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Progress in Classification and Treatment for TNF receptor-associated periodic syndrome

Hiroshi TSUKAMOTO, Naoyasu UEDA and Takahiko HORIUCHI
Department of Medicine and Biosystemic Science, Kyushu University Graduate School of Medical Sciences
(Received August 22, 2011)

summary

TNF receptor-associated periodic syndrome (TRAPS) is an autosomal dominant autoinflammatory disorder
characterized by recurrent febrile attacks. TRAPS is associated with mutation in the gene encoding TNF Receptor I
(TNFRI) and seven mutations have been reported in Japan. Molecular modeling experiments indicate that the mutant
TNFRI accumulates intracellularly in the endoplasmic reticulum due to misfolding and activates MAP kinase
(MAPK) through induction of mitochondrial reactive oxygen species production. MAPK activation is further en-
hanced by the stimulation through toll-like receptor, resulting in the enhanced proinflammatory cytokine production.
Febrile attacks last 21 days on average and occur every one to several months. Myalgia, erythematous macular rash,
abdominal pain, conjunctivitis, periorbital edema, chest pain and arthralgia are commonly seen during the attacks.
Glucocorticoid is effective in decreasing the severity and duration of the febrile attacks. Soluble TNF receptor etaner-
cept, IL-1 receptor antagonist Anakinra™ and IL-6 receptor antagonist tocilizumab are effective in some patients.

Japanese study group of TRAPS conducted national survey to make new diagnostic criteria in 2010.

Key words—— Autoinflammatory syndrome; TNF; TNF receptor; etanercept; misfolding
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TNF receptor-associated periodic syndrome (TRAPS) (374G A B BT OF ST B REVEBR TH 5.
TRAPS Tid 1 # TNF %%5{k (TNFRI) % 21— 9% TNFRSFI1A EETFIC DT 100 L OB ETF LR SHE X
NTEH, »OBBFRIT KL LEEE . £IFH 5T C30R, C30S, T611, C70S, C70G, C88Y, NI101K @ 7 f&5HD
FEPREINTO S, R TINRUZ/PEANICERL, I FavFUT7H060EEBEREL %/ L T MAP +
F— R EEALIRRBIC T 4. & CICHIBE RS T Tol S BEL OOV 7FFIUAFmEh, BEEFA A4V

B, RGBT 208 ATH5. RIFMICIE, REEINC, K2, Hfh, BIEWE, 19, SIE%, RIEE, iR
EREE L & OMAREEFS . BREL T3, BIBREAT O FH & TNF BEET % 3Lt 7~ BRIED

HAEE P RIFMBOLMIC AR TH S, TX 7T P CERFEE SR § 28 EDLTFET 5. Bl T,

IL-1 ZEEEHET TRV IR -6 ZERERAEF VAR TORPHELBEI N TS, BAEHBHED
TRAPS §15E0E (U5  HNFEE) 3 2010 4RI, AFOD TRAPS BEEDOKRRRICAD L 7o 2 W HEHE A (F 4 5720 4

EOREREZ TV, RERETHNPETHTH S

ICBE H5FAMONTWBY.
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TNF receptor-associated periodic syndrome

Tumor necrosis factor-o (TNF) % 5% 2 IE K (TRAPS) 3@ Difio B EPifE B RIGH T #1

TR I \WTE R EDIESE B 5 5 RENR RIEE oz, BRMBEORFICLDRIET HHEERE
YA MAAVTHY, ZOEFERIEEEY v~ HEEBEE RN ORKGEME R REVER Th 5.
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L THELAFICHEASY. 1999 F{T McDer-
mott H I LV I8 TNF &4k (TNF receptor I,
TNFRI, TNFRSF1A) DBETAERNKFEEDFNA
ThHhHIEMNEEINTRAPS L@ ansg it
12, FOHILTHW SN/ Autoinflammatory syn-
drome %7 L \WEEBLSTZE OwRiE & 7k - 724,

TRAPS (3 4@ DK Fd b OHME R %0 - 72
B, TOBEx I ANE, REPOOREDDHD, T
ERE»DOME LN /272, ELFEED
TRAPS BFgedt (fRFE  ENFEE) (32010 i,
EEFAELIT> T 5.

A TIE TRAPS IC B \W CEE L& E %2 /&
TNF S5k 73 )ViRZE, TRAPS OJFEE, 2k,
TR IC OV 5.

TNF S/ED 7 IURE

TNF (%, #iEk{k & L Th F & 26kDa O A
TNF (membrane TNF, mTNF) & > C TNF &
EMBEOR®ICHEI L, TNF Z#EEE (TNF-o
converting enzyme, TACE) I kX ¥ CoHF
% 17 kDa O EJIERI TNF (soluble TNF, sTNF) &

5 (K 1). TNF (2134 F& 55 kDa @ TNFRI &
r‘%;ﬁ 75kDa @ II &l TNF % % {4 (TNFRII,
TNFRSFIB) & WO 2 BEOSZERLFEL,
STNF & mINF (2 & bIC3 B L L TIhHDO%
BRICHS &L, BRxafilany 7 IV 2 it

¥ 5%, TNFRI 825 D% < OMMICRR T 5D
{Z%t L, TNFRII ii SRR M R 5.
STNF OiE# 2T TNFRI #4 L TWADITH L
T, mTNF iik TNFRII % /L C¥ 7 )UR#E
Z{T5. T b sTNF (T L CeF D%
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€\, F 725 TNFRI 5 A F A A v (Death
Domain, DD) &BHIN ST R b — AFFEIC LA
DE ALV EHL TWAHDITH L, TNFRII L DD
#HF L TWwi\w., TNF & 43 CRDI ik O
preligand assembly domain (PLAD) #% 4L C TNF
LREETHUME D BEWVWREEL TWA2, TNF
LG & T HERIC PLAD MO & D EHEL 3 gﬁi%
W3 4. TNFRI Tid, TNF 3ZEAICHE
L, DD %41 T TRADD (TNF receptor-associat-
ed DD) ¢MEINBT X TR —HBFHEETH.
TRADD {3 RIP (receptor interacting protein),
TRAF2 (TNF receptor-associated factor 2) &\ -
T REEEREA LY ST IVE S (Complex 1) %
1, IKK (inhibitor of nuclear factor kB kinase)
% MAPK (mitogen-activated protein kinase) 77 &

Apoptosis

Inflammatory&lmmune
Response

K1 TNFSEEDY 7 FIVERE
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F—FoEE SN, REMICIE NF-«B (nuclear
factor kB) < AP-1 (activator protein 1) D¥EH
T OEMHELIC LD RIECRILICREHE L 73 F X &7
BETORBLAFHEINS. DD 20 BHEL /-
Complex 1 (% #il fg '8 A © FADD (Fas-associated
death domain) #E)5 1, FADD # /L TH A/ —
T8RN AN—KI0BEEL, VT IVEEHK
(Complex II) #EH L, —HED N A/ —LiEHEAL
RO TR =V ADFEESINS. BECOT R
b— AT, NF-«BIC L DFEINLH—FD
TR =Y ZME S FIC 0 IHE S T B
NF-xB ¥ 7 Uil S T 2 &8 Fic s\ T
V3 2R —E OiEMHAL I LU EtiE D INK (c-Jun
N-terminal kinase) {HMAL2AE D, TR F— X
PFHEIN L. TNFRI Tik, TNF & OEIC &
DHIFEA F A A IC TRAF2 354 L, NF-xB %
INK DIEHALBFE SN TRIEZ BT 567,
TNF 5 E I EEbsN b L AR TO 57T —
FIC K 0 flfE/ s C Ol < R L D L
(shedding), B[IEMSZEMKE LD, WHENZHEED
TNF ([Zxd9 Af5ERe%EH L Tk D, [+ TNF &
45T LIk, TNF I XD SRHE % HHH 4 5B

BELLTEELEZON TV A.
TRAPS DOJEH

TRAPS (2 5F % TNFRSFIA & {EF RE IO
T, B £ T, INFEVERS GEEM OREEERO
FERBERDOIERE B R L 72Y A F : http: // fmf.
igh.cnrs.fr/ISSAID/infevers/) 121, 77U HRT
AVUTIN, BKN, 7T NS« In N BIRIC
BT, 100 82 HBIETEEPRE SN TS
(B2). TNFRI 5 T3 455 @O7 I /B LD 7
D, MRS E AL VD420 CRD &I EE
H, MIEANEF ALV EMEPNO DD &S Hr gl
IR A > T\ 5. TNFRSFIA (2 b | 4 {k
12p13 ICLE T AEEFTI0O@BOT YV L7
0, PIZIET 7YV 208NF L7V 3 ORTEE
GHBCRDl #a—FLTWA. Az /as7 —
FICED I FEEH L 1ITB3EHOT I /B TUH &
hZQ)S)_

TRAPS THE SN TWAERDIF E A LT
CRDI &L CRD2 % —FLTWABILYZ YV 2-4D
Bt EI ALV AERTH S, I Th, S-SH
FICED LY AT A VEREOBERB S\ . KH 6

TNFRSF1AB G+
TNFRIZZ /XY
Exon4 Exon3 Exon2
- = X0
crD1 € R
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i — T37 "C29RFY
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L%, HCRDDIGED L&D DOT I /BEERETBETOREICKEL Ch5. TRAPS THEINTOWAER Y HITRT.
B CTROONIERIT /XA =54 TRd. 73 /B | XFRDICTRLTWA. SLE TRHONAEE (R104Q) (1i&

BFOEITRTRY .
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¥ C30RY, C30Y!©, T61I'V, C70S8'2, C70G™
(#3R), C88Y'™, NI0IK!S O 7 EHEDOEEBPHE
ENTW5.

ZEH L TNFRI KU RRE R & ORI D\ T
i3, %% % v TNFRI O shedding DEESEH S
NT&E/o. BRICL D TNFRI OREZELIC L - T
shedding 2\fEZE X7, TNFRI OFfrFH, aJEHl
TNFRIC X A FFEHOETARI Y, TNF V7
FIVARE & 72 DS TRAPS OfFfE% 5| X ¥
EWVWDLDTHBY. MAFIL L CTVIT3D (173 &
BONYURT ZANSGFUVBANER) T A0
F7 =PIk HYIMERAIC B L, MO R EE
TNFRI 2MEF L, FEIERHCIZA BT TNFRII TH
HIAFINET FBREREHFESN TR0, L
L, TNFRI @ shedding DEE% 4 < B W EF
DRSS FETLHE, o2 b7 FBnd L
4 TRAPS ORREICER Tz \WE L D, TRAPSIE
4= & % TNFRI ¢ shedding DEE D & T H ¢
LEIEHEETH 5.

TINFRI Z N L7 7R =Y ZORE LHBESIN
T\W5. 28 TNFRI O—#id TNF IS4 5F
HAHIES, F72 TRAPS BEHROMLER
TNFRSFIA O /) v 7 4 V=7 ZAHkDOMIETIE
TNF (263 A RIGME T /23R L TWA17,
% 7z TRAPS B HROIFHER-C R MBE IR T

EEIRE

E#EL
TNFRAE

AR

pINK

INK l N
p38 pp38

HERRGE
DARLA

TNF Bl X 57 R b~ ABPEL T 5 23
HEXNTWAS. P kXD, TNFRI Z4 L 727 R
=Y ZADETIC X B RIEMBOEFIER D
TRAPS OIFEMBICEEG L T\w5 EE 2 b,
BT OB Tid, TRAPS B EL X &
TNFRSFIA D5V AV x 2w 77 AHEKDOH
MEICEHENWTI PV P U TR EEEEE
(reactive oxygen species, ROS) EEANTLAEL T/
ERESINTWBEYD, F/, TOFIVAY LY
77 AL INK < p38MAPK DAL & -
T¥D, UR%ME (Lipopolysaccharide, LPS) il
W& D SIHIICHER L /2. B 5 TNFRSFIA O\ F 1
BHAXY AT LPS #UC & » 1IL-1, 1L-6, TNF
FORFEETA DI A VOEEDED NI NER
TNFRSFIA OREHBEAY ATEY A F A VE
AFFRDE D - 7. Thid TRAPS OREEEEICZES
WCZE S TNFRI & 351 IE % TNFRI 8 EE 7 & El
TRIELTOWABERELZRLTWAY, Ubalsz,
UTFTDANZALPRBIN TS (K3). £E
IZ & % TNFRI @ misfolding (% v/ /X7 B DI &AL
TR) Ofc®d, PMaEkORBEEEBBICI VAR
TNRI Z/hlatkNICERT 5. DMKk OER
TINFRIZ I Fa v/ FU 76D ROSELAZHL T
MIEMN O MAPK iV VgL EER A BHET A 2 &
kD, EEIREETO MAPK % iEMEALIRBEIC T

IL-6

— TNF
Macrophages

IL-18

3 TRAPS OJfE
pINK, pp38 i3V vk 37 INK, p38MAPK %59 . Bulua 6D XENY %8| HHZ.



A - TRAPS ICds\) A2 & iR 04 365

BH. NG TRRE®ET A S h A VEADFHFEL
B H0A, MEEYESE T Tol R EEH» DO
VTFIBID ST LIZ LD, IL-1, IL-6, TNF %
DA S hA VEEAFENIRLHLEEZONS. &
Tox 77 5 — V%0 TNF BEAE M T 7 0%
SBETFHSRDIEE 7 TNF 8514612 5Dy 7+ b
WCEDREPNG 7 54 VLRI NS £ 25
n5.

A ED AH = X LT TRAPS BE D% < (38T
BE&7n 57205, TRAPS HE—D AN A NTHC
STWAPEDDITRIEHENLTEL, BEEDK
WERIZOWTEADS FORBMETFRE & OMENE
FICED, BEL TOWAAERLESIN TV S.

TRAPS OEEERAEIR & 221

TRAPS |3 H R AMKEEBRE R T & 5B REE
ETERERIT XU EEE . BIEFE A
EVHRANCESLETIBIA S (FPRE3K), RO
HENE 1 206 488 CPH21 B, REEERIT1
POy ATHBY. BEFRIIFE—-FKKENTL—
FE TR HRIE /B A~ VA, B RIME
DFENC TR - 72 L DREDRD 5. FIEICIE, Fih
LIS, RZ, FiR, BAEVE, NER, SRS, R
%, REEEFEEL S S S ERBEHEREEED
28, B2 OBEFZIC B THRKERITRE CEZD,
Bl ds A\ TREIE A, B D W REGT % RIS
MDIRTIZTOEM LB 5. FEIT 38°C LLEN 4
HARELL BRS¢ 5B B L. BBILE OB
DORIPECHIROMBEIC—F L THERT 52HFL %L,
BURCHERT AL, BARMEERT S, BEMEICL »
FrHEIR 4245, RRCHEREICHEEL, £/22 9Ll E
BT 2R LB 5. HREIERIERICESEEICHE]
L, HROEELM, BEREII L REEDL
H5H. BEERT 1 2 FrO LI T 0 RBIFFHE e
BABOERT. HHBORERIEHE & VD XD ITHK
REEZEZBNTA. BHERITIFBEE, JERE
TFEOKBIEICE C AN %\ . JERITENDIE
PITEHEEIZRZD LN, BECERLAHESIELD
5. WHCEMIEEE & L TR a 200 A IEM S FFET
L. JEROREL, MERELEE, EEOHRE &
Ez2OLNTW5A. RIERE LA £ /23w E
PEOREIE S, IRE R PFENE, R R R 2 FEERRIC
HE T 5. KR BBEORIERIC & 2 Ko LB
bhb. BHEATIBERLRESIN TS, &
BV EERIEROBLE T, VAT A VEEORRE

# 1 TRAPS ZHiLiEZ

1. 6y AUEREST AREEBEOHFL (< 2hidFEE
IZABND T & Bk

(1) F#4

(2) s

(3) Wi (BE)

(4) B& (R fE S KT S)

(5) HEWEZ - AR A BHIEIE

(6) N

(7) PAEE, &5\ HBIRTERIs%

ERA T 5 ALLEEE (BERMIEIZ S 2 %)
ATFIIA R DI F o s
FHRED D (=72 LIMEFALBY)

FOANHE, RETLIRINDS

Hull 5O3CHEY L O 2GERE 1A

(Y N

BAeBTAHEFATEENNE L, BEELE . &
7o, ZWRET I A F—3 2Ad TRAPS BE D
14%I86FL, BIERN LD D50, Y ATA VE
FORRAR L OBFHE . —T, R92Q, P46L,
T61I TIAER P < BFBE LK. E7/-, TRAPS
DEFKIERZH T 5 & DD, TNFRSFIA BEIETIC
EREHDZNEFAOIFAET S, FEABEIC
E, BE IR, WAL RIS O RAERAIC ) %
HRPHEBROBENALNS. AFELMER, IEH
FNE I IEER ORI FED I\ . RAERF OB T A,
LT AIMmMERME %, CRP B/, #ifkLR, 574
VR AT UIME (BT IgA BlE) iR 5.
MAFHRERE O EFITED . BRI oW,
Hull 503K 1 O L5 WA ERZZREL Tk
N2, WAENTERZMEER T WD, TOBEE
WRALEICL TTRAPS 3K SN C\\5b. 20D
BT A EE R IR IR R & P DI ER S T A 728,
AR, BREFEHRLEANBHEESLET
B5b.

TRAPS O—RFE &G L UOAFICKITS
TRAPS BEOERKE

bR L 72 TRAPS O—RK L w7
B R T8 5 7o DK BAEED 2 FRBMHET
S B &0 557 O BEIR AN R A BRI 4~5 B R
B MRER VAR T RLDE A £ - 7o FEVRF 2 AR I Hm
BVRL T e, FEIREIE AT I A R R SR A
ICTRIFICaYV FE—LEaNT Wz, &< BEREOE
K, RFERL, &, RIZbAaBN T\, BiER
FBLBIIBVWTIVZ Y V3D EHDY AT AV
(C) #a—F4%TGC A GGC &7, 77Uy
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%2 AILITIsF S TRAPS BEDIEKE
wa BRI zm ogmo ommo oom ems mex wm see J7p0L 0 o
b’ 23 C30R + — + — - - - + 9)
5B 0 C30Y + + + — + + 10)
% 21 T611 + + + + + + 11)
iz 0 C708 + - + + + - - + 12)
3 A C70G + - + - + - - HHBE L 13)
# 17 N101K + - + - + - ~ + 15)
F3 200 BREL D% 2900 fEEE~OFMERR & TRAPS BEWHEE BEH
A AEER aﬁf Iia &m L Bk ey CRARIR i ﬁzﬁ éﬁ;%;?( ks
"E POy % Tm) % [ Behkpay BE
KR 97 97 100 63 64.9 16 32 0.254 0.508 2.000 49.3
500 JRLJIE 304 304 100 155 50.9 18 42 0.116 0.271 2.333 82.4
‘ 400-499 K 239 239 100 131 54.8 13 24 0.099 0.183 1.846 43.8
N 300-399 K 490 490 100 216 44.3 16 33 0.074 0.153 2.063 74.9
200-299 K 588 588 100 261 44.3 11 13 0.042 0.050 1.182 29.3
N 1718 1718 100 826 48.0 74 144 0.090 0.174 1.946 279.6
PG 5 97 97 100 76 80.8 21 35 0.276 0.461 1.667 43.3
500 pRLALE 262 262 100 212 80.9 16 24 0.075 0.113 1.500 29.7
. 400-499 K 197 197 100 181 91.8 13 18 0.072 0.099 1.385 19.6
300-399 K 335 335 100 291 86.8 19 27 0.065 0.093 1.421 31.1
200-299 JK 294 294 100 221 75.1 11 15 0.050 0.068 1.364 20.0
et 1182 1182 100 961 82.9 80 119 0.083 0.123 1.488 143.6
at 2900 2900 100 1807 62.3 154 263 0.085 0.145 1.708 423.2
(G) IKNTFHTERL Q- (C70G). 70 &FHOD —KMEL, TRAPS B8V DER%E & DBEZIE

VAT A VT CRD2 OFRIICHFLEL, FEHAICE
C70R, C70S, C70Y ODEELImE SN T 5. AR
PAFE S NERRIEIR 3y < 11T 5K F TRAPS
BETIEZOBERASHEEICRD NS —T],
R < R |3 Ly A e (R 2) 1.

B4 5EE TRAPS IR C £ 2 2 EHFAE

JEA 5848 O TRAPS FFZEHE (R 22-24 %)
imwit,ﬁ%@TmWS$%@r%m%Lt

SRR MER T 57O LEOEERE T - /-
(%ﬂ.ﬂ@% 1% 200 BK LA D4 2900 filn 5% 1 %t

L, BRZEZHAWTLTOES% TRAPS S8\ & L
THAE L. 1L EETHOBIERS, 2. 258
FEME R ERIEI R (systemic JIA) 5 \WIEA
AF IR LM SN TSRS OE R+ A B4
Die<, POBREBEDIERT.

IN{EWETAZEREAE L2/, DO
TRAPS BtV B EI1C1E, TRAPS Oftf, FiEMH+
wE, & IgDIEER, S OIS W R FRERgE
BIEI R P AAF IR DO~ n EBEENTL S &
2z bz, BREIEOERZED 62.3% Tt EE
L 263 /5 TH - 7. EERED > B TRAPS £E4
BEHD LEIZEL -EEEBIL 154 2% (8.5%)
T, BERI—BHZD/IV LN L TH-72. &
2900 MiE% O BAHEE I & 5 TRAPS 88\ EEHT
4232 %TH - 7=. BAE, TRAPS 5E\EFIZ DWW
THEIKRT Vr— a7 L RICBRGEEAFL,

TRAPS, FKIktEhigsl, & gD fEEROERT
BT T\ 5.
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RIEMRBETH S TRAPS BRIET AEN D, bh
DIUTBEREEEEOREL LT 2 SHCORER
JBFEFE T TNFRSFIA DRE OFE A BT L 7219,
SLE100 4, RAI100 %, f@% A 100 & D77 J A
DNA {Z 2T TRAPS {Z 517 % hotspot TH 5%
TNFRSFIA BETFOT 7YV V2, 3, 4 FHIBOBRE D
FEzffr L7z, CORR, 22507 3 /BB
HOERERDI. T SLE24 2%) k&
CEEEALE (1%) BT, 7YV 30D61%
HoaRvoAbt=v (T) #a—F4 5 ACC
nAvEALYy (1) #a—Fd5ATCICEHL
Tz (T611). £7-, WD SLE2 LI\ Ty
VVADIMAFEROA R VOTIVF VRO —FF
HCCGC M7 IVZ 3 (Q) #a—F$ % CAG I
ATFTOTEHRL Tz (R104Q). RAL00 4 Tld4
CBETERE RO - 7. R104Q (HEH A 100
ZICELAbNE\ (0%) FELOLERTHL EE
z2bhie. BRIKIERZ A TAS &, RI04Q A9
HEZZELITDICE#PREL, A7H4 F/ULVA
BEABITSINTED, BEEORKEETEZL T
o, TOBNREHEL L THRFLAZET A,
SLE331 #0134 (7 LV IVHHE 1.2%) T T6ll %
RO H, A 36T B84 (T UVIVEEE 1.1%)
THRD, BELREZ P70, WOTNV—T4
TNFRSFIA @ T611 {Z >\ T SLE75 &4 5 %, f&
WA 300 %R 9 B THAEL, MEHICERERRD -
7o bidE L TV A2,

¥ 77, RI104Q (d SLE633 4 3 4 TaRD /=28,
B A 36T B ED R - /0. RI04Q
TRAPS EE D b O T /< B,

A i3

FRMEH B L e ) )L b F o OB RITE
WYL BEOBE L LT, BB RE AT O AR
FIAFEAF OB -CRIFIR OFAMEIZEL T, @
TV RZvVEa BB T 1lmg/ke/H X DBIARL 7-10
HISCHETS. T2 3Lt 7 SR DRED
EAEE OB REAIR OEMEIC Iz, FIFHEE L
WA 5FEIHFEINTHS., HATIE 25mg %
¥ 2 Bl F 71/ BT 0.4 mg/ kg & 2 Bl 5
B Ll CRER L 7o CT70S ZEEFITILAEIC 5-10
EOREZRIL, 7V F=Zv 1040 mg/ A D&KL
B L L, TR 3T BRI EOSEE
/10 LNFIC2 D, AFE A Fik 2 G5 B
e LI oo —TF, TR 3T REGORE

P, WU INFHEFETHL 4 V7 ) F <7 Tl
TERDBEALIA A O NIIEF S FAES B2, 7z,
IL-1 ZBAFEPET I+ 52320 [IL-6 ZRMAER
YA TWOFEMELRTRELH 5.

&HVYIC

TRAPS ORKERFHEE I NT 10 FLL L@
&, FECIOFBBIC L VERKRBIEIHO 2Tk -> TE
7. iz, TORICRESINIBETFEREDL L
L) L [F U < TNFRSFIA DT 7 )/ 2-4 ICErh
LTz, WERICOW T IRNCHIIE A TN
255 TNFRI @ misfolding & /Mg~ D, ROS
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Behcet’s disease from the aspect of autoinflammatory disease
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summary

Behget’s disease is a systemic inflammatory disease presented with recurrent oral aphtha, cutaneous manifesta-
tions, uveitis, and genital ulcer. The etiology of Behcet’s disease is still unknown, but both genetic background and en-
vironmental factors are thought to be important in the pathogenesis of Behget’s disease. Behget’s disease has long been
regarded as a Thl type autoimmune disease, because of the association with HLA-B51 and hyperreactivity against
streptococcal antigen. However, it was recently found that Behget’s disease and autoinflammatory diseases share sever-
al clinical features. Furthermore, increased activity of neutrophils and elevated levels of interleukin—1 are observed in
both Behget’s disease and autoinflammatory diseases. The relationship between Behget’s disease and autoinflammatory
diseases, especially Familial Mediterranean fever, is speculated, because both diseases are prevalent in the Mediterrane-
an basin and treated with colchicine. Genetic researches on Behget’s disease and FMF suggest that the MEFV gene mu-
tated in Familial Mediterranean fever is a probable susceptibility gene for Behcet’s disease. Although many observa-
tions suggest that Behcet’s disease might be autoinflammatory, there is evidence implying autoimmune pathogenesis of
Behceet’s disease. For example, some symptoms of Behget’s disease is treated with T cell suppressing agents. Recent
data suggest that a novel subset of T cells, Th17, plays a crucial role in pathogenesis of Behget’s disease, and genome-
wide association researches verified it. IL—17, which is the secreted from of Th17 activates neutrophils. Hence, IL-17
might cause the symptoms resembling autoinflammatory diseases. Recently, Anti—-IL~1 treatment proved to be effective
and other susceptibility genes are being investigated. These new findings will shed light on the long-sought pathogenesis
of Behget’s disease.

Key words——Behcet’s disease; autoinflammatory disease; Familial Mediterranean fever; MEFV; Th17
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