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[ZR] HOSEMER L L, BECHOREISERE T, A & RIENIE T 72 (373 % E
HCTh b, “FPAMEFBIEGER (IAEERICE T, REEMEH 2, (Familial Mediterranean Fever
FMF) 252 OREMHEETH 5o FMF T HEROELEEEZIERXE & 0. MEFV BIZT ORE 2w,
AR % S8R0 - e - BIETRE ORRRIEIR % 7R 3 ODNFR & S, BB TR DSB8 TR
WHEHTH D L END, Gh. ANEEEIEZEEEE 26 IIZB W T MEFV B{a Tt ave F A%l
PEET L, 6 X% 8 AN FMF EZ M EN7ze TN T TOHSE TG S HEETH LIV
FURMRERGT L2 HEIZIZE A SRV, SROETYH ., AEABRTFERMRE ST LI VE
FUDEHT HH0, BETEREZREO TORLPMEBETHLPDFHEL T TNHDOT LA EE
+5E, FMFICBWTIIRADOBIZTLERRL I Y x 37 4 7 AKERED FH 7 & % B0 ] BB VEASHEN

SNz,

& U (I

RGeR H OIE I RR T, L EORIED
BT FHE T AR ERITH CREERE &I
. ZORPICEAMEBGERIE S b, Ih
5OEBREO T THEMLMED S DX, hereditary peri-
odic fever syndromes (HPSs) & &L, FKiEHHH
#2 (Familial Mediterranean Fever : FMF) Oftil, 7
IgD #iE & #£. Tumor necrosis factor (TNF) receptor-
assocaited periodic syndrome (TRAPS). 7 V) # £ 1)
> P G ] )% 5 B GRE 18 B cryopyrin-associated peri-
odic syndrome (CAPS) 7z &2 2V, ZORETH
% FMF [3AFBIZ BT o L TRZEETIE Z W
CEDHERI N, HWEIHKCTE TRV,
1997 48, 7l Z2 @R AT I £ ) FMF O B (R
F MEFV 28[58 & 72" MEFV #1xT1% 16 4
BARIHAE L IL-1P #ELE R NF-«xB OTEMEAL % il i

$ 5 pyrin EHZ 2 — N9 5, ZOWERIELZ DI
BT LWL SR A A L OREEDSHEHR S
., HEAEEE 2 ) KIEDRERSINL LEZHNT
W,

A, BENEEHC B W, B EE R O
WD B KR 2, (Familial Mediterranean Fever
FMF) 238Eb L, IR AT & BRRE» 5 8 KA (i
B 6 5% FEITUGE] 2 %) 28 FMF &l S 7z,
NRIAFERE D FMF OFFREIZ O W ToHE XD 7%
<y RO OBERIGIIAH 22 A% v, 4l #
RF AR FMF ICEN T 2 HFTHLaveF >~
DRRD L WA R % OISR 217> 72,

7 5

FMF D RRAEIR T & 2 FIITEZE R, BEPEREIR &
L ClEsia. Mosin, BIENG 2 & OREBI R 5 2 7R
FTEREICRIE IR Z 1T o 720 FIEFRIRD 07825

SR 26 4512 H 19 H A, Fk 2743 H 10 H 8

X —7— K FEREBIERERE, REEEEE, EE. aveF v MEFV
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Table 1 Primer sequence

Forward (5 to 3")

Reverse (5" to 3")

Exon 1

TTGCCCATCTGTCTGTGGTC

CAGCACTCAGCACTGGATGA

Exon 2

AACTTTAATATCCAAGGGGATTC

TTCTCTGCAGCCGATATAAAGTA

Exon 2 sequence-1

TGAATCTTGGGCCCTAAACGTGGGA -

Exon 2 sequence-2 GATGCGACCTAGAAGCCTTG -
Exon 3 GAACTCGCACATCTCAGGC AAGGCCCAGTGTGTCCAAGTGC
Exon 5 TATCGCCTCCTGCTCTGGAATC CACTGTGGGTCACCAAGACCAAG
Exon 10 GAGGTGGAGGTTGGAGACAA AGAGCAGCTGGCGAATGTAT

22 OB 146 I 12 B DE 26 Bl 2 R & L7z,
MEFV & 1% 13 8 2 @ Yoshida 5 @ 12 L
primer 2 {E# L (Table 1). direct sequence %12 TH#
WL 72Y0 RIEVERFHBGSET A K514 29 1250
STV 2 exonl, 2, 3.5, 10 Z TR G & L7z
BRI 2 FHAE LT 0@ ) Th b,

EDTA £ Il % |2 5ml O Il i % $FFHL L. Ficoll-
Paque PLUS (Qiagen, Japan) % V> T A I HiA% ER
% 47 #E L 720 QlAamp” DNA Blood Mini kit (Qiagen,
Japan) THEERN S 7/ 4 DNA 215 C. I xék
Rl | C MEFV #{5T % PCR 2 TR L 72,

exon 3, 5, 10 {2 2 \v» T &, FastStart High Fidelity
PCR System (Roche Diagnostics #k.%3%L, Japan) %
FIWVT PCR RS 24T 720 FUSHAMLE X, 7/ &
DNA 5~250ng. 7 7 A MR¥— N A 774Kt
Ny 77— 50 u. 25 mM MgCl, A b v 7 i 2.5
p, 77 AMAY =M NA T 7 ABEERTL Y F0S
ul. dimethyl sulfoxide 2.5 pl. forward & reverse ® 7
F 4 ~<— (Table 1) 0.5ul |2 PCR 7L — FKZMMZ
THem%x s0pul & L7,

Z @ PCR Ut 121E MyCycler™ (BioRad, USA) %
fEH L 720 SR, F9795°C 240 CHldf. 1494
7 )V % 95°C 30 £, 58°C 30 #». 72°C 60 #4 & L C.
INhE 3594 7 TV, 2C 75 TRIBZHET &
w7z,

Exon 1. 2 (& 34 IE &) 3 A3 v 72 ., TaKaRa LA
Taq® with GC Buffer (% 1 7 /34 F A4 %4
FFBHE ICH U TN Z I L 72 RUSSEME.
95°C 5 53 H H Blfi. 144 7 V% 94°C 30 . 60°C
30fh, 72°C 243 E LTy TE 40 H A 7 VAT,
72°C 7497 CRIL & #% T &4 720 HEFEIS Veriti® (Life
Technologies, USA) % fHH L 72,

L THES N % D PCR FEY % Wizard® SV

Table2 FEEMEH WS (FMF) OZlriki# ([FKkE
M v 3 B O 9 BE SR & R R IR ST O R T
WF9EHE & 2 REMEH G RT A K54
> 2011) (CEsERD)®

< WZHIEH >
12 BRI 2 3 O RIGE < 38°C LLED3g#A 3 [m] L ki
RSy
<WHBhEH >
1. BEBEFOBRMERE LT (Fila~fownihrz
)
a. FEMRBHEOEREE I X 2 55
b, BOREZEIC X 2 By
c. PAEIZE (BePHRETZE. WEBSEIZ. JEBIET%)
d. D
e. FEHAENR S
£ BRI X B

2. SEBEFIZ CRP RIMIET I 014 KA (SAA) & &
SAIEMATAT A OFE 2 EF %780 505, FEIERK
Iz nsdiEsT 5,

3. AT rOFHHNIRICE o TREIESHEET 2

* MEIEH L RBEA OV % 1 HAM EZD 55

Bl
L. BeiE. HORIERE, 5k OB R
K& 7% b REE BRI D,

fii# . WEIEH., &5 WVIHBIEE @ S —IEH DL

AT AERNIEECER & T 5

Gel and PCR Clean-Up System (Promega, USA) TH§
#1172, ZDF%. BigDye" Terminator v1.1 Cycle Sequenc-
ing Kit (Life Technologies, USA) & Veriti® & H \» T
PCR % 7%/} .BigDye XTerminator” Purification Kit (Life
Technologies, USA) 12 X 2K A2 1To72, T bH ik
ETHEHFAEICE L UTo 72,
574~ 7V % Hi-Di™ Formamide & 55 =i
AL, 95°C T2 MBUGHE. Ky L7z S
72 AR IZ DT, ABI PRISM® 310 Genetic Analyzer
(Life Technologies, USA) % FH\»CZ D F LAY %
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R LT,

B, HOEEERICHET 2 8E T MEIE, B
HERE AR SAKEO D & Tfrbh/z (No.
2744) . FMF OZ W IEA 57 EE OWEH L VRS
ENTVD [RIEEFHBEZETAFTA4 ] O
WAL HE T OV IR M A E IR 2 B9 B EF O 7 1 —
Fx— M D 54T o7z (Table 2)% FEHTELF] 0 5E 54
ELT, BEMEY R2~T2BETIE 2w 0, &
FTL D 38°CLUEDFEBEZRD LD O, IR
PATEETH 5D SO, FEREKOFNEREE 2SN H 5
WiTRW, BERSIFIMBIEAIZHES 2 b 0D
ThhEizTboL LY,

& R

fERT L7226 Bl H B BRIRAER 2> & FMF O #r
FeHe %G 72 L 720 RLBIE 6 5% 8 AT DERIRAE
AR & B TR SR B & 0RO #E 5£12 DV T Table
3. 41IR L7z TNH?D) B, exon 10 D M6941 %
RBEeFLTWBE2RKAR3IBTHo72, oD 10
Bl (10 #%) 1L exon2 DEEEZLE S Tn/z, #1Al
B FMF O L7 2 2w afloH 5, #in
TR CHWIHEE LK RE R, aveFr
7 & 5 IR FMF OB W E > 7201 2 f1.
ZD9H H 1L FMF OJEREEFERE LTHA
FIA4 ROV GRARERTH -7, Ih
&, FMF DK & 7% 2 F 8l O MEFV BIR 225D
WREED D S L Ly 1VIEBIOAIZFED H LT
BINTTHBEIEEERT DL, SHRDHEL LIEH
DEEPVETH DL EEZHND, BREIZ 1RO

P VNI I

E13% B3
FEGI 2 BT Wit b FEITEZE B, BERET
MR RO Tz BERSEIR & LTl & R 7261
2 B, BER R RO 1 B TH o 72,

BEETHL AV T 2GSRI 8 .
) bBMIGRE T 72BE 3Bl CTH o720 TD 3
BIOHIZIE, exon 2 DERERDILOD, T
F U Td o 722 & S IERPEIEIEE ) N
gL niplbd o7z, 72, MOBWZE B
M3 22 LT, BOREE) >/ XHEEAERRE Auto-
immune lymphoproliferatine syndrome (ALPS) & #%
Wranzzplddo7zc 2O EnBbaNeF L
AR OEERCMOZME S BT 5 2 L% FMF
JE R EAR AR EICERH EE 2 5N,
BIA T2 T exon 10 DFIHIIELREEZED D (3
Bl) LfEbRwvbo 86) 125 TZORKEE
et Ll s oy & It L7z (Table 5)o Hodia <2
RAFE & 1 o 726013 exon 10 IS AR E2 RO 72,

FEVRIREOMATAE R (Table 4) T, JHEFT I L
ATHLOO, FHRFEIIBEETH o720 FIEHEEK
EEBICMIET I 04 F A ZE&DIIERT RIZUEE
THLONBNIEIEAETH 72,

MEFV BEFIZER RO Lo 28T 7
I ¥ B JE P 5 BAE BB eryopyrin-associated
periodic syndrome (CAPS) %2 fil. pyogenic sterile
arthritis, pyoderma gangrenosum, and acne (PAPA) syn-
drome %% 1 . Periodic fever, aphthous stomatitis,
pharyngitis and adenitis (PFAPA) syndrome 2% 2 {4,
RIGESE 1B, 70— 2w 1 Ble EOBINIZE > /-
3 MBOFEFNIZIWT A TH > 72 (Table 6) o

Table 3 Comparison of clinical symptoms of typical FMF and 12 cases with mutations of MEFV

2 5
Case 1 (casel 3 4 (cased 6 7 8 9 10 11 12
sister) mother)
Age/Sex oM | I13/F | 13M | 13FF ““k‘;’w“/ 8/F SM | 17/M | 25M | 37/F | 22M | 1FF
Age at onset 8 11 5 45 |unknown| 8 3 2 15 16 yzggg 1
Fever O O O O O O O O O O O O
Abdominal pain O O X O O @) O O O O O unknown
Chest pain X X @) X X X X X X X X unknown
Arthritis X X X O X X X X X X X unknown
Peritonitis X X X X X X X X X X X O
Amyloidosis X X X X X X X X X X X X

(3)



201547 H RIS 3 44 ANERIIE S EVEE O MEFY ST L 2V e T v OFME —279 —
Table 4 Laboratory data, colchicine effect and final diagnosis
2 5
Case 1 Case 1 3 4 Case 4 6 7 8 9 10 11 12
sister mother
CRP (mg/dl) 33 0.9 2.2 4.9 n.d. 7.8 9.3 0.5 10.4 0.4 4.6 0.22
SAA (mg/ml) 668 16.1 n.d. 205 n.d. 548 2,290 207 779 24.8 488 <2.5
Mutation of MEFV O O O O O O O O O O O O
L110P - - O O - @) - - - - - O
E148Q olo|lo|o|-|lo|lo]l]ol|l, 2 o] -1|o0
omo
G234R - - - - - - - - - - O -
M6941 - - O O O - - - - - - -
Effsgféﬁgfies of effective | unused | effective | effective | effective | unused |effective| unused |no effect|effective | effective| unused
(Efé;%g‘y“)e 1 — 1.5 1 1 — |02 | — I 1 025 | —
SNL atypical | atypical
Final diagnosis FMF FMF FMF FMF FMF FMF FMF FMF FMF FMF ALPS
Epilepsy

n.d : not done, ALPS : Autoimmune lymphoproliferative syndrome, SNL : Sub-acute necrotic lymphadenitis, atypical

FMF : fever (=3 days)

Table 5 Comparison of clinical symptoms between with or without mutation in exon 10 (this study and reference®)

Clinical symptoms This study Total Mutation in exon 10 No mutation in exon 10
n=11 (%) n=126 (%) n=67 (%) [thisstudy: n=3] n=59 (%) [thisstudy: n=8]
Abdominal pain 9 (81.8) 79 (62.7) 50 (74.6) [2 (66.6)] 29 (49.2) [7 (87.5)]
Chest pain 2 (18) 48 (38.1) 40 (59.7) [1 (33)] 8 (13.6) [1 (12.9)]
Arthritis 1 (9) 41 (32.5) 15 (224) [1 (33)] 26 (44.1) [0]
Myalgia 0 15 (11.9) 7 (10.4) [o] 8 (13.6) [o]
Amyloidosis 0 5 (4.0) 3 (45 [o] 2 (3.4) [o]
Age at onset (mean * SD) 8.0+5.05 19.1+15.1 17.9+11.6 [4.75+0.35] 20.6+18.3 [9+5.42]
Sex (M/F) 6/5 53/73 34/33 [1/2] 19/40 [5/3]
Family history 6 (54.5) 32 (25.4) 24 (35.8) [3 (100)] 8 (13.6) [3 (37.5)]
2 e BAE, BAIY) FMF JEIR 2 7R3 & O # A, FMF
=

TR Ml v U B P B B & TR I R 5% &
BET BN EIEEREETH L, 2HFETI0T
NP EOBZAETE L . BB E SO R Tk
BEBD R D S\ RIFTIE 2009 4FEJULE T 300 B
DEo#HEnd 5. HHaEAERIZEE LD,
16 HHeARICHEAET B MEFV (5T DR & B
LIEHET B E Vb TW AT, IR B 5T AT A3
AR & B R T RO RO RIS 5T\ 5,

HMAER 2 R4 b 0 IEIm AR L S I hTw
22, JFMAGIOBETERIILHETH L7205k
IEEFRGES S > L b EBEE 22, aveF v
R L) BRRED» OB RE S NZBLH D .
I T VOB G L MEFV &5 TR
MWEHETLZ—BERD D D,

MEFV 8 {x 1% IL-1B 3 4 R NF-xB I 4 1L % il
9 % pyrin & 1% 2 — F LT\ %, pyrin (ZHEAEK,
TFPRIR. TEPEALHLBR, ST - TR O MAHE S 2 5
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Table 6 Final diagnosis

MEFV mutation No MEFV mutation
Typical FMF™ 6 cases
E148Q heterozygosity : 3 cases
L110P/E148Q/M694I1 : 2 cases 0 cases
L110P/E148Q : 1 cases
Other SNL : 1 case (E148Q homozygosity) CAPS’ 2 cases
ALPS : 1 case (L110P/E148Q) PAPA™ 1 cases
Crohn’s disease 1 cases
PFAPA™" 2 cases
Unknown cause 4 cases

‘CAPS : cryopyrin-associated periodic syndrome

“PAPA : pyogenic sterile arthritis, pyoderma gangrenosum, and acne,
"PFAPA : Periodic fever, aphthous stomatitis, pharyngitis and adenitis

"™ FMF : Familial Mediterranean Fever

HLTBY, IEHTIEPyD %4 LT NLRP3 & ASC
COMEMERZHET S 2 LT, IL-1B EAER
NF-xB O{EHAL 2 HIf L. SE 2 #0H L T 5,
HE . IL-1B IZATERE& H T % prolL-1B 7* inflam-
masome & FHEN 2 EEBEEMHIC L o THE S G
% 7R9 - inflammasome |& Caspase-1. NLRP, ASC
PO E N TS, pyrin ld ASC #9552 &
12 & o T inflammasome {HE 4 Z #f L TWb, 2D
728, MEFV #inFZ25I2 XD pyrin OFEREHSE E
N5 k. inflammasome (%14 & FPH T & 3712 F 2,
RIS EDEIRF &2 TEEZ LN TVB Y,
2009 fEFE, ARFLD FMF FEHBI O BEIR (G % B 5 2212
¥ 2% HEYTEMF &FEFHRE;fThNh 7Y, Zhick
L& BREAERGIE 1825143 1% & HEIMER & ik L
Es BIEDPOZME THFY TS FELEL TV
EENTWD, FREROBBEIIFER. W (ERE
FEIR) 3% e (MR REdR) L BAET 95 G %)
BB I o720 WHIFIZE L Tid 91.8% D fiE B
IV F UG ENTB Y, BRI 92% T
Hotze BETOMFRLIBT S L (Table 4), F&
JEAEWGDS 8.0£5.05 4F L LW L ) & o 720 &
WENBRHIZ RIS TH L0 EZ LN,
FERIEITIZ BT, M2 RO TS, B
BRI EERE L ZRE TV B, BEOHE L
FRINBBITIIRBDORTH L Z LSz ize
Ez2oNn"W, @IETHAE (Table 4) TIEYKETIX
exonl0 DZERIL 25% Th o720 HENT HEAE
T& % E148Q/L110P % 52 1% 33%. E148Q e~ T
DA 42% 725 720 &EFAE L 1ZIZFEBEOR

REGoTWVD, BWIEEEZG 723 FMF HEGITH
KBGO MEFV BIZ AR ZAH S HEBNIIFE
O3, FHRAFITL 1 BIOHATH > 720

FMF T Phenotype (ERIRIEIR) & genotype (2B
WS H B L ENTW5DH, W7D phenotype & geno-
type DB IZ DOV T O TIL, exon 10 BHE T
BREOBEDPHERICE ., BEELE» 72, —
77T exon 10 LIS D ZE BN LR I D BHEE DR DS,
BE B 25 O BHFE ASE YL 72 & phenotype & genotype
B D B & SN TV 5% o BFFTORIRIZONT,
exon 10 DEFROF M THBMET L2 A,
exonl0 DZEFRZH LIEEZW B I N TV EREAT
LIERIZBEETH Y, aveF Y HWIRIEEEZIT-> T
WERWRRDFET S 2 Ens, KA O5ROHRE
ElE—H L ehol, MULBETFEREZAELTNS
2G5 B 59, phenotype VK E K B 2 56,
AR FEBLLARE O T EI R 3 38 HE 12 B G- L T\ B 1]
RETEAVRIE S 720 Table7. 8 (24 MIDFER & 8ot
E DI 2R L7zo AFRE BN MM SR T
ERIMOIANRLR) 2O/ JGE %, 730
A R =3 ZOHEDFEIME & A Z & A3 S
nrzr?,

E148Q O R EFHAMRIE—HEIZ 55% X FHE L 72\
EEN, SHIEHEELLEZL T IO F—Y A%
EFLRVEENRTWASY, ZD7H, E148Q D
R RIIZM 2 MET 2 b0 TIE %R <, #ilh
B D) B H H L END o RIFFEICBVTH[HE
EHR 2 FFOREBTIEZ OBRIERSL IV F Y OF
Mz R TREZIE SN Twi, —F T,

(5)
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Table 7 Comparison of clinical symptoms between present study and reference”

Clinical symptoms (%) This study Japan Turks Israeli Arabs
Patients 11 134 2,838 470 175
Fever (%) 100 95.5 100 100 100
Abdominal pain (%) 81.8 62.7 95 95 94
Chest pain (%) 9 35.8 43 43 32
Arthritis (%) 9 31.3 75 75 33
Eruption (%) 0 7.5 4 4 3
Amyloidosis (%) 0 3.7 27 27 3

Table 8 Comparison of mutation of MEFV between present study and reference”

Mediterranean region Greece Japan This study

Exon 10 16,756 allele 127 cases 105 cases 11cases
V726A 13.90% 12.20% 0% 0%
M694V 39.60% 38.10% 0% 0%
M6941 2.90% 0% 67.70% 27%
M6801 11.40% 19.70% 1.00% 0%

Exon 2 16,756 allele 127 cases 105 cases 11 cases
E148Q 3.40% 10.90% 65% 81.80%
L110P 0% 0% 37.20% 27%
E230K 0% 6.10% 0% 0%

M694V T BN SRE L. BIEiRZ 60T 5% L E
FETH DI ENLEWIY L ENnD, ZOBMNE
FIIKREVEEZ LML), KPFAETIE M694V O
BRENIFBDO % D> 720 M6941 TIIERDTE 2 1L HL
CHEERZ T EETd 5. L110P, E148Q DT X/
FR BT S AUSBWIHE T 05 R 7200
BBVl S Y, X512, BEiKIZT 3
OAf K=Y AP35 8%, FRAHORET S
BB E O L EHITEIRQ EROHEENAHEILE
Lo TWAH I EY, VI26A/E148Q D K EHEAE
A TIUE. VI26A O R ERHEGKETHET S L
D, 73I0A F=YA%EB LTV, % Lo
A5, EI48Q IZFFHFEMICKELZ ML ) 2
polymorphism Tl 2 W22 & b 2 5N TWw B!,
E148Q Z R 13 N TH 23% Thtke 25 2 &2
5L MOBERNPELR > CTRIETHEELOND,
Z D72, exon 2 D OIS T C 13 H 72 ]
WUETH Do F72. Hentgen H1E 6 7 LLT THE
DEFRTIRLEN, MEFV BIEFIIAT OFHEEHE
B ol-BETDERE CHEEL, 18614 5 6]
WZIEIR2SH I L, 215 % FMF-like disease & L C

VB e NRIASSE BT B I I (LB 2 kT
IS UEETH B,

S EFAAE TIZIEIIIF]Z 5\ T exon 3 DZEFA|
WEholzbMBEENT WD, BEETIE exon2 D
TERPL L, BAEIFIZBWT D exon 2 DERNSL
o7

¥ 72, L110P/E148Q O MEFVER % H L 275
b EHATIZ ALPS & 2T S NZFERITlE, O
Y'Y — FH% < ALPS DIRIG A G/ STV 51T
REMEDHER SN D, —T . SRIOFHA TR D E
L 7% % PFAPAY |25\ Tld MEFV I I2E B
Ronbehrolze LU, L 7EGI AL 7%
(L GROFETH 5,

FMF DG TIE, TV F U — S iR - &
NTW5, 90~95% DEFIZEY L, lEL T 3
OA R=Y ZAOFFFICAERE SNTWE, 7304
FEHEIX—ERET S ETFHRARL R D720, 2
HOEKRE, aveF oG ERGT A2 &
BTEANTWDLY, (HEHETIE, Migita H DO LHERIZ X 5
&L AIFTIE 92% DIEFNZ TV e F ¥ 3 Heh S,
FOHERRIL 8% 725720 BEETIE 70% (7 N)
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W L. BT 100% & 7% > TW B2, iish Tl
T7IUA F—Y ADOFTREZRD LD, RIETIRITE
AERL, BRETIZOHTH 72 TV F EH
W& L CHIRNORUNE ITIER L. B ER O
WER A 71 T — % — O 2 HH L T 5k
PEAE 2 5T 22, ARI EMF AEH] O EAE FE 1
WAMEBNZ LT & 2 51D DIEBE AR
NLET7I0A F—= AR EOEGTRICEDSLE
BEREASSEAE T 2 W REMEASH 1) . FRI/NETIIBED
7212 BB, RHEENADETNDY,

& EEl

S BVNB B TR GYE, B OREE, i
57 EOEAIVIEETH 55, MEFV BARFIEHTIX
BRI RBIEDO A 7)) —= 0 TIZER & & 2
b be FIZ. FMF O BBIAYEIR 2 D BRI H
WCIE, MEFV BR T2 5% 90% L EIZFE0 5 72
ODHEHTHo7z0 EHIT. TV F Y ORI
25 ETHMFELZMETE, LoT, #IZTFHE
frealve s rOFMEITHRELER. FHl$59
ACEELZZMO—ME RS, $72. FMF ® geno-
type & phenotype (23— D B EVE 2 FRO 723003
Ld—HE7., BERFERLHEREOBHICITILY
VIAT AT AREDERPEG LWL bDEE
2 bNize Gth. WY — 7 oW — % w72
NBEETFREBBIRL YD = 27 1 7 AR OF
R EICE 5250 50EPHREENS,

il &t

MEFV #{%+ ® exon 2 7% & 12 CAPS. PAPA @
B TREO ZRE - T e wizZwni gk
B AN SR = NI WANE 3y NG WA S R <5 | AVAY el D= i S
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Genomic analysis of MEFV and responsiveness of patients with periodic fever syn-
drome to colchicine : A single center analysis
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Department of Pediatrics, Tokyo Medical University

Abstract

Autoinflammatory diseases are characterized by periodic fever or inflammation without the presence of infection or
autoimmunity. Periodic fever syndrome and Familial Mediterranean Fever (FME), the latter of which is relatively common,
are considered autoinflammatory diseases. Familial Mediterranean Fever, which is characterized by recurrent fever, abdominal
and chest pain and arthritis, is a hereditary disorder caused by mutation of the MEFV gene. Genomic identification of the
mutated gene is important in diagnosing and determining the pathophysiology of this disease. In this study, genomic data from
26 children with periodic fever were analyzed and the responsiveness of these patients to colchicine investigated. Typical FMF
was diagnosed in 8 children from 6 families, but no significant MEFV mutations were found in the remaining 20 patients. Inter-
estingly, this latter group responded to colchicine treatment, whereas the MEFV mutation-positive group did not. These results

suggest that other genomic candidates or abnormal epigenetic modifications are involved in the development of FMF.

<Key words) : Periodic fever syndrome, Familial Mediterranean Fever, abdominal pain, colchicine, MEFV
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