIZFRD Lo T, HEH
G LTI THIARKE T (24.4% vs 22.9% (P=0.87)), MilZHEs s (7.3% vs 4. 2%
(P=0.65)), M@ (0% vs 2.1% (P=1.0)), FZ7 A7 IF—Bfl LA (11.8% vs
23.3% (P=0.19)), HMERHED (0% vs 4.4% (P=0.50)) Z3BH7=, BIFICLY =
e F o AR UTERNE 12. 2% vs 16.7% (P=0.55) Th-o7-, 9 b, 4~8kkf
D 1 I CHEEONTHRER E 2R D 7203 (AST=172 U/L, ALT=487 U/L), JWEIZ XY
U LTe, 0~4 Bt 2L e F ARG 1 FIT GEIEM: FRIE), AEW5r0HRis
ZOFH L7,

MREZITEFMET VT I VIREBETH Y, BEEIZER TH o7,

4 EATEDO /N FMF I WT, I FUTEINOLETHAH Z EVHB LT,

oAb

H—iR 21T 5 retrospective study ThH D, EFE, Bl rilid~ v TF &
72 2 BERI TR ZAT > T D 25, BT RITIAS & BRI RN 72 5, FDA T
HREINTWD 3 e F o OdEER 2 4 Ll ETH Y, European Medicines
Agency TH/NEA~DHEIL DAL STV W Z &b, Alal 4 A O /NN %
%Wﬁ%kbf“éoZ/Fﬂ*wﬁ@$%i4~8muﬁﬁéﬂfhw,%ﬁ
o, BRAH & DI T TV, £, arteF oGRS LY TS
=TT DI TVRY, 3L b F RSl NS FMF (26 LT H B E T~
SVRPRIE L E 2 BN D0, S%ITERITIS U7z dose regimen DFRFI A NI &
EZoiD,

HERRE




WEEXA v
EH 4
M4 & H
HARGEX A b

Biological agent experience in patients with Familial Mediterranean Fever:
Real-life data.
Mart EO, Dogan I,

Yaman S, Ersoy 0, Erten S. Annals of Clinical and

Analytical Medicine. 2020;59:3892-9.
FMF (2 361 2 A4 2 H B D 1 IR

EED

A fiia FMF FBE ~ DA PRI O RIBEEE, EHRANZ SV THREET 5.

WFET A

BL—Jiig% CT? descriptive observational study

N A INE/

2014 £ 1 H~20194 1 HIZ b2 ® Yildirim Beyazit University U 7 ~<FFh
W ABE L7 N FMF B3 (Livneh diagnostic criteria (Livneh,
Arthritis Rheum. 2010) |{ZE-SX2ZWr) 734 3% 4,

et al.

X EH

EC 734 1 (BB 33. 5%, i 66. 5%, RN 38.84+13. 79 %) D 9 H, FMF @
FHEEEIL 61. 3%ZFRD B ALz, T7. TDRERFN D72 < &b 1 DO MEFV s 1248 7
DR HAL, M694V RN 23.3% & % Th o7 (~7 81 13.2%, HE 10.1%),
49. 5% BIHIJ/ BAEM, 12. 3% ARG Z8, 10. 2027 I mA R— X, 10.9%
IZIBMEREARENBO SNz, e FURGEEIINUEETIE, 0.5 mg/HN
3.7% 1 mg/HN45.2%, 1.5 mg/HA 39.5%, 2 mg/HN 11.6%DEF |G I
T\, e F o, EYFRRFILAOHERERE LT, $ 7207 7Y
DUMN8.6% AY MLFE—RIAR3.8% b RoFxroodrn 2% B
BATaA RN25% THFATV N 1L 1%DBEEITEG ST,

IrA - fabRIA )

AR ) S

FR2T U NI L
(=2 FRARA > B)

AR 31T D AW AR BRI O FSERE, (8 3]

S

11% (81 1)) 23 MR BIA| 2 % 5 S Cue, HUINF o SUHI2S 6.3% (46 1) & Hx
£ THY, Wi Z Xt 7 3% (224)), 77XV L~7 1.5% (11 4]), 1>
ZVFT=T 1% TH), TVL=T0.7% GF), B X<T0.1% (16
Thol-, PLIL-1 BANIT T %27 3.8% (2841), T FX~70.5% (441 T
bole, BZXX<T7H30.4% @Gfl) ICRESN T\, TTFX 7253
TU7z 28 il 21 f5°C MEFV {5 A RBGE® vl fbHEENE - T-D1%
M694V ZF T 6 BIZERD bz (~7T 1 14, KT 56,

AW RIE & B 5 SN PMF FBE T, B TNFo AR b £ < A SR
TV, IV FURIGHE MR B LT 2 B A R—3 24 0FFMF (26 LTIt 1L-
1 B 2 532N, (LM BARG K, 1BMERIEIZE G OMIIT 6 L CIEHT INF o 414 55—
IR E LTz, BT INF o BANTAUAG BRI /1B MEBIEI R A OF Bl kT L, 2Eric
BIRENAHEEICH -T2 EEZ DD,

oAb

B 2B T 5% 5 RAI 7 descriptive observational study TH YV, Bk
TOEYFRIA ORI OWTE EH TS, BIEXOIRFEEHIZLD,
L INF o REAIAMUNGZ B2 /R E BRI 2 & OF FUF 2% L, Bt TL-1 WAL Y HEe
NG SN DI H > 7o AR ERN B 2 23, W DIRRIRZ I L7 b DT
X7 <, U IL-1 AN 250 INF o BAI O Z R H O TiEAR W,
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Long—-Term Follow-Up and Optimization of Interleukin—1 Inhibitors in the
Management of Monogenic Autoinflammatory Diseases: Real-Life Data from
the JIR Cohort.

Hentgen V, Koné-Paut I, Belot A, Galeotti C, Grateau G, Carbasse A,
Pagnier A, Pillet P,
Pharmacol. 2021;11.
BIRME A CRIEMEREICK T DR 7 + v —7 v 7 L H IL-1 FRE D Faf iz
WT

Delord M, Hofer M, Georgin-Lavialle S. Front

EED

M H CRIEMREBICT 550 IL-1 8HIDOEE 1L X 2250 TC European
Medicines Agency (EMA) labeled recommendations & O#EEM: 2 RGEd 5, il
P & B DG LU A VAR L WA, FORARICOWTHRET 5,
HEERIZOWTET 5,

WFET A

1 2°F, retrospective study,

N A INE/

7 v AFENO/NBEARIE A CRIEMERBAE O 27— b (JIR cohort) T 2017
6 H 12 HE TITBEESI N TV D EBEEN RS,

SR EH

JIR cohort |[ZHEGEKINTWDHHEZFD H B, EUROFEVER/Printo classification
criteria ([ZHEDWTRE S B s O RIEMER B IESE (CAPS, TRAPS, FMF,
MKD) T, $T IL-1 &K% 1 RILLEERGEINTZERNH D 45 HD7 T 0 ANEE,
56, PMFIZ 136 TH Y, 26153 exonl0 A4 LT = (1692del /V726A 1
i, M694V/M694V 7 51|, M694V/WT 4 %, M6941/M6941 1 f31),

IrA - fabRIA )

PrIL-1 8K, 7F %2 7 D standard dose 1%, %A 100 mg/H, /NE 2 (+0.5)
mg/kg/H, W7 ¥ X~T7 D standard dose I%, 4 EMIZ 150 mg (or 2 (+0.5)
mg/kg) & L7z, standard dose X 0 #&5-&, & H5HEENDL2WEE % lower dose,
2\ A% intensified dose & L7z, P IL-1 JRIEBIMEHRIC T %0 T 2 &% 4
SITWZBEIX /1361 (69%), B T¥X~T71X4/134] (31%) Th-o7-, &
HZ DD 2 VI IL- 1B IR ST % 0 7 25 SN QW =8B 3F135/13
Bl (38%), FFFX~T71L8/13 %] (62%) Th -7z,

FT v N AFEAM
(=¥ RARA 2 B)

Bof&s iz Rid 5 VDT IL-1RIEF IERFE TICERH S 2512 A & (lower,
standard, intensified @ 3 BEIZHS, #E LI A U MIT patient—-years T
L, x4 2816 TR, M & R 5851 VAL TV
B3t ONE, AEFEL,

S

@5 DD 5 TP IL-1 B IERF E CICBRA S5 LY 2> (FWF
D)

T X T0%, lower BEDS 44%, standard FEDS 56%CTdH Y, intensified BEiZ 0%
ThHolz, B FTFX~71%, lower BED 1009 TH Y, standard &f, intensified
FEIZ 0% CTH o7,

ORI L B DG LA DONE (FIF D)

TFTXUTTE, 2HIRA Ty RIEIETHY, ToMiTkE (A &S
b LT L ERGERNDR) Tholz, I FXX~vT7 T, 1R T~
NMFEIETH Y, EOMITTRGHEEN DRI T,

@ L EHS (FWF LS ORE b ET)




BEFEGIAEIRIT 1T 1 1£/100 patient/years T o7, BRI 6 {F, iz
Pt IL-1 RANCRIH T 5 & B 5 FEFLED 40 b -7z, BYJENHKZ T,
TFXT UM, B TFRX~=T 26/ ThHhoTe, THFXR T E I TFFX~
T CHEFROBAERIZEIT o7 (P=0.55), BT 1L-1 AIOEKE &L HE
FLROFAERIZEAEILI D o7, BERLAEFEL L AW Sz 9 FilF 3 Fln
intensified regimen Tdh 7=, BICHIH EFRIIL D>, ﬁ%%gﬁ@ﬁ E A
SIIRETH Y, EREHB SN b O, REEAR L O REIC B
Dék%z%ﬂtoﬁmWTﬁﬁf@&%ﬂﬁ$iﬁ+%377fﬁuLmﬂ
ST (T2 T 29% (7/2561) vs HFF X~ 92% (33/36 1) (P<0.0001)),

Pt IL-1 BANTEARNE B CRIEMERBICXT T 2 BRI RE IR CTh o 7=, FMF
TIE, EMA OHERE LD BARWAHEM & T, 0 RBRBOSYEDTS & 4L 5 v RetEDS
boHEEZLNI,

AR

7F U ADEET —F N Aad R E LTRY, ARLTBBHNERBRRD,
PMF D4BiI7% exonl0 Z2HZ2 A L TBY, FMMHITOFHIZS TR, A
FeCix, 77 R ARHL IL-1 8K OBEL A IBESIN TS, 5L
VA VIRBIEDME A BRI 5 L BEZAOND D, REFEEBELT I n
A R—=VAZEHETY RRA b & LEZRRT A v Tl 2 0 ERH D &
BEAHND,
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Risk Factors for Amyloidosis and Impact of Kidney
Transplantation on the Course of Familial Mediterranean
Fever

Ben-Zvi I, Danilesko I, Yahalom G, Kukuy O, Rahamimov R,
Livneh A, Kivity S

IMAJ 2012; 14: 221-224

A - fEBRIA+)

HiY B ZZ T T-HEEDO R 7 2 a4 R—Y ZARJEICHOVNTAH
a7, ERIREY, BARAERKFOREFHZH & Sz FUF @
PRI R T R OGN

e T A v % TR IR ZE

vty T BB A2 T2 16 HIDO FMF 7 2 v A R— ZBEOK 7 7
A, R, RAED D NDFEHER, R, BREYHT —4
L., 7ImA F—3 20720 18 5l FMF BEDF — &
LD EIT T2,

KRB FMF 72 vA R—v ABHE

B EN B

FRT U L
(o RABRA U B)

AR, BnA L DR

IS

BAERTO FMF 7 2 1A R—3 R EBRF OIRIEFRE & B R0 EiE
X, 73 R= ZADRWERNF BE ERBEETH-oZ, Lo
L. bt FURREOBESFRIIIEF LD 572 (50% vs.
98%) . BB O NF 7 In A R—Y ZAEFET, FAEFICHES
TR IR AE DI AENT D 7o o T (Bt DFRAED B Y
2214 H vs. 143 H) . FMF 7 2 oA K—3 AHBE TILF i&
LA DM BEEDI %[ L TN, T I, K=Y A&k
D72V ENF Tl Z R 46 LT iz,

i

FMFIZHBIF AT I A R—Y ARIED LB fERRKA T1X. FMF
OFEIEE TIE <, JGEOBS L BEIIRE TH D, BRIX
FME O31EZ TR 5 & bivd, sk ORER & E
IIHBETE 2,

A b

B D BB OIENT TH Y | FRIBInFAR E OFEIZONT
IFREB oA — b g s b b,

R LD IR B 4

AT HE A
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Amelioration of familial Mediterranean fever during
hemodialysis

Rubinger D, Friedlaender MM, Popovtzer MM

The New England Journal of Medicine 1979;301:142-144

HHY

FMF & R AR 20 B3 2 xhBmiT b & EB% OARBRE B OERK
HIREE D U DR F

WIET A =AY —X

T o7 Jersalem Hardassah university Hospital
1967 471978 AEZ /T T FMF & RKHIB AR 242 H 5 5 Hlo B
DIMERFIM BT & BAEIER 22 T T2, IATHRO L E 2 —,
B FiE, HYELOHEEIZEE LAV THIET—4%
L TET LT,

SR BHE KR 2E 2T 2 FIF B3

RN NTLgtr, BBhH

(U - fEBRIA )

LT v b LEH
(= FARA L H)

FRPRREE (FMF JEMEOMEE &) | AR

i R

BEFTRTIET 7V DR LY N (BHE3IHA, &E24) .
FMF OFZWHI R B ££ 9 8RR BEIENRE L, BIEIX 376 i =
E R BT 12748 ARG L BRI PR32 Z LRIL E &
Too B 3HNT, BIETICEERS A O, 1 HIX 15 mF
\ZERBED T2 A LTz, 2B INF OFREN S - 7=, BE
1. 2. 4 T, ﬁ%é@itimiﬁf7 A R— /xk
méhho%%4fi SRR T DIV AT R
WM L 5 & 7 méhto%%lfigﬁé%%%ﬁ%
Dﬁ@@ %mmﬁrﬂ WO B, %ﬁ&nﬁ%@ﬂriﬁL

ITHEDOEEREAREZ R LTz, 10 W A0 6 18 1 Akt 7z
ﬁzﬁmr@% @ﬁ%k%@ﬁ@ﬁﬁ%%éﬂtomﬁéﬁ
BRI S 72 <IEJR L BAO R ITER = 572 2oz, 3HIT
SERINTAERNE R U, 2 Bl EE D BAE R & RIS DRLBEDS E 4
WCHETARETH - 72,

i ERFIZB W TSN & BRIAR (I8 & RO RENIE £
V. MBI TPICEIRE Lo T2 2 L s, K& X FMF @
FAETIHICHN TH D ARENER S D,

aRx b HWHE - T2 ThY, BEIEE D,
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Transplantation within the era of anti-IL-1 therapy:
case series of five patients with familial Mediterranean
fever-related amyloidosis

Ozcakar AB, Keven K, Cakar N, Yalcinkaya F

Transplant International 2018; 31: 1181-1184

HHY

PLIL-1 BEEZZ T 27 2 v A R—v ABBHEBE ORERAT A
EIREN RO

WHET A

r—=Av ) —X

vy T4

Ankara University School of Medicine

2008 4E 2018 DO MICB A A T FMF B Y S 1 R—
ARBE G L Uiz, BEIXFWF ORKZHIEEEZ- L.
MEFV 3&{5F exon 10 N 2 DO L AR L W EEH S n7-
MT7IaA R=VRAEZHL TV, 68HIOBHED > B 54T
FMF BT X v oA R — 3 AN RK CTEIRO U2 1T 72 (4 41
DR R — D OAHE)

R EH

FMFRET I v A R—T A HBE

RN
A - fEBRIA )

BB, PUIL-1 8k

FRT U N AR
(= FARA 2 B)

MRS, SOHE. IREH. SYEHOSWE

i R

2 caieFr (171.5 mg/day) D5 S, 7L R=V
V. Fr7u AR IaTo ) —ENa BRI, BT
R = OBERE IV Fo~T RN REINT-, BF
I 18~81 » ARIOHL IL-1 LM T, £E 1138 4 H
HIZFMF ORIEZEZZ Lzl 7T BHHIZT X7 2811

. BIEITWHEE LT, o 2 ZITBMEATCHT IL-1 BIEIF T -
TWierotz, BE 3 IIBME 10 » A TRIENERL, L7
S R—v R CEE LRSI 2WRE 2 Lz, 7
X T DG BIGRRICEREDIRIEN 3 HH 7225, 81 » AD

BOBBIEE CLRBOIIL R o T, BE 51T 1 2%
BWRIEZROTZN, 0% 1 » HIC 1 FEREOH LWIEER
ML, BOEREORD & Cre fH EH O ARz L

7o BHE 32 » HEMNGT XU T 2B L, 1EEORE

THREZ I BIORTHoT, BEERGZTHEOT X7
(1 mg/kg/day s.c.) MBI FTFX~7 (2 mg/kg F721% 150
mg/4-8 1 s.c.) IZEE L, 14 %R &KL Lz, 14

WP IL-1 BRI AT v A REOSPEO SVER P E HEHe SO %
I LT TR I0&G2HF L, B IL-1 ORIWEH,
A4 MAT e, BBEBIOBK DK T A )V AEGEIT R 7o
2o 5BID D6 3HNC 1 [EIDIHDFEGIE TARBL L7Z2, Rk
BIFICE AR ZROT-BFIIB LT, SRS E T 1L-
LIRIETR, B S BIEOHIR 28 2 TIEHW CTh o7,

s i PUIL-1 BT B O FVF BE T I v A R— ABFITE
D HNINORRIIRERIE L 22D 2 ERBREIND,

aRAL b FiOBRECTH D0, BB OBMHAE LT -BE 25T
—HEREHWMIE SN — AV Y =X
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Familial Mediterranean Fever Is Associated with
Increased Mortality after Kidney Transplantation—A 19
Years’ Single Center Experience

Green H, Lichtenberg S, Rahamimov R, Livneh A, Chagnac
A, Mor E, Rozen-Zvi B.

Transplantation 2017;101:2621-2626

HiY BB Z 2T/ FMF LR TAM T I a Al R— AR LT
BEITEBT 5 T O

W7 A v % 7 RIS

oTr 4T Rabin Medical Center
1995 472014 FE OB BAE S duiz FUF B3 8 KX OVER THER
SN AT I aA K= R BHE 20 FlOERIFIZ OV Tx B
82 151 CHEIRIA 32 151, FEMEIRIFPER R 50 1)) & FhEgRREt L
776

X BRE FMF BEiE AA 7 S v A R— A BE

ey N B

CIPNEW SR
FRT U N LFHE | BEB X OB OEFE

(= FARA U B)

IS

H) 116.6 +/- 67.5 5 H OBBRR FIZ, FMF #3114
(55%) AT L7c, —J7. MEHEDOILTIL 26 B (31%) TH
16781) Tdh -7, FMF BEOHEE 5 4E. 10 4E. 15 FE4H
BAEGRIZTNEI 3%, 45%, 39% Tholo, —J5. xHRRE
TITFENFT 84%, 68%, 63% ToH-o7= (p=.028) . FMF 13
RO Y 2272 2 20 FRN L. gl 1 4ER oY
ICEDABRY A7 3 (I % 2 & LB LTV, K
ZHO NP [EE OFERIL, EOYE & DILE REE TH o7z,
BRI OELFRITFREI CRRETH > 72, BREKORIO
LRI M 73 B RS 2AORFEE 2 flThor.

i FMF I X DIET Y A7 O ER#E L T\ 5,
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Amyloid A Amyloidosis After Renal Transplantation: An
Important Cause of Mortality

Sarihan I, Caliskan Y, Mirioglu S, Ozluk Y, Senates B,
Seyahi N, Basturk T, Yildiz A, Kilicaslan I, Sever MS.
Transplantation 2020;104:1703-1711
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Impact of amyloidosis on long—term survival in kidney
transplantation

Karakayali H, Demirag A, Moray G, Ersoy E, Turan M,
Bilgin N, Haberal M

Transplantation Proceedings; 1999;31:3221-3223
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Effect of Amyloidosis on Long—Term Survival in

Kidney Transplantation
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Outcome of Kidney Transplantation for Renal Amyloidosis:
A Single—Center Experience

Celik A, Saglam F, Dolek D, Sifil A, Soylu A, Cavdar C,
Temizkan A, Bora S, Gulay H, Camsari T.
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Long—term outcome of renal transplantation in patients
with familial Mediterranean fever amyloidosis: a single-—
center experience

Abedi AS, Nakhjavani JM, Etemadi J

Transplantation Proceedings 2013;45:3502-3504
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Long—term Results of Kidney Transplantation in Patients
With Familial Mediterranean Fever and Amyloidosis
Saritas H, Sendogan DO, Kumru G, Sadioglu RF, Duman N,
Erturk S, Nergisoglu G, Tuzuner A, Sengul S, Keven K
Transplantation proceedings 2019;51:2289-2291
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Outcomes of Canakinumab Treatment in Recipients of
Kidney

Transplant With Familial Mediterranean Fever: A Case
Series

Saritas Hazen, Sendogan Damla Ors, Kumru Gizem, Sadioglu
Rezzan Sendogan DO, Saritas H, Kumru G, Eyupoglu S,
Sadioglu RE, Tuzuner A, Sengul S, Keven K
Transplantation Proceedings 2019;51:2292-2294
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3. 241/35 %1 (6.3%) , p-value = 0.002,
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f5il/24 1 (8.3%) , p-value = 0.005,
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F. De Benedetti et al/. Canakinumab for the Treatment of
Autoinflammatory Recurrent Fever Syndromes. N Engl J
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Long—term efficacy and safety of canakinumab—treated
patients with colchicine-resistant FMF, traps and
hids/ MKD: results from the phase 3 cluster trial.

De Benedetti F, Frenkel J, Simon A, Anton J, Lachmann
H, Gattorno M, Ozen S, Kone-Paut I, Ben—Chetrit E,
Wozniak MB, et al. Pediatric rheumatology 2018;16
(Suppl 2): 52.
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HIDS / MKD TiZ., XV #HZEIC 300mg/ 4 38~ 25 L7,
BEDOKRZEIL, HREZRBO -7 (b F o Rk
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Effect of canakinumab on health-related quality of life
in patients with periodic fever syndromes

Lachmann H, Simon A, Anton J, Gattorno M, Kone-Paut I,
Ozen S, Frenkel J, Ben—Chetrit E, Hoffman H, Zeft A, et
al. Pediatric rheumatology 2017;15(suppl 1) 37

JE AR BVEEREBRE OATE DI T D 0T X~ T D%
P

Hir JEIAMERBVERRE (=L e F ARG FMF, MKD/HIDS,
TRAPS) H3E ™ Health-Related Quality of Life (HRQoL)Z%f
T4, WTXX~TOEEEZFMT 5,

W7 A Zhaix., mim & R

AEDOFERIL RCT TH DD, Z OFRFIIRIREE L O b7
L,




vy T 4T

9 WE (G, . W, F (A, K bra, A XTxTL AA
R) D12 fiFk TEER S e, BEEIMEREEVE R 181 JEFITO
R,

TR EH

18 LA ED RN 71 6, 5~18 s/ 110 Bl F 181 fER] D
IH, DTXRXT YUY BMHEH, oD WILAIEND T
XX v T ~AA v TF LTAEH,

)b FUREPERME XA 5 E - 304 16 HH : 31 4
G FURGPERNE /NESEE 244 163EHE ;21 1
MKD/HIDS it A 5 H : 164 16 EH : 14

MKD/HIDS /NE S HEH : 305 16 EH : 31 14
TRAPS iR AN S B : 176 163 H : 14

TRAPS /NES5HEE - 1841 16 ME : 14 4]

IrA - fEBRIA )

FREIS1IER &2 T o X B2 2REICDT, WX X~THDH N
IR G Uiz, AIREED 5 b, IBRSUSD 72 D0y> T EH
W LTCUE, TR X~T~EE LI,

FRT U N AR
(= FARA 2 B)

TREBAG 5, 16 W I FRC ORI 7% T HRQoL % 7FAl L 7=,
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Phase 3, randomized, placebo—controlled study of
Canakinumab in pts with Periodic Fever Syndromes
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Tocilizumab in the treatment of patients with AA
amyloidosis secondary to familial Mediterranean fever.
Yilmaz Sedat, Cinar Muhammet, Simsek Ismail, Erdem
Hakan, Pay Salih. Rheumatology (Oxford, England)
2015;54:564-565
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Is colchicine therapy effective in all patients with
secondary amyloidosis?

Unverdi Selman, Inal Salih, Ceri Mevlut, Unverdi Hatice,
Batgi Hikmetullah, Tuna Rana, Ozturk Mehmet Akif, Guz
Galip, Duranay Murat Renal failure 2013;35:1071-1074.
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Safety and efficacy of anti—interleukin—1 treatment in
40 patients, followed in a single centre, with AA
amyloidosis secondary to familial Mediterranean fever.
Ugurlu Serdal, Ergezen Bilgesu, Egeli Bugra Han, Selvi
Oguzhan, Ozdogan Huri. Rheumatology (Oxford, England)
2020;59:3892-3899.
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(Group2, 3 HIOBEBHIERIZE) D H b, stage2 DIERIL
staged ~HEf L7, Staged @ 10 FlD 5 H 4 FEHIDS staged ~
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Treatment of colchicine-resistant Familial Mediterranean
fever in children and adolescents
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Eroglu Fehime Kara, Besbas Nesrin, Topaloglu Rezan, Ozen
Seza. Rheumatology international 2015; 35: 1733-1737.
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Efficacy and safety of treatments in Familial
Mediterranean fever: a systematic review.

Demirkaya Erkan, Erer Burak, Ozen Seza, Ben—Chetrit
Eldad. Rheumatology international 2016; 36:325-331.
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A systematic literature review of efficacy,
effectiveness and safety of biologic therapies for
treatment of familial Mediterranean fever.
Kuemmerle—-Deschner Jasmin B, Gautam Raju, George Aneesh
T, Raza Syed, Lomax Kathleen G, Hur PeterRheumatology
(0Oxford, England) 2020;59:2711-2724.
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Familial Mediterranean fever in childhood: a single-
center experience

Barut Kenan, Sahin Sezgin, Adrovic Amra, Sinoplu Ada
Bulut, Yucel Gozde, Pamuk Gizem, Aydin Asli Kirectepe,
Dasdemir Selcuk, Turanli Eda Tahir, Buyru Nur,
Kasapcopur Ozgur. Rheumatology international 2018; 38:
67-74.
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Canakinumab treatment in children with familial
Mediterranean fever: report from a single center.
Yazilitas Fatma, Aydog Ozlem, Ozlu Sare Gulfem, Cakici
Evrim Kargin, Gungor Tulin, Eroglu Fehime Kara, Gur
Gokce, Bulbul Mehmet. Rheumatology international 2018;
38: 879-85.
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Anti-interleukin—1 treatment among patients with
familial Mediterranean fever resistant to colchicine
treatment. Retrospective analysis

Sargin Gokhan, Kose Reyhan, Senturk Taskin. Sao Paulo
medical journal (Revista paulista de medicina) 2019;
137: 39-44.
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Renal Transplantation in the Amyloidosis of Familial
Mediterranean Fever Experience in Ten Cases

Arch Intern Med 1979;139:1135-1138.
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Efficacy of anti-IL-1 treatment in familial Mediterranean fever: a
systematic review of the literature

van der Hilst JCh, Moutschen M, Messiaen PE, Lauwerys BR,
Vanderschueren S.

Biologics: Targets and Therapy 2016;10:75-80
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Renal transplantation in patients with familial Mediterranean
fever
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Infliximab therapy for familial Mediterranean fever-related
amyloidosis: case series with long term follow-up
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Clinical Rheumatology. 2012; 31: 126-1271.
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Anti-IL-1 treatment in familial Mediterranean fever and related
amyloidosis
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Transplantation in renal amyloidosis
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TEEX A PV Canakinumab treatment in kidney transplant recipients with AA

B amyloidosis due to familial Mediterranean fever
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Kidney transplantation for end-stage renal disease secondary to
familial Mediterranean fever

Mahmut Altindal, et al.

Clin Transplant. 2016;30(7):787-90.

FRIEH T HEEMCHEIE 9 D KRB A 2K D B R

Hi FMF (2563 5 kT I A R—3 2O RME AT
LEBMRIEORMNZRT O M LW 6NIT D L,

WET A v 3iE 15 et FRAJE 52

vy T 4T Hacettepe University

KGR FMF (ZfE58 92 ZRET I A R—U A CEBMRIEL % T
7B 24 4,

iz EIA BRI IE

(Ir A - fEbRIK )

FRT T R L
(=2 RAA v 1)

X HRRE & Pl L 7= Bl O R BT 1%,

i e

FMF B 5 436 L O 10 FOBHEE D E/751T 95.8%F LY
784% ThH . MREELRI%ECTHo7=, £7/-. FMF FETIL 5 4E
BIO10 FOBEAFERIL 87.5%F LN 65.6% Th V) xf HEEE
X0 BEVEEDN B -T2, MEH RN A BEEIT R o T,
k. BB%, 2l TareFrnhEn T,

FMF 2555535 “ME7 S a4 R—Y ZOKBBARL!
2 BBMEBEORMTRIL, RIELR%ETH D,

X

TR b

MEFV &{nF AN THIL TUWZRUVMERINS 7 FldH 0
AR L% O FMF OIEEMEICBE T 550872 L,

G LD E R 4

R R




HEEH A IV
EEA
MRS & H

HARGESX A v

IL1-blocking therapy in colchicine-resistant familial
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Recurrence of proteinuria after cessation of tocilizumab in
patients with AA amyloidosis secondary to FMF
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