BITHXZEAAF &5

EEL - 9)AE) B E E B E0E (& B (cryopyrin—associated periodic syndrome :
CAPS)

1. fmAE

Cryopyrin—associated periodic syndrome (CAPS) [£21)AE 1)~ (Cryopyrin) #3—F
T35 NLRPI B FDHEEESEETERICL > THEIY., ZLIELEBAREHERRER
L5, BHEH OV RIEICEEDORELZS-IENFETHY . EEEICL
STHREDREMHESBC REMEIZEE (Familial cold autoinflammatory syndrome :
FCAS) . PZE D Muckle-Wells syndrome (MWS) | S ESERE! D4 R EARIE Zid 25
2 RIEME K B (Neonatal-onset multisystem inflammatory disease: NOMID) . (24 (7
LNTLSA., BAHEICRAITEGLMEE L H D, NOMID (L8 ML IR #iE 5K 5B EiE
{& 2% (Chronic infantile neurological cutaneous and articular syndrome: CINCA JE{%%$)
ELFEEN TS, CAPS DEIRHETE EEHIL 100 2FEE THSH. NOMID/CINCA T
FL2EDREINE EABETEHEFTOELE LB EHEFIR#ETHS, 8
FERTHAHFCAS TH, HEALEFE - BERGEICL > THREFEICXEEZXRTIHZE
M TETELY,

NLRP3 EILFMNIA—FFHV)AEY UL BRREICEITHN\F—URHZ RN
T&H5 NOD-like receptor M 1 DTH Y. pathogen—associated molecular patterns
(PAMPs) EE DN SRR AKREFE V7% 1 & (K A5 . danger-associated molecular
patterns (DAMPs) &[NS B CHED R IEELEYMEZXZHTHIMIEBRAELTH
%, PAMPs 4 DAMPs HEMNV)AEYUIZ{ERT L. ASC (apoptosis—associated,
speck—like protein containing a caspase recruitment domain) E B £ U Pro-
caspase-1 EEH&ET NLRP3 AU IS5V —LERIENDEEREHET S, COHER.
Caspase—1 AUEMEIEL IL-18 DELESN., ZNITEOTRENFESNS CAPS &
ETIX NLRP3 BIGFDEEN DA, VIAEV EBNBITEMIEL. IL-18
ABREIEEINSD. CAPS [CHEMIBERREEZLENO NLRPIEEFEENRL
NEVEBIDRESN TELD. TO—EBIE NLRP3 E-FEEDKRMBES 10
THHZEMNHLMIZHEOTLND,

2. INREAICE 1T D —ARHIIEEZSE
(1) FEHHEIR

CAPS [XEXED FCAS., FEE TH5 MWS, IREFED NOMID/CICNA [ZKELH
FIND, CNoDIRFIHDERGEET HHEE. 3 DOREDONTNMNIHNETE
BWNEELH D,
1) FCAS

FCAS (F2BDERICL-TEHERINDG. EMPHREL. HEIEFT M. BEEFEEE
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SEHEEERMETIEETHY.CAPS DI TRIBETHD. RIERKICIIRDS
(100%) . FE2A(93%) . BEETSE (96%) | #EAE 2% (84%) . BEIE (58%) . BT (51%) & &1+
Do HAEEZRMNDS 10 M<HOWETICHHIET HH. 95%IFER 6 NALIRNIZHRAELT
W5, SEIRDFERICHELGE LSRRI 5 2h 5 3 BE (F18 52 73) . £-ES
FIBMSEIRHIRETORE X 10 255 8 B (FF15 2.5 BfE) LHREINTLNVS,
FEIRZIFEAE DIEHIT 24 BRI LARIZER R 95 (30 2D 72 BEfE. 19 12 B5/) .
RBIIERDICHELULTVWSDY, RPDOFREFMRETE. ERLBOZELME
FEMOIFPEZRENEOON ., FREREKRBIEZLULNFIEAERONGENIEN
Z U\, BEETROEBGIIL. SFRAET(88%) . RREAET (68%) . B BAE (54%) M%< BAEIAE
BRI BILIFTHV HRBENALNDEELH D, REMR T, FPERIE LN HKE
BEATEIERERBBENSROONS, FIERIAE 10 BFEEZGVLAIFHEKIES
DE—HE55, FILDIRERL CRP O LREELBHOND, FNIZFIO(R—VR%E
RIETHEDNH D, HEEL) U NFIEKX, FEXIEEEH IS,

2) MWS

MWS (IZMPHED . BREMHH#EE, 7I0/F—2 X% 3 EHET D, MNREAMS
EMPHRESHIREEMICHIEL., RECREERE. B8/, lBRZHS. 24 N5 48 BFHE
REFGLEARAIIERRT S, COREZHERBRTEYRY , RENWGEZEAT,
REICHENADNDESTHD, ERICITREHHEOTIOAN - RI(TEHZ
HoNDBDITTIEALRL, PIAAMR—Y RIE 10~50%2EIZRBHHND,

3) NOMID/CICNA

NOMID/CICNA [& CAPS MHREEHTHY. K. hikeiFEIk. BEEEIRKE 3
FHET B BB OERBIFERPISHAONZIEN S REIZ, BEES LU
BAETDREME. B REMRIE X CKBEELGEZEOPIRBEEST, TRVERGE
NEDHON, BMABRTHNIEEZDETE LB RPEFIIR#ETHS,

BB XIFIELBIAHONBERIC 5% BHONDS, HiEEOZEMRBHRB T
HY. —BOILIZHEITEIAERENIAON, EEFHKT D, REERTIE. R
ETHIUVERICIFHRERFETARELI-MRRZRENAON ., FICMERFEICERDLN
HIENEHITH S, 7=1=L. leucine—rich repeat domain ERIZFE X F S exon 6 D&
EFEEFREET S NOMID/CINCA TIXRBMNIFEAEH BN TUVRL (FEL., B
HOERE. P EROONGEHSI2EHRESNTIND)  RBDOHEWIEH D RIZIE
ZHEFENADLETHD,

AR RRAE K (K, (FEAEDRERIT, B8E. BHBEXLNRHON., £F@ET.
S8 1Q EfE. BEBENE K. KEFDEKX, FE. EREELZEDHEELTL,

BEERIE. EERFREICE S, BHINBRFOARKICERLKAREEZ
kY REENBERELY. REBBRIH OB IHERHI B KICE > TRIEES,
BRENTOOLN, BEREBOEREIZL->TERLLS, EEEOREEIXEFIZLY
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SESETH D,

ARAEIR Tl ELEEFIE. TR VBER N ELDEFITERDOND, REZEHE. KB
ICEZSELH2. EEEFDHEEIS . BLAOEEQORETHH#IEXF L LIS
ROondEREINTLD,

RHMIZIETIOANR—SRESHLOT UV, MEREDOH TIXBELELT7IOAN
— SV RIZKOTRHAIZESHIIZ 209 2EMNETT 5,
(2) ZWORFHLREE

CAPS [LBEENEILIINTHY., LEEDBIEORKEELE(ZL>T CAPS MEE
ONBIGEE. CELHEITREICHEZSH T 2ENEFENDS, ZEIIE. NLRP3 E&F
BEIZESTAIN. BEDYUH—EKIZED NLRP3 EBIEFDE AL —HTY
ABHTEEENROONGWNGELHY . TOBEIETHRMEES AU THSATHE
HEEEL. RER—IV I Y —ICKEBTLBEETILELH S, CAPS FHLD
BERIGZE 2T HMOBE S REMKREELT NLRCS EIZFEEE (FCAS HBLMIL
NOMID/CINCA DEEKRGEEET S) . NLRPI12 BIFEHE (FCAS DEEKGEET
%) . PLAID/APLAID (FCAS MEGRGEEET D) hHY . BERIZHELTEETH D,
(3) BEBRBRDI-HOBREE

FCAS MO—ED BB TITBENTETHAHN., 2D CAPS BETIE. IL-1 [AFE
EICEDHABBNUATHY ., TNITIO>TIEM DO RIEZTESZIHNFTEIENEFE
nd, s, EHMICMAREZITL., RIEMEMEKE., 57 EkEL. MEF CRP {B.
ME7IOAF A, MEE. NEEISEVMETRAMICHIFSNEZENEFTNS,

FROELSIZ, BREFRFMNGESMSTHELAZTAIELRSELN, 1 DOFEEIC
EshHhng .  MWS 45 NOMID/CINCA DEIZEDHEIZDWLNT, BITFvIELTLK
ENDETHD, A6, B-BHICEALTIE. BRAREL G DL THEEOBEDOIRE
ZIHELTWW EE. BErEHOEGRELVETHS. REMNZERLPESRMN
PELEHNICTSIENEZELLY, NOMID/CINCA MNEHNZIBE O, EBENAD
NEEEICIE. WHRRELNVLETHY ., BE . BHEEDFHE ©CREAEE FZED ST
177,
(4)BEE

CAPS ([IBEMND EEFE TRERKRBDIENEL, BETHNIXIERTASMRRER
¥HDNIRTOSRDEHIZRELEIZTAETRETHD, FELEHMLGERSAHMD
TIAAR—LREEHTHARERIEICEELTHWMENDH D IL-18 DOEEFE
ELTBANTIE. 7HXU3. hHFXIT URFeFMaEDFERESA TS, B
ETEAFTFXITINERATETHY . EBOTEHEITHD, £IZ MWS
NOMID/CINCA D EZEMNEILELEDN, FCAS BETHLHEBOBAKN BB EALE
FEICKEAHHBEICIEBEIGELE S, CAPS [CET B+ 9L HdEEE T HELMA.
BEDERICHRLCTEYLZEZEVLERTHERALTLLKDBENH D, MWS 15
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NOMID/CINCA TH. BEiN S IL-1 [BERTHEZZITTL\SIGE. BELFEICZ
EAEXBEDGTNWEBEFELLLEALGND, A RREEFHELHIEERANICHE
BETIE, ZORRAMNS IL-1 HEEZFERALTL., BEHREOHE, 730/ —
ABEDERFHRELLGZNIEAZ L, LA, FEDSSLLETEINZ . £FDE
ZEH5OICH IL-1 BEEOEANDBETHD, IL-1 HEXRLZFALTLSEE.
BRPEHFRILOITCEELLPITVDTEIEEET D, CAPS EFL. BEE KXY
LHONZEFTOENMEVNERESNTEY. SERDRETH D,
(5)INREAD EBHES S UBEA LN EZ D T IG

MWS 4> NOMID/CINCA TIIH#IENRONEENZ EEHMEELADLETH
%, NOMID/CINCA THLMNDTFIEXRICHLTHRELBELE-ZENNLETH
5, B-EEOEENHITREBLLELHEDLELEN, CNODEBHEEFIHT 571-
OIZIE HFREEZELE-LT, BEMD IL-1 [AEZEICKDABBREITOBENHESH
%

3. MABILIGEL BT RERDE (RO 0—T7yTHEEZED)
M BIT EHOBHORA VN BEREZTDZES LIV TSI EEZHLT
REDENZFOBHRESD)

CAPS BETIIRERDEMELADN, FIAERICHLLNDS IL-1 [BEELGLEIC
KEREMFHID-ORLEICRELOTVELELNL, ARRTIHIHEENZ L, Al
EERICIHL T, AIRREEZEBLTRWENHD. BEIX 15 REBA-FR T, K
AZEEDZEDERELGEN, IDNRBEKAZERENEITLTCEETIENE
FNnd, KAZERETIE. REMGEYENEFEBEOBRROEELTARRDY
DXFEMEICHTIDMBILIGETEERLTELIONRVNEEZLOND,

INRER RN HA FHEENS
FEGREM | DMRH BREHE-VOIFE |11 [AEEKRE
REFR- AR
BHHEDREAZE - AE
PEEE EIEF EEREDER
E&® EHEEZEDARE
AR TROBERDEE
BRNE F-EAMEDAR- S8
JNEYT—3 % e T—3>
EmAR 0 iR - L EE
BEingER BiEho I
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Q)N DEZEOME (A DEFHE. EHLWVELSVIZZDOXE. REAMF#£
Z%5T)

IL-1 FAEZEIZE-> T, PEETHD MWS L EFEE TEHSD NOMID/CINCA THEE
DEEEHMFLENCERTHIENAREIZE T LOAL—EDEETIX IL-1 [
BEREIZKDITEAEMELBONT  EEORESNFHRL. EFOEDETHAALN
TW5, COLILBEEBICHLTEMGBEEIHILINTELT . TOFTREAM
BREFIN S REOABRNRESNDIEKR. TRLGERENSDELLED,

BRAHDOZEE. NEHOEZEREZMRGET OIENERELS A6, IL-1 AEEZ
pibhELIZRBOIMA—)L, CAPS DEGKREBELTO ., BEREEES . HEEOTRD
JE2. EMHEASE, RPENVLIVIO—ILZRESITVN., EFOEEZTESETE
HEHFTIENEETHS, RPNGRIEDRHKER. 7TIOMF— XEEHTHEDN
HY. BABIZRIET 2FLDEENH. FTHELUVRHAE RO -6 D EHARA
PEPRENMVETHD,IL-1 EFEOFERICL>THREENE IS8, B
fEAFICHIERBREENEEILT S REMEZ SHBEICEVWV-ZENEETH D,
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1. REBA e b ICiEfE UMENRCORMY 2 &)
G i TR

2. /INREAIC 31 2 — M2 (%)

F AR P EMPNE MEFV AR DA RIZED AV OMSRER F 215 T, RIEHE

HEHE OREHE I LV FIE T D1 ME A CRIER B THD, WYL ﬁ( mﬁ/itki%x%

IVTODA, —EBITH MBI R B R R, BRI, AR, SRSt (g

AR, PR IENE) . PA 2 &30 5, FMF ORI, BRI FEBR 5] (R Hﬂ/\ﬁ”) [ZRBIEAL,

ﬁmﬁfi 12 R0 72 W RFE 972 38 CLL LD FEFAEAFRD D DITRIL T, FEHALH)
REEIRE FEEADFLEE (38°CLA L TARNWZENRH D) SR L F7n D,

ﬁﬁm

FEIR

O FIEFH

FMF DO3IE 72T LS | FIEEDIT 18.2+14.3 R EMFIMERN e~ < . AFTIIR AT IE
N AN G Ry S YR

@FE

FEEVIZIZ LI OIER THY | Z2REEE RO CFE A D3 H MR EFHE 95, JEYeeoME, A
KRR EBIVED G| X0 HEbHY , LMERE CIIAEBRE B T52L155,
NS

FERR SR M RLFEME) NEIEE R LD | IEIEHIIBE IR Z RO B LW B 23 K28 D B ITRO B,
1-3 HFFEREL BRI R T2, FRZAMEEIEEOERNREE CHLLELH D,

@RS

FaREEINZ L2 M9 | RSO IR 1572 & DFER 23RO D, K DATRE 2RO L F LB D,
GIEIES

ko> K BA T (1 BAEH - M BT - BAET) O BRI 2 2322 L3 %< BARRNCIEIENETH
Do

a5

FME DIERIZI W TEERARA > ME, BEFEELRD S, AL Z28ESE D LFRRFIZ
EWIBICIZ AN 70 R—=YRE2TFT252L1CH D, FIF OIGROF RREIL, 2
EF U THY FIF OZWNHEE LIS GareF o a2RkE5ET & ThHD, 2/ F U3k
AT, 0.5-1.0 mg/day 43 1-2 (2 mg/day 1T 2 72\N) O HWNARZITV., T, &Y, 18
78 SRR ORIER S HBL L 72 58 13 ET 2. /NRIZE W TIE 0. 01-0. 02mg/kg 47
1-2 251U T, PRITERWVEAIZ0.03 mg/kg ETHELTWS (0.04 mg/day (T#R
RIRN) o FAERED LB DONIR TR R 20 Te D Fifk G0N NETh D, a/Lb F IR
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g2

BfatL 1. 3 2~ H [ERE Tl R A2 HIE LREVEIER, 320 A I LRI L, &5 WIEHIED
HEZ DD LT, RIEISDFHET 25613, 2/ve FroRGaEErET XX LHTEX
nTn5,

2L EF D FMF I 5 A 2031T 0% % TH VD, 10%H1EOEE T2V e F IRk
HDHWVIIARM (e F v DBRIER O 7- DfFEH T & 72\y) O FMF 523 (colchicine resistant
Familial Mediterranean Fever, LLF crFMF) THb EEX HILDH, ZD X D72 crFMF ITX)
LT, fUBRRBS L E T, I F X~ T3 KED 2L b F UARKICAS 72 FMF B 1%t
T OB L U TIRBRINE STV 5, orFMF ISk L CTlE, @, KE 40kg L FOBEHFIC
XA FFX~T (B fiz) & LCI1IA 2mg/kg 2, RE 40 kg 2 HHBHIZIT 1
[6] 150mg %, 4 WK THEEGT 5, +o e BRIV RN 2 0GE I BN 5 3%
EEHE T 225, 1 [Elfm A RIZARE 40 kg LT OBH TIX 4mg/kg, KH 40kg ZH 2 5 E
HTIE300mg ETEENTWND,

3. MAHILELRGET REBE (REI7+e—7 v 7HEELEL)

FMF D% < IFRABI~BATT 5, FEEMTIN A, BERER & LTk (BfiZ) . Sk (M
gk - IEEAR) 2S5 &b b, VU~FRBIFERARHII A, BEaNE GHLaRNEr - bE
WasNERETe) RO E R BIREMGET 5 2 E RIS, o, —H OB RIET
95— A (protracted arthritis) [ZBWTIL, BEAE - U BT — 3 VB EOE
JROVEEES NI e b, Fin, EWFHNRAKIO S %5210 T D 7 — A Tk, EYE T 51
EEZET D, ARBITEN TIEERAEREMEDOBIEEZ R T L STV DA, —HOIE
B CIE YO RENE OB R R OICBEDO T & (RIR) 18T 2 At L %
2D, BIEF AT ) T RBMT DI ENHESE SN D, MEIRIZEE L TIX, WRED Y A
7 bdY, LWBETIIERAR L OEELZET 2, HAEZRORIICEL TI, 2reF
VFHHCBAIT T 5 B2 00D, ZOMPREITRE O 1/10 LT EfEINTED,
BRAWCEAL TUILRLEZ LN TWD, o, HRFOa e FUoFREICEHL TX, £<D
WD DD, AN FrOREOFETHRIE, BIRAEORAERITIZER RN L ORED
HbH, Elo. AN F U OPFENIfE D EERBIEICLDMED Y A7 b TR | 4t
IR S AL F ORI SN TS, £/ AA 7 A F—=2 ZE0IIZE L T,
BEAE - DARR EOBEEIMROEFEIZORD D AREENH Y | AW FiRF ok s - B
BRI EOBLE D Y U~ FRIFIRNEL, BIENE CH HMARERDLE L 125,
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K1 DFEFEDRNE

NG PPN FRBIHNE
oA ) AN B IR N A FEEFEAEIF Ot
a8 e R BPHE (RS ete) OXHIG
T A JBRYUIE D B (A4 I3 o
i)
WA WA FMF OOfkfseiain & 1S RE Al
IR T BB AR ET T (BAEIRE ete) ~DxfIis
H bEs AL JERESR - HILE T S v A R—3 ZA~Oxfhi
M T IvnA R—=v 2O TR - B2 - RENEHRET
U el Fr—v | UIntelr—rayv
3 UF
JE it N PR - HPE

AR 2R BiEhvotvY T

4. R D FE

Hi OB\ TIE, EMICAREZZ2 L, FNF OREOHEE, [FHEE 2R 5 & [FFHC,
AR (CRP, SAA 5 < 8) Z1TV, RIEDSFHE L TV 72U ) (subelinical inflammation)
Ty 7T 5HERERC, aveFrORWEHOARE LT =y 7 L, ateFrofkbass
&35, FMF OFIEOBEE, RIEDOFHHO A EEFICHEL TEbIZRa e F o REREZRET
%y REBDPHEAINCET S Z2I2L 0, FINF OIEEMER 2 he— L ERnWgae. B

ATEIC %@ﬁMéﬁ%@%%@\ﬁé%&iﬁ%&@%ﬁ%%ﬁéhéoﬁ&%ﬁi\%%
BT D IEMEIHEST STV R0 AN, FUF ORENHIE S TR Y . RIEZ k4 5 &bk
HIER (CRP, SAA 72 L) HEEMALFHEE L TV A5G, EERAIMETHD AM T IaA K
— Y ADPFET DY A7 IHR,

5. st UMM )
GBI TR, NEEMERFERBICRE SN TR Y, 18 WAl (5l Skt S IRRO L2
T&ékm@%ﬂéﬁAiZMW*ﬁ)wﬁi X, EREOH A @*%ﬂ%ﬁé

Nz, £/, ARBITHRIEOED DIEEHR CTH D=0, BEEEITEY T HHAIC
FEERIC b B TEREO H CAHES OB SN 5,
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BISIcBE T2 474 F (EETA)

1. BEFERLERR
BT A (TT7=). T(FIv).C M), G (FT=v) D450 DNAK
FEACHE S N2 BIEEHRTH 5, M LUEETTH DNA Ofdhllize MKk -oTELRD,
INHIF TER| 2 [NYVT V] IR 5, [HADE KRNI HRE 7 & D%k
b MiCk o TH% 5 DNA OfFlic X o ThEAREI NS,
BT AR, MAHIIZR ] & TEMAR | ickBlsn s, Fille . BRI
ZBHRTHY, b F2EE T GEFETE L 2 MR EREOFEIC lofxﬁﬁuwgtué
NHZERTH 5, REMRERIESERE T, ko T oMigcrE L, FEOMge
MR~ ET 2203, BIET 22 i3k, AR IE, RRNEZRTH Y, GiEEH
K3 22 TOMAIIC DNA DZRBALND, TOZRIT, AIMic b FEET 2720, &
JEAHNE 2SS HE LIgIES % &L R T Ol ~ERERZ TN S 720, KIMR~EIES 2
kic b,
BEMEEREBICE, B—0@BEroERICK > THRIET 2 BE TR E . HEOEETD
LIZ X o THRIET 5 % R TE IR R, &%@%“ X o TRIET 2 Yk BEIEN H
%, ﬁ@ LA LB FICRE IR, FED LT ICRORCEETORENRRI L %
[ERAER | LBV, KEERIET 2 HNICAR D 2235 5, o HOREMEREIZHE—
BT TH 22, —HoEECIEMlEE Y 4 7 (ZHEIN» OISR G E - 75K, 1K
MR SRR ICZE R UL 2 DBIE TAERZ R oM REOFIEICBEE 3 2) vl S
%,

2. BIZEHRE
HOREERERICEW T, BEFRERERNZERTERZHALPICTIMETH Y,
RROFIEICES T 2 BB TIC2 W T, DNA oy # 32, HOREWREE
T, TNTETNORECHTEGTAREINTE Y, WA HET 2 -0 0EE R FiLL
o TWd, mETIE, KRy — 27 2 vy —% 7R T IC X - T, EEORA
D BEAEEIET % FIRFIC AT 3 2 BT 23R ICH & v, LR 2 S 2 W & iGN E ICH
AL Tw3
=77 L, kﬁ?zﬁ . EEORIEICHE 53 2 REEEZRZ T T | JRE L
HLZWEETLEREENE L0, BIETREOHRZ T CEMAMEST 2 2 L ik
WEETH D5, 2D, RIKIEIREEGEDLETHAF 74y (HEREHA F T4 v) gD
:%m&&%k?% F 7z, BRI <l ERPREOHMM AHIRIC X v, MK
BWRHDL LR, 7T LT — XX = RCIELE O LB I3 B BE M & HI %
%#%5%@ HAREEEE L C2ET o2 eI NS,
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3. BlsAv vy s

ERoBRIC T, FROKREMEEE, HROERSMEKE. X #EEEEER S 5 03, BISTERE
DIFREIISHTH Y —Jtlb T2 2 i3 T&E v, £, BEEREIR, EEZELL AVEETD
HHREREST 2 b0 TH Y| MFEHE (FKECHRE LEETFoFRO —HErAEFEI N, 2F D,
RNDOBEFRE CEBETOLERNHL A2 LT, MBEFICHFEURRLER 225 v]HE
WD 5, ZDD, HRADZHK A BN L GERERFRERTOIZKICIE, RADLHEAHE
RMFEE~DFELER L C, @Bnh v vy ) v 7 2% T3 BRI NS, Ibic, HEX
FEVEZR B /N ICZ S T h . WEUTNRAD S RAH I~ 2 TD 74 7 AT =V itbiz
270, ﬁ%%&@%#wﬁkéhéobﬁ,u%ﬁéhﬁ%é\n%ﬁﬁkﬁ(%5wiﬁﬁ
ZHRCE DN IGELERRCH, Biohv v ) v IR I BRI NS,

BEAT V) v E, BRIREERT AN T TR, ZoMEE IS LT iTbnig
LEEITHETH L, REEBGHEMESRTEEI Y v T -tk ), BERICET 2 R4,
BRI 7 & OHEMIN R NA QWA 2T b, BRI EE O < BRI RO & |
DHE PR 2 A0 =X EN TR S, Hl 21, A URROFE TR VD, KOT-ED
BHECEREZ 2D h», ToRottRIGEET 2 0%, BinicBd 2 R L <, HEMoE
BAX Y 7HNIGT 5, Biah v vv) v 7 ONEFEEREREHR EAER w0 T, #E
HEREE M Thbi, F=FIBbs I Lidhw,

k. RS L CTON 2 BIRFREEZZ T 2546, BEh v vv) v 7 E—BRSEIC R
22Ltbma JHANE L CHERRE & VKT & ICEMM R 5 720, T 0 Efiifit s~
HET 5,
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BISIcBT a4 F (BER)

1. EELBET

GEIR] & ix. DBRORE AR, FoRiciib 28R ©h Y, EIET] & ILEEHE
WoHAM T, BixEl2bDTH 5, b b DEEKICITN 60 JkEHDOHIFEATEE L. % Ol
D K] o THEER] 2352, o T§EE] oo [DNAJ 23, #isf& LTnT
BY ., BT OERICHE > THEOMILLHIK, MR E 220, THRDOR N
LEDLND, i/, BfETIC TH2HRET 2 HELH 0, Wir L FAEEN Db HE
LTO@ETh s, LI, BETICL > CTHEDOH AWM R TR RADHED %
FTICHHESTDLILEND D,

2. BEFORIA~DOED Y
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cHEEOPREICIZ =BT U ADOFHl LA TRO LN =BT U AORS |
(2§ & FED/NT A Ol TBE OEBLO Z AN
[RRFFRIREA) bBEL T, #HRLZOMIEZRET D,

(2) ik * SMERRIAML A& SEhE S 5
s RNT Y w7 aRr b EEELUTHEREREBICKREE D,

(3) SMERHm O BAREY |« SMERHIEZE BMERNC 2 A > FZ2RRINT D, HA FTA AR V—T13 %

Fik TA MK L TRIETA T4 2 ERT 20255 LT S22 RE

T2,
s NT Y w7 aX s M LTHERIZ, A T A AR V—T 1%, K3 A
/bmﬁbf%ﬁﬁ4F?%V%%E#é%%ﬁ%ﬂ@bf\ﬁm%&mﬁ
Do

(4) BAFHOTE COMNESREA, NTY v 7 AR RADRIEBHET LIe b, A oA U fEEE
BRRHOEAREE T D,
cNBHOTFEE, A RTA MNER T N—T L TA R A ARIEREE MO
RIRET D,
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SR B - 7 7 ZPE O - HERZE « SR Y > /NHidk (PFAPA) JEfRRE A= —7]

1. ZEHA RIA BB AA—F BNEFICET 5 FHIH

(1) #A kv

JEHEAVERE « 77 PO NS - WHEER - SEER Y 2 Hidk (periodic fever,
aphthous stomatitis, pharyngitis, cervical adenitis :PFAPA) JEfEREE

(2) HHY

UTFOT7D b baedET 5282 ETD
- FEEEAE R B OWAD

IR - JEEE

* QOL

BRI LD AEFSL

(3) rEVZ

PFAPA

(4) HESNDFIH
SN IDEED s

IRICUEE S D EWRE

(5) BEfFHA KTA
& OBEM%

RKHA KT A AT TR 30 4 FE A A S5 B Rl AR 52 2 4 B 4 B TE P 2 R AR T
RAFFE 2 [H O RIER R & T OMEGRIER OB NE, EIEENE, DFETA KT
A HESLIZBE S B AF9E) OWFSEHEICISIT D PRAPA 29 A K74 L DSGETHRTH
60

(6) HZEERKIRE

FEEERIRE [PRAPA JiE (R |
PFAPA XA DHEN D72 < E22 IXARIBIET 223, FEFIEICHE D BROES
ATE~DORIREED 2 & BIO—EBOEGI TRADPEADICE S £ TEIES 5
FEGIDOFEND S ESERIEENREINTND, —BUIITOI T AIERE L
T, Y AF VU OTANR, BIERAT 2 A4 RAMR, W2 ERH 0 | 20
DL LTida A = b U = AEFEROWNIR TR, BT 1L-1 9k, BT AR O3
HD, LML I DOIRFIEDORILUTIE SO T HESEEE | TE F > TV RLy,

(7) A RTA B
e Y i

KA RFA v H—F L&
PFAPA 3%

(8) 7V=Ahn
J T AT g
(CQ) VAR

* PFAPA DR HRIEDHELE LI 2
(AFTr BIERHEROAT oA R RPN, fT IL-1 5k, 3550
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2. VAT T 4 v LE a—|ZHTAHEIHE

(1) FEfArYa—
v

SRR 1 o )
SCEkOERIC 1 4 A
=T Y ARIKORE & AT 2 7 A

(2) =EFU AWK

2
R

(1) =T A& A47:
BEAF ORI A R4, SR/MA G 3L, ERIBFZERR 2. Z DIEZE OESEIERT
THHZT 5, BERIBMLOSGNTET Y RZ A T THARTET VAR
ENTEHAIE. T2 THREEZKR T LT ET A0 & A icETe, A5
FstamsC e LCiE, 7 v F AMukbigakBi, 967 % o (biialB, BlEurse
ERBORNGET 5,

(2) Febsex

@ RAFZEER 02 DT, Medline, Embase, Cinahl

SR/MA #@3CIZ 2T, Medline, The Cochrane Library

BEFEDOZEET A KT A4 22OV, Guideline International Network @
International Guideline Library 2K [E AHRQ ¢ National Guideline
Clearinghouse

(3) BBOIERLEH
MADKRRICEE L T, PICO 74—~ &5, P & 1T OfLAEHEN
AT, EXITC LFET D, 0 IZOWTITRFE L7V,

(4) MBREHM . T XTOF—Z_X—R(T2O\T, 2015 4F 1 H 5 2020 4
12 AKX F T The Cochrane Library %, 2015 issue 1 7% 2020 issue 12 £ T

(3) SCHRODEHRILHE - BR
SpHLTE

- PR A 729 CPG, SR G SCOME(E L, BATN D 1)-3) D2 3T 7217
LI O BRI E 95,
1) MECHEROE 71 m
2) FREREE S CORFTOMIELE TEDT-FHEIMMTHIL TS
3) MEECHERE CQ D PICO BN—FT 5
LA DOHGEIIE, EBIFIERR SCE x4 & LT de novo T SR ZEfid 5,
- de novo SR TiX. RS 20i7-9 RCT 2B L CTHE+ 5,
c RS A 723 RCT B2 WGSBS 2t &3 5,
« PRS2l T2 BRI ZE N IR DAL SR IEEESE LR,
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(4) =ETF UV ADFHME |+ =BT U ARIKOR S OFEAMIX, Minds BT A RTA ARk~ ==7/12017)
A DIk DIFIEIFES L,
- BT U ARIROFAIL, BRAZIEAR L L, WG EIIENREA D
it 5.

3. HELEERD B b, AR E TICBE3 5 FE

(1)%ﬁﬁﬁ®%$ﬁ%-ﬁﬁmﬁid\@ﬁﬁw~7@%%ﬂ%d<oﬁﬁ®—ﬁ
BHRIDVGEITIE, REEIT> TRET Do

- HERE DR EIT iitT/2@#%&%AT*®Eﬂtbt7/2®%éJ
(2§ & FED/NT A Ol TBE OEBLO Z AN
[RRFFRIREA) bBEL T, #HRLZOMIEZRET D,

(2) ik * SMERRIAML A& SEhE S 5
s RNT Y w7 aRr b EEELUTHEREREBICKREE D,

(3) SMERHm O BAREY |« SMERHIEZE BMERNC 2 A > FZ2RRINT D, HA FTA AR V—T13 %

Fik TA MK L TRIETA T4 2 ERT 20255 LT S22 RE

T2,
s NT Y w7 aX s M LTHERIZ, A T A AR V—T 1%, K3 A
/bmﬁbf%ﬁﬁ4F?%V%%E#é%%ﬁ%ﬂ@bf\ﬁm%&mﬁ
Do

(4) BAFHOTE COMNESREA, NTY v 7 AR RADRIEBHET LIe b, A oA U fEEE
BRRHOEAREE T D,
cNBHOTFEE, A RTA MNER T N—T L TA R A ARIEREE MO
RIRET D,
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< % B O T /v > PAAND(pyrin-associated autoinflammation with neutrophilic

dermatosis)

BER
PEFCR 20 FEBI D IRE D H 5, AFBTIE 2 HDOBEDMHERE I N TV B,

M=

MEFV ZZRH)FK T b % S5t hig 2L & 13 5 7 2 BRRIEIR %2 71 38 G iR B 1E
RIZHDH L v H E RIEMIREIRE CH 5, Fipeth o ABMEFEEC I Z b BRI % 32
R T REROGH 2R E T2, KERIZILE TH Y IRIATE XIE BUHTEREJIE,
{ERRTETIR K 72 &0 PAPA JiEfeefit. PAPA SEfEEFQ MBI D B2 HHEIL T 5, BiTE.
E242R & E244K @ I A& vV A~T 0 BREBHE I T 55, E242R ~7 n Z RO
HHEBIFET 5,

JR I D fi# B

MEFV 7Yy 2D242 FHE 244 FEHD XV vEEIZ, Pyrin f v 7 7~ — L%
AL 2 IHI 3 14-3-3FH D Y V&AL Pyrin & OFEA&EATH ) . PAAND BE T,
2 ) VEENRT X = VIREAZL L T 5720, 14-3-3 FEH 2 Pyrin & FEATE T,
Pyrin 4 ¥ 7 7~V — LML S ., 1BMERIE L KERAR Rt L Twbd eEZLN
%o

E N TN
Frie o SRAGTEF B, Arrh BRI & Tk & 3 2 BUE 2 (IRIaM: V8. BERTERBOE. 1k
IRYETTFIRZS 72 &) BEER. AR ERIERCTH 5, LIEK & AR DIEFI S & 5.

E 4 APHE
7 F—=v R

B
e F Y ORRIZRENTH Y AYAEAI BT IL-1 %A, $T TNF &5, $1IL-6
A MER T 0, R D 2 REFIAHE ST 5,

e
HHEAA, A&
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PAAND (pyrin-associated autoinflammation with neutrophilic dermatosis)
ZHr70—F+—F

[ RERE %% 5 BHpzY ]
= ) " 1) A HAEL
[ el ] R EHICET S
! | 2) MEFVRIEFARE (S242R or E244K)

INFEFTOHRSIETRTATOAZTE
[MEF VEILZFIRE? (S242R or E244K)]

3)fttadd Neutrophilic dermatosis D &R
SweetdH

EREL A

R—Fzy bEh &

fsdNeutrophilic
dermatosis®$&RI3)
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<HRED THEIT > NLRPL B E
Multiple self-healing palmoplantar carcinoma (MSPC, MIM #615225) ¥ J ¢
Autoinflammation with arthritis and dyskeratosis (AIADK, MIM #617388)

ARITIL, AIADK & LT LRIAHE SNTWDA, FRAEDE(LTLEL 2o T,
HHAIZIX, MSPC & LTF 2= T 06O REREET 4 5%, MSPC 2L 7= B RAE
K% 5 L familial keratosis lichenoides chronica (FKLC, Nekam’sdisease) & L T I 41
721%%, AIADK & LTIET AT = U7 0O ZEHESMRD 24 & 4T 2 7 Ol
RO OFAE LT 1 AR b5,

. B
NLRP1 S EEICITEILOAIL L FERIEOBAILZTED D 2 SORBNEEND,

MSPC 1%, ESEEEAT, BALOAMITIMZ, SRS 2 ERIC T ST H
v b= E RO D AEORERIN SR T HRETH Y, —EITHEE A 7% L CTHARNEIER
T 5 07T, BBl L TR~ A D ER bR STV 5, 8 BIDERIT
1%, ARERFEBOC & RO AL 2 2T 5,

AIADK &, EAOAE FERZEOBRAILEZRD 5D, %h}:}:%_, P E Tz
M4 3-4 He< FEVE CRP ERZFBH DL 512720, FEMN L LMK (1,
B, FEfi ) #4EU 5, BRI, TAY Y TOREFTIE, FUEREL~T O
THOMBLE FRIIRIE L TEB LT HEAKRLABILERXEZZ 6NN, T4
DIEBIE de novo D ~T B ZZEFTHRIIE L T\ D,

o JREOfEH
NLRP1 %, N RIZ pyrindomain (PYD) % 5> NLRP &z DOHIZH > T, PYD IIHE
< nucleotide-binding 0I|gomer|zat|on domain (NOD) , leucin-richrepeat (LRR) &> NLR
P IEEOMEEICIN AT, BIZIEMEIC - T A SR blr (auto-proteolytic) % X 7=
7 function-to-find (FIND) K A 1 >, 3 JL N C ZRIZ caspase-activating and recruitment domain
(CARD) #H7T 2L\ ) a=—2 RiEEE RO,

MSPC Ti& NLPR1 @ N K@ pyrin SIS D H 7 U /LT p.ABAT, A66V, M77T @ 1
T2 BRER A D RN, FKLC & L THRE 4172 1 28/ Tid NLPR1 @ LRR FHIN
D f T U VT FT787-R843del DRIENFE D bz, AIADK Tix, 74T = U7 OIEH]
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/7512 NOD & LRR ORI 4725 p.R726W ZENARET, 474 OFEH TiE FIND
KA A VD p1214R ZERNSA~TF B CTRIE STV 5,

NLRP1 HE{xF3EMAL 5 &, FIND SN TOUIWAE Z v, CARD #Hikz/r L
TT X7 H—EHATo D apoptosis-associated speck-like protein containing a CARD (ASC)
ERELTA 7T~ Y —2 (inflammasome) 23Rk S5, NLRPLIL, A7 7~
—LEAERRT D ASC, HANR—E 1, IL-1 BIOVIL-18 & L HICKRKICERBEIL TE
D, ZORER, TEMEAI7 IL-UIL-18 23, E#HR G OHIE b2 8T 5,

FARIER
MSPC DF = =7 DFEFZTIE, F¥) 88k (1-255mk) T, AR IND Y 22 F
FEORIKIZ, REICOHAZELED 5-50mm KO T N7y h—<2 812 EIF L4
U, 37H2TTHEKRL, 67 ARICITREE 2 7% L CIHIR L7z, —EOREFCIXA R
MR~ EREL, OB ~OBBEN RO, £72 8HIOERFITIX, 10 fRLIFRIZAR
BRSSO A A B LTz, BAOALLIE I TWD,

AIADK Tix, MAMERITIL3 4L b, AR TR, SIRETITUE, H,
MRS OEALMEAE, FERIKORAL, SRAMELIE Lz, ShRHE Clom
VKT 3-4 HfE< AL CRP LR 2D D L 912720, FEMN O LK (1,
&, FRfizE) 24U,

T2 G OHE
AIADK Tix, WEFMERITIL 3 4 2 4 TEMEYWE (BRES T VO T Bk, R
N« BRRO T v D FIE) &R, AT Z O TR H TS i i M <o F R
REGO LI, SEIBERCABAIGE - MEHE - B L Vo IRER D=, 3
AHEBEX IV ADFRNICIKECH 72, £72, 34T 24 ORMILTHBITH B
i (CD38+/CD24+/CD27-) D§MAFE®D, fihodo— N TlLidfxa /L B Ml (CD27+)
DOPD Z BT, RIROIEFTIL, FFEENRA LN TN 5D,

FRVERE
MSPC OF = =7 OFFZTIE, HEIZLT /A4 RRAVLR, EWOFr T T H v
b=~ OEIEZIH L2 b 0o, HIRRHEGHE S, B S 7R0 - Tk
R LT, AMEHBIERM TN TV 5, F72 U3 OREFICITEMEEICRE L, M
LTSRS, B ~DEB AR Lz,
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AIADK TiX, B4 Iy ADEGVRRAALNIZN, SGEET, 14 Tl L AHE
L7, BfIRICH L CAT vA ROBEESNES, =21t K, XA hLFH—Fh
WRALNTND, AT HEO—FITET IR INEDL, TOHRITTFL~TIT
EERINTNWD, EEFERIZIEZT VML F v ORMAERE, vF /4 F8) 2HH
L, FPCUGE LI L ESNTWD, RIROMEFITIE, I OE CAKRITBAE

BTN, BHEFAETE 2> T D,

H2
s —E, MEER, LMK
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NLRP1E¥JE

BEE - R NLRPLEFIEIZIZEBA DAL E FERIEDOEANEZRD D
Multiple self-healing palmoplantar carcinoma (MSPC) & Autoinflammation with
arthritis and dyskeratosis (AIADK) @ 2 DOERBNEEND, & HITNLRPLE
G DOERICE T, NLRPIBTEM(LL TA 7 T~ Y — ANk E R,
IL-135 Z ONL-18D @ RIFEAENE Z 2 Z LT R T D,

MSPCIE, BFERIZAT, BALOAITINZ, SRR N 2 FEHEIC
7T N7 Ay b=~ 2B oS5 AEORE N LT D, —HITBELZEL
THRMEERT 55— T, b L THXE OB WL O VT ER] S iR S
TW5, SEIOIERFITIE, MREKFEIEIZ S RO AR EZ 23 5,

AIADK Y, EAOMAE FEREEDOHMANERD D, SIEHIE TITHD K
T 3-4AH< FBELCRP LA 23, FEMNOZHAMKEZEL D, BInE
KL, 7Ty = T OEFTITHRRAKRADBRIZIENEEZL NN, 47
VA ERBTHESNTOD LHNIAT B ERTHRIEL TV D,
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NLRPIEHEIEDBW 7 0 —F ¥ — b

UT®D55. DITMZ, QHBNEQODFEKREZEDH B,
A. fEIR

D E=HOAL FEREDBEAIL

@—1 HSrT7HUR—THDESHZH

@2 REREEOAILERE No
@—1 #YRI 34BN
@2 ZEEx (R, B, FEAHLE)

Yes ‘

UTDHREBEMRZSELT S,
B. ®&FTR
mEIL-185{E
RIEFT R 5 N
F21THABHAAS (CD38+/CD24+/CD27-) M AN
HHWNF DT/ ECIEBHR (CD27+) D4
E23IAKE

Yes‘

NLRPID R BREELE (MR EEE)HY

No
Yesl

______________________________________________________________________________________

KRR

EASUARSEISES B A LEAERI LS,

TINT AN —IBRDEBEN S FET HHREFLLTIE, Muir-TorrefEIR

- F¥ (MIM #158320) I IFEIZF DIEEIZEAHHMSH2/MLHI D EED,

' multiple self-healing squamous epithelioma (MSSE, MIM #132800) Tl&
 TGFBRIDZEEARESN TS, i
CEEICEHD, BIRER, ZEMRNELCTDIEMLIADEEEERSE, |
 EHE)EOERMNNELLGSD, NETIERBEECROETHITOE |
CEAXBRTROLATVSOIZHLT, ShoFJATIERLONEL, |

® WO

XEEEELR
REREMAREESNEERES S
 REREHOHICELTIE, EFRICRRT 5.

_____________________________________________________________________________________
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NLRP12 H fiE DR #R

HARTRIRE

LT A CHESL S AVTIRRREEIT ARV,

MSPCIZEBW T, B Do T-fEEiiox LT, ARG
BRMTHIL TV D,

ATADKO BAFIZIZ®% L CAT A ROMENEN, =X x1t7h,
AR RLFS—FFDRRLEOLNTNWD, T FXO—HTITT T F
VIMEL, FORITFTHRLATTIIEFEIN TS,

IBTEHE

ATADKD 2 JEIEIRITIZT > FLF v (RIRAAEERIE, LF /A R)
ZREAL, FRICEELZ EHREINLTWA,

R, W E G T,
BEICHT=-> TiE, EMFE~OHZKEZBE,
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NLRP1EEEDLE

® IHiFH TR SNTBEIEFGL,

MSPC

® Fai—UTDRATH, BERICLF/AEAALGN, BED7INTHUN—
DIFFEZIFIL-t DD, BRRELEFINT-,

® REEMNHLNEMOT=FEEIZXLTIE, SARBTIBRANITHN TS, =1L,
1/3DJEFI TIXEMIEZICREL, MiOEHEL, B~NDEBEEL-,

AIADK

® EAIVADZREMNHAOND, HEET, 182 TIEIOLAEELS .

o REAEIRICHLTRTRAFOBEEHRNES, TARILETL, AL FH—EHAE
HHNTLVD,

& FSUAD—HITIETFXRUINEYL, TOERAFTFLITIZERINTL
%

® REMERICIETUMFU (RBRERE, LF/AR)EFHEAL, ERITHEL
fzERESN TS,

o AIMOEHITIE, FEEDE L TERTBIEEZZ T, BHFRLTEL
HoTLhV3,
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CINCA ERBOBILTFBWI A A V7 4 VIERKTE

EFRR 72 NGS R —RDBERTRESA ¥ 74 vOomE 2 E 2 T WABEDBEIRFER A

v 277 FORESE R IBETZWOHNA F 74 v 2 fEREINCER T 5,
*Shinar Y, Ceccherini I, Rowczenio D, Aksentijevich I, Arostegui J, Ben-Chétrit E, Boursier G,
Gattorno M, Hayrapetyan H, Ida H, Kanazawa N, Lachmann HJ, Mensa-Vilaro A, Nishikomori
R, Oberkanins C, Obici L, Ohara O, Ozen S, Sarkisian T, Sheils K, Wolstenholme N, Zonneveld-
Huijssoon E, van Gijn ME, Touitou 1. ISSAID/EMQN Best Practice Guidelines for the Genetic
Diagnosis of Monogenic Autoinflammatory Diseases in the Next-Generation Sequencing Era.
Clin Chem. 2020 Apr 1;66(4):525-536. doi: 10.1093/clinchem/hvaa024.

ROEZE, BT A HERIE & mHE U CIFEZ1T 5,

BRI 72 S OEE O BRIZ, T DY,

1. FKEEF NLRP3 ic oW, ClinVar & Infevers 7 — Z_R—ZAMLHLIE T vV AL ~)L
23 definitive ICIEVRIVEIL AR Y 2 F 2 EKT 5, (R)

2. KRy =7 v v ic X BIREIEE T DT SRR ChE, 1575 GmsciE
fi§d) ZHvC NLRP3 %3l L 7225, 4 v 2 FRIDMEHY — Fo—7 v 9 —Tb 13
FLE A 7: & IR D i AR 1T D\ TIRIE RIS S S B CRtT nl B 7l s 7 ©
BH5HTEEMERL -,

-
z ~= =
L L
: = =
----- - bl
'''''' | | . | L1 11 1
"""" ] 1 - | 1 1 i |
nnnnn I ! ! ! L
Frzme e e e e oo
L]
Gane_sds_hgIE hanshmat 2010 | T I I I
[ 1 m— 1 L1

& EBER Yo s e -t~y T TRLAZD OT, MK 7 —HE T, Rz 7

— )R BEWIERICN T 2 TH B,

3. Mo #EELT (1207 Y vOo—HICREYRH D), EF A 7R LICDO0T,
BWHTA K IA4 v TEZETERT B2 IIBERG T,
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NGS fidelity score (Hijikata et

Analytical Validity of NLRP3 gene

. . . ~
aI., manuscnpt n preparatlon): il T I 1 I I I = | T
Red, low: Green, high 21  p36.12 p35.3 p34.3 p3a.1 p323  p32.1 p31.2 p31.1 p223  p22.1 p21.2 p133  pi3.1  pil.l q12 q21.1 q21.3 232 q24.1 q243 q25.2 q31.1 q31.3  q32.1 q32.2 qa1  qd42.12  qa2.2 q43  q44
- 39 kb -
247,420 kb 247,430 kb 247,440 kb 247,450 kb
| |
e . — : : e — o -
MLRP3 NLRP3 OR2B11
predict_cindex_genome. hg38.201
9 tolf
gene cds hg38 benchmark 2010 | 100
B | 0 ! 0
10-40]
0 | - I 1 11 | ]
coverage
10-e7]
0 | I 1 | (1 | )
coverage
[0 - 1.00]
Mappability score I I - I I I I I I -
| ! I | | | | | | I
H N B
omopolymer region 414424:T10 chrl:247418307:T12 chrl:247422378.A16 chrl:247425793:A10 chr1:247428896:T14 chrl:247438378:T23 chrl:247441193.C10  chrl:247443560:A15 chrl:247448011.T14
Segmental
duplication
- u
Structural variation
Tandem repeats
Agilent Exome target ] H [ ] ] ] N . u I
regions
IDT Exome target [ ] '] 5 > ¥ ] ] ] | | | | 1
regions NLRP3_1 NLRP3 2  NLRP3_3 NLRP3_4 NLRP3 5 NLRP3_6 NLRP3_7 NLRP3 9 OR2B11_1
Twist Exome target | 1 I | | | | | | | . | 1 |
regions
GTEx expression data
- | || 1 — N N | 1 1 [
[0 - 393]
|
150base PE, | d | ‘ !
Exome data I [T Y il (T el TN T O N I T [ T o T
NIST Reference, QI MR EE] 15 Bl - il |1 | |
DT ) | 1 O 1 - [IH] | B | A
1 [T ' [/ [l 1] | [
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{ I 1 - il I | |
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Location

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3
Exon 3

Exon 3

Exon 3

Exon 3

Usual name protein name

R170S p.(Arg170Ser)

C259W p.(Cys259Trp)
R260W p.(Arg260Trp)

R260L p.(Arg260Leu)
R260P p.(Arg260Pro)

V262A p.(Val262Ala)

L264F p.(Leu264Phe)
L264V p.(Leu264Val)
L264H p.(Leu264His)
L264R p.(Leu264Arg)
L264P p.(Leu264Pro)
D303N p.(Asp303Asn)
D303H p.(Asp303His)
D303G p.(Asp303Gly)
D303A p.(Asp303Ala)
E304K p.(Glu304Lys)
.305P p.(Leu305Pro)
G307S p.(Gly307Ser)

G307V p.(Gly307Val)

F309S p.(Phe309Ser)

Sequence change Alteration

c.508C>A

c.I77T>G

c.778C>T

c.779G>T

c.779G>C

c.785T>C

c.790C>T

c.790C>G

c.791T>A

c.791T>G

c.791T>C

c.907G>A

c.907G>C

c.908A>G

c.908A>C

c.910G>A
c.914T7>C

c.919G>A

c.920G>T

c.926T>C

substitution

substitution

substitution

substitution

substitution

substitution

substitution

substitution

substitution

substitution

substitution

substitution

substitution

substitution

substitution

substitution
substitution

substitution

substitution

substitution

Base
N base(s)
substituted

1 C>A

1 T>G

1C>T

1G>T

1G>C

1T>C

1C>T

1 C>G

1 T>A

1T>G

1T>C

1 G>A

1 G>C

1 A>G

1 A>C

1 G>A
1 T>C

1 G>A

1 G>T

1T>C

Classification

Likely pathogenic

Likely pathogenic

Pathogenic

Pathogenic

Pathogenic

Likely pathogenic

Likely pathogenic

Likely pathogenic
Pathogenic

Likely pathogenic

Likely pathogenic
Pathogenic

Likely pathogenic

Pathogenic

Likely pathogenic

Pathogenic
Pathogenic

Likely pathogenic

Likely pathogenic

Likely pathogenic
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Status

VALIDATED

VALIDATED

VALIDATED

VALIDATED

VALIDATED

VALIDATED

VALIDATED

VALIDATED

VALIDATED

VALIDATED

VALIDATED

VALIDATED

VALIDATED

VALIDATED

VALIDATED

VALIDATED

VALIDATED

VALIDATED

VALIDATED

VALIDATED

Using In silico

prediction?

UNKNOWN

UNKNOWN

UNKNOWN

UNKNOWN

UNKNOWN

UNKNOWN

UNKNOWN

UNKNOWN

UNKNOWN

UNKNOWN
UNKNOWN

UNKNOWN

UNKNOWN

UNKNOWN

UNKNOWN

UNKNOWN
UNKNOWN

UNKNOWN

UNKNOWN

UNKNOWN

Fonctional test

UNKNOWN

NO

NO

NO

NO

NO

NO

NO

NO

NO
NO

NO

NO

NO

YES

UNKNOWN
NO
NO

UNKNOWN

NO

Functional

approach?

Unknown

Consequence

induced ASC-dependent NF-KB activation
and necrosis-like programmed cell death of
THP-1 cell line
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Location

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Usual name

F309Y

E311K

H312P

R3256W

G326E

T348M

A352T

A352V

L353P

E354D

K355T

H358R

A374D

T405P

M406V

M406l

T436P

T436A

T436N

T436]

protein name

p.(Phe309Tyr)

p.(Glu311Lys)
p.(His312Pro)
p.(Arg325Trp)
p.(Gly326Glu)

p.(Thr348Met)

p.(Ala352Thr)

p.(Ala352Val)
p.(Leu353Pro)

p.(Glu354Asp)

p.(Lys355Thr)

p.(His358Arg)
p.(Ala374Asp)
p.(Thr405Pro)

p.(Met406Val)
p.(Met406lle)
p.(Thr436Pro)

p.(Thr436Ala)

p.(Thr436Asn)

p.(Thr436lle)

Sequence change Alteration

c.926T>A

c.931G>A

c.935A>C

c.973C>T

c.977G>A

c.1043C>T

c.1054G>A

c.1055C>T

c.1058T>C

c.1062G>T

c.1064A>C

c.1073A>G

c.1121C>A

c.1213A>C

c.1216A>G

c.1218G>C

c.1306A>C

c.1306A>G

c.1307C>A

c.1307C>T

substitution

substitution

substitution

substitution

substitution

substitution

substitution

substitution

substitution

substitution

substitution

substitution

substitution

substitution

substitution

substitution

substitution

substitution

substitution

substitution

Base
N base(s)
substituted

1 T>A

1 G>A

1 A>C

1C>T

1 G>A

1C>T

1 G>A

1C>T

1T>C

1 G>T

1 A>C

1 A>G

1 C>A

1 A>C

1 A>G

1 G>C

1 A>C

1 A>G

1 C>A

1C>T

Classification

Likely pathogenic

Likely pathogenic

Likely pathogenic
Likely pathogenic
Likely pathogenic

Pathogenic

Likely pathogenic

Pathogenic

Likely pathogenic

Likely pathogenic

Likely pathogenic

Likely pathogenic

Likely pathogenic

Likely pathogenic

Likely pathogenic

Likely pathogenic

Likely pathogenic

Likely pathogenic

Likely pathogenic

Pathogenic
74

Status

VALIDATED

VALIDATED

VALIDATED

VALIDATED

VALIDATED

VALIDATED

VALIDATED

VALIDATED

VALIDATED

VALIDATED

VALIDATED

VALIDATED

VALIDATED

VALIDATED

VALIDATED

VALIDATED

VALIDATED

VALIDATED

VALIDATED

VALIDATED

Using In silico

prediction?

UNKNOWN

UNKNOWN

UNKNOWN

UNKNOWN

UNKNOWN

UNKNOWN
UNKNOWN

UNKNOWN

UNKNOWN

UNKNOWN

UNKNOWN

UNKNOWN

UNKNOWN

UNKNOWN

UNKNOWN

UNKNOWN

UNKNOWN

UNKNOWN

UNKNOWN

UNKNOWN

. Functional
Fonctional test
approach?

NO

UNKNOWN

YES Unknown

YES Unknown

NO

NO
UNKNOWN

NO

NO

NO

YES Unknown

NO

NO

NO

YES Unknown

NO

NO

NO

NO

NO

Consequence

substitution

Unknown

No effect

induced ASC-dependent NF-KB activation

and necrosis-like programmed cell death of

THP-1 cell line

No effect
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テキストボックス
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Location

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Usual name protein name

A439T p.(Ala439Thr)
A439P p.(Ala439Pro)
A439V p.(Alad39Val)
F443L p.(Phed43Leu)
N477K p.(Asn477Lys)
1480F p.(Ile480Phe)
F523C p.(Phe523Cys)
F523Y p.(Pheb23Tyr)

F523LC>A  p.(Phe523Leu)

F523LC>G  p.(Phe523Leu)

E525K p.(Glu525Lys)
E525V p.(Glu525Val)
Y563N p.(Tyr563Asn)
F566L p.(Pheb66Leu)
E567K p.(Glu567Lys)
E567A p.(Glu567Ala)
K568N p.(Lys568Asn)

Sequence change Alteration

c.1315G>A

c.1315G>C

c.1316C>T

c.1329C>G

c.1431C>A

c.1438A>T

c.1568T>G

c.1568T>A

c.1569C>A

c.1569C>G

c.1573G>A

c.1574A>T

c.1687T>A

c.1698C>A

c.1699G>A

c.1700A>C

c.1704G>C

substitution

substitution

substitution

substitution

substitution

substitution

substitution

substitution

substitution

substitution

substitution

substitution

substitution

substitution

substitution

substitution

substitution

Base
N base(s)
substituted

1 G>A

1 G>C

1C>T

1 C>G

1 C>A

1 A>T

1 T>G

1 T>A

1 C>A

1 C>G

1 G>A

1 A>T

1 T>A

1 C>A

1 G>A

1 A>C

1G>C

Classification
Likely pathogenic

Likely pathogenic

Pathogenic

Likely pathogenic
Likely pathogenic

Likely pathogenic

Pathogenic

Likely pathogenic

Likely pathogenic

Likely pathogenic

Likely pathogenic

Likely pathogenic

Likely pathogenic

Likely pathogenic

Likely pathogenic

Likely pathogenic

Likely pathogenic

75

Status

VALIDATED

VALIDATED

VALIDATED

VALIDATED

VALIDATED

VALIDATED

VALIDATED

VALIDATED

VALIDATED

VALIDATED

VALIDATED

VALIDATED

VALIDATED

VALIDATED

VALIDATED

VALIDATED

VALIDATED

Using In silico

prediction?

UNKNOWN

UNKNOWN

UNKNOWN

UNKNOWN

UNKNOWN

UNKNOWN

UNKNOWN

UNKNOWN

UNKNOWN

UNKNOWN

UNKNOWN

UNKNOWN

UNKNOWN

UNKNOWN

UNKNOWN

UNKNOWN

UNKNOWN

. Functional
Fonctional test
approach?

NO
NO

NO

UNKNOWN

UNKNOWN

NO

NO

NO

NO

NO

UNKNOWN

NO

UNKNOWN

YES Unknown

YES Unknown

UNKNOWN

YES Unknown

Consequence

Another missense mutation in the same

position is also disease causing

No effect

No effect

No effect


mitog PC
テキストボックス
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Location
Exon 3
Exon 3

Exon 3

Exon 3

Exon 3

Exon 3
Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 4

Usual name protein name

G569R p.(Gly569Arg)
Gb569A p.(Gly569Ala)
Y570N p.(Tyr570Asn)
Y570C p.(Tyr570Cys)
Y570F p.(Tyr570Phe)
L571F p.(Leu571Phe)
L571FG>C p.(Leu571Phe)
I572F p.(lle572Phe)
F573S p.(Phe573Ser)
S595G p.(Ser595Gly)
1598F p.(l1e598Phe)
E627G p.(Glu627Gly)
E627D p.(Glu627Asp)
L632F p.(Leu632Phe)
M659K p.(Met659Lys)
M662T p.(Met662Thr)
E688K p.(Glu688Lys)

G755RG>C  p.(Gly755Arg)

Sequence change Alteration

¢.1705G>C
c.1706G>C

c.1708T>A

c.1709A>G

c.1709A>T

c.1713G>T
c.1713G>C

c.1714A>T

c.1718T>C

c.1783A>G

c.1792A>T

c.1880A>G

c.1881A>T

c.1896G>T

c.1976T>A

c.1985T>C

c.2062G>A

€.2263G>C

substitution
substitution

substitution

substitution

substitution

substitution
substitution

substitution

substitution

substitution

substitution

substitution

substitution

substitution

substitution

substitution

substitution

substitution

Base
N base(s)
substituted

1 G>C
1 G>C

1 T>A

1 A>G

1 A>T

1 G>T
1 G>C

1 A>T

1 T>C

1 A>G

1 A>T

1 A>G

1 A>T

1 G>T

1 T>A

1T>C

1 G>A

1 G>C

Classification
Pathogenic
Likely pathogenic

Likely pathogenic

Likely pathogenic

Likely pathogenic

Likely pathogenic
Likely pathogenic

Likely pathogenic

Likely pathogenic

Likely pathogenic

Likely pathogenic

Pathogenic

Likely pathogenic

Pathogenic
Pathogenic
Likely pathogenic
Likely pathogenic

Pathogenic

76

Status

VALIDATED

VALIDATED

VALIDATED

VALIDATED

VALIDATED

VALIDATED

VALIDATED

VALIDATED

VALIDATED

VALIDATED

VALIDATED

VALIDATED

VALIDATED

VALIDATED

VALIDATED

VALIDATED

VALIDATED

VALIDATED

Using In silico

prediction?

UNKNOWN
UNKNOWN

UNKNOWN

UNKNOWN

UNKNOWN

UNKNOWN
UNKNOWN
UNKNOWN

UNKNOWN

UNKNOWN

UNKNOWN

UNKNOWN

UNKNOWN

UNKNOWN

UNKNOWN

UNKNOWN

UNKNOWN

UNKNOWN

Fonctional test

NO

NO

UNKNOWN

NO

UNKNOWN

UNKNOWN
UNKNOWN
UNKNOWN

NO

UNKNOWN

NO

NO

NO
NO

NO

NO

NO

UNKNOWN

Functional

Consequence
approach? 4

published in the tollowing article:;Klin Padiatr.
2009 Nov-Dec;221(6):379-81. Epub 2009 Nov
4.;;Twenty year follow up of a patient with a
new de-novo NLRP3 mutation (S595G) and
CINCA syndrome.;Kanariou M, Dracou C,
Spanou K, M7#ller J, R7hsen-Wolff A, Schuster

V. Roesler J.

Substitution of a nucleotide


mitog PC
テキストボックス
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Location Usual name protein name Sequence change Alteration N base(s) Base_ Classification Status Usm_g l,ﬂ silico Fonctional test Functional Consequence
substituted prediction? approach?

Exon 4 G755RG>A  p.(Gly755Arg) c.2263G>A substitution 1 G>A Pathogenic VALIDATED  UNKNOWN NO

Exon 4 G755A p.(Gly755Ala) €.2264G>C  substitution 1 G>C Likely pathogenic  VALIDATED  UNKNOWN NO

Exon 6 Y859H p.(Tyr859His) c.2575T>C substitution 1 T>C Likely pathogenic  VALIDATED UNKNOWN NO

Exon 6 Y859C p.(Tyr859Cys)  ¢.2576A>G substitution 1 A>G Likely pathogenic  VALIDATED UNKNOWN UNKNOWN

77
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Location

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3
Exon 3

Exon 3

Exon 3

Exon 3

Usual name

R170S

C259W

R260W

R260L

R260P

V262A

L264F

L264V

L264H

L264R
L264P

D303N

D303H

D303G

D303A

E304K
L305P

G307S

G307V

F309S

N controls  Techniques used

Sequencing Sanger

196 Sequencing Sanger

134 Sequencing Sanger

74 Sequencing Sanger

74 Sequencing Sanger

950 Sequencing Sanger

924 Sequencing Sanger
200 Sequencing Sanger
916 Sequencing Sanger

50 Sequencing Sanger

1000 Sequencing Sanger Sequencing NGS

138 Sequencing Sanger

400 Sequencing Sanger

112 Sequencing Sanger

500 Sequencing Sanger Sequencing NGS

Sequencing Sanger
68 Sequencing Sanger

Sequencing Sanger

300 Sequencing Sanger

140 Sequencing Sanger

Change/define RFLP

UNKNOWN

UNKNOWN

NO

UNKNOWN

UNKNOWN

UNKNOWN

UNKNOWN

UNKNOWN

UNKNOWN

UNKNOWN
UNKNOWN

destroys Taql t/cga

UNKNOWN

UNKNOWN

UNKNOWN

UNKNOWN

destroys Alul ag/ct

UNKNOWN

UNKNOWN

UNKNOWN

Disease related

symptoms

Symptomatic

Symptomatic

Symptomatic

Symptomatic

Symptomatic

Symptomatic

Symptomatic
Symptomatic
Symptomatic
Symptomatic

Symptomatic
Symptomatic
Symptomatic

Symptomatic

Symptomatic

Symptomatic
Symptomatic

Symptomatic

Symptomatic

Symptomatic

78

Associated phenotype

NLRP3-AID-moderate (MWS)

NLRP3-AID-mild (FCAS)

NLRP3-AID-mild (FCAS) NLRP3-AID-moderate
(MWS)

NLRP3-AID-moderate (MWS)

NLRP3-AID-severe (CINCA/NOMID)

NLRP3-AID-severe (CINCA/NOMID)

NLRP3-AID-severe (CINCA/NOMID)
NLRP3-AID-moderate (MWS)
NLRP3-AID-severe (CINCA/NOMID)

NLRP3-AID-severe (CINCA/NOMID)

CAPS

NLRP3-AID-severe (CINCA/NOMID) NLRP3-AID-
moderate (MWS)
NLRP3-AID-severe (CINCA/NOMID)

NLRP3-AID-severe (CINCA/NOMID) Mild

NLRP3-AID-moderate (MWS)

NLRP3-AID-severe (CINCA/NOMID)
NLRP3-AID-mild (FCAS)

NLRP3-AID-severe (CINCA/NOMID)

NLRP3-AID-severe (CINCA/NOMID)

NLRP3-AID-severe (CINCA/NOMID)

Ancestry/origin

United states/Caucasian

France/

United kingdom/

United kingdom/

United states/Hispanic

United states/Caucasian and hispanic
United kingdom/Caucasian
Argentina/

Bangladesh/

France - Austria/Caucasian
France/

Spain/Caucasian

Thailand/

Spain/

Italy/
Canada/

Japan/Asian

United states/Asian


mitog PC
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Location

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Usual name

F309Y

E311K

H312P

R3256W

G326E

T348M

A352T

A352V

L353P

E354D

K355T

H358R

A374D

T405P

M406V

M406l

T436P

T436A

T436N

T436]

N controls  Techniques used

140 Sequencing Sanger

Sequencing Sanger

28 Sequencing Sanger
Sequencing Sanger
300 Sequencing Sanger

146 Sequencing Sanger

200 Sequencing Sanger

300 Sequencing Sanger

300 Sequencing Sanger

98 Sequencing Sanger

200 Sequencing Sanger Sequencing NGS

140 Sequencing Sanger

972 Sequencing Sanger

90 Sequencing Sanger

Sequencing Sanger
Sequencing Sanger
50 DGGE Sequencing Sanger

Unknown

140 Sequencing Sanger

78 Sequencing Sanger

Change/define RFLP

NO

UNKNOWN

NO

UNKNOWN

UNKNOWN

creates Nlalll catg/

UNKNOWN
creates Ahdl

gacnnn/nngtc
creates EcoHl

/ccsgg
UNKNOWN

UNKNOWN

creates Eco47lll

age/get
NO

UNKNOWN

UNKNOWN
UNKNOWN
UNKNOWN

UNKNOWN

NO

UNKNOWN

Disease related

symptoms

Symptomatic

Symptomatic

Symptomatic

Unknown

Symptomatic

Symptomatic

Symptomatic
Symptomatic

Symptomatic

Symptomatic

Symptomatic

Symptomatic

Symptomatic

Symptomatic

Symptomatic

Symptomatic

Symptomatic

Symptomatic

Symptomatic

Symptomatic

79

Associated phenotype
NLRP3-AID-severe (CINCA/NOMID) NOMID with
atypical features (congenital hearing loss,

autoantibodies, hepatitis)

NLRP3-AID-moderate (MWS)
NLRP3-AID-moderate (MWS)
NLRP3-AID-moderate (MWS)
NLRP3-AID-severe (CINCA/NOMID)

NLRP3-AID-moderate (MWS)

NLRP3-AID-severe (CINCA/NOMID)

NLRP3-AID-moderate (MWS)
NLRP3-AID-mild (FCAS)

NLRP3-AID-severe (CINCA/NOMID)

NLRP3-AID-moderate (MWS)

NLRP3-AID-severe (CINCA/NOMID)

NLRP3-AID-severe (CINCA/NOMID)

NLRP3-AID-severe (CINCA/NOMID)

NLRP3-AID-severe (CINCA/NOMID)
NLRP3-AID-severe (CINCA/NOMID)
NLRP3-AID-severe (CINCA/NOMID)

NLRP3-AID-mild (FCAS)

NLRP3-AID-severe (CINCA/NOMID)

NLRP3-AID-severe (CINCA/NOMID) Mild

Ancestry/origin

United states/Mexican

France/

Japan/Asian
United kingdom/Caucasian
/

France/

United kingdom/

United states/
United states/

United kingdom/

Japan/

United states/

Czech republic/

France/Caucasian

Italy/
Belgium/

/

France/Asian
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Location

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Usual name

A439T

A439P

A439V

F443L

N477K

[480F

F523C

F523Y

F523LC>A

F523LC>G

E525K

E525V

Y563N

F566L

E567K

E567A

K568N

N controls  Techniques used

122 Sequencing Sanger

50 Sequencing Sanger

300 Sequencing Sanger

930 Sequencing Sanger
Sequencing Sanger

400 Sequencing Sanger

296 Sequencing Sanger

Sequencing Sanger

936 Sequencing Sanger

936 Sequencing Sanger

300 Sequencing Sanger

Sequencing Sanger

188 Sequencing Sanger

Sequencing Sanger

200 Sequencing Sanger

Sequencing Sanger

Sequencing Sanger

Change/define RFLP

destroys Acil ccge

creates Hpall ¢/cgg

destroys Sacll
cecge/gg

UNKNOWN
UNKNOWN

UNKNOWN

UNKNOWN

UNKNOWN

UNKNOWN

UNKNOWN

UNKNOWN

UNKNOWN

UNKNOWN

UNKNOWN

UNKNOWN

UNKNOWN

UNKNOWN

Disease related

symptoms

Symptomatic

Symptomatic

Symptomatic

Symptomatic
Symptomatic

Symptomatic

Symptomatic

Symptomatic

Symptomatic

Symptomatic

Symptomatic

Symptomatic

Symptomatic

Symptomatic

Symptomatic

Symptomatic

Symptomatic
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Associated phenotype
NLRP3-AID-moderate (MWS)

NLRP3-AID-severe (CINCA/NOMID)

NLRP3-AID-mild (FCAS)

NLRP3-AID-severe (CINCA/NOMID)

NLRP3-AID-severe (CINCA/NOMID)
NLRP3-AID-severe (CINCA/NOMID) NLRP3-AID-
moderate (MWS)

NLRP3-AID-moderate (MWS)

NLRP3-AID-severe (CINCA/NOMID)

NLRP3-AID-severe (CINCA/NOMID)

NLRP3-AID-severe (CINCA/NOMID) Schnitzler's

syndrome

NLRP3-AID-mild (FCAS)

NLRP3-AID-severe (CINCA/NOMID)

NLRP3-AID-mild (FCAS)

NLRP3-AID-severe (CINCA/NOMID)

NLRP3-AID-moderate (MWS)

NLRP3-AID-moderate (MWS)

NLRP3-AID-severe (CINCA/NOMID)

Ancestry/origin
France/

Brazil/

United states/

United states/Caucasian
Italy/

Turkey/

United states/Caucasian

Canada/

Argentina/

United states/

Ukraine/

United states/Caucasian

France/

Japan/Asian

United states/
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Location
Exon 3
Exon 3

Exon 3

Exon 3

Exon 3

Exon 3
Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 4

Usual name
Gb569R
G569A
Y570N

Y570C

Y570F

L571F
L571FG>C
I572F

F573S

S595G

[598F

E627G

E627D

L632F

M659K

M662T

E688K

G755RG>C

N controls  Techniques used
122 Sequencing Sanger
37 Sequencing Sanger

1000 Sequencing Sanger Sequencing NGS

936 Sequencing Sanger

Sequencing Sanger

200 Sequencing Sanger
Sequencing Sanger

200 Sequencing Sanger

140 Sequencing Sanger

306 Sequencing Sanger

50 Sequencing Sanger

300 Sequencing Sanger

PCR- amplification and bi-directional

98 Sequencing Sanger
300 Sequencing Sanger
140 Sequencing Sanger

Sequencing Sanger

Sequencing Sanger

Change/define RFLP

creates Acil ccgc
UNKNOWN

UNKNOWN

UNKNOWN

UNKNOWN

UNKNOWN
UNKNOWN
UNKNOWN

NO

UNKNOWN

UNKNOWN

destroys Tsp509I
/aatt
UNKNOWN

UNKNOWN
UNKNOWN
destroys Nlalll catg/
UNKNOWN

UNKNOWN

Disease related

symptoms

Symptomatic
Symptomatic

Symptomatic

Symptomatic

Symptomatic

Symptomatic
Symptomatic

Symptomatic

Symptomatic

Symptomatic

Symptomatic

Symptomatic

Symptomatic

Symptomatic
Symptomatic
Symptomatic
Symptomatic

Symptomatic
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Associated phenotype
NLRP3-AID-moderate (MWS)
NLRP3-AID-severe (CINCA/NOMID)

CAPS

NLRP3-AID-severe (CINCA/NOMID)

NLRP3-AID-severe (CINCA/NOMID)

NLRP3-AID-severe (CINCA/NOMID)
NLRP3-AID-severe (CINCA/NOMID)

NLRP3-AID-severe (CINCA/NOMID)

NLRP3-AID-severe (CINCA/NOMID)

NLRP3-AID-severe (CINCA/NOMID)

NLRP3-AID-severe (CINCA/NOMID) NLRP3-AID-

moderate (MWS)

NLRP3-AID-mild (FCAS)

NLRP3-AID-severe (CINCA/NOMID)

NLRP3-AID-severe (CINCA/NOMID) Mild

NLRP3-AID-mild (FCAS)
NLRP3-AID-severe (CINCA/NOMID)
NLRP3-AID-severe (CINCA/NOMID)

NLRP3-AID-severe (CINCA/NOMID)

Ancestry/origin
United kingdom/
Turkey/Caucasian

France/Caucasian

United states/

/

Norway/
Puerto rico/Hispanic

Australia/Caucasian

/

Greece/

India/

United states/

Portugal/

France/
United states/
/

Italy/

United states/Asian
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Location

Exon 4

Exon 4

Exon 6

Exon 6

Usual name

G755RG>A

GT755A

Y859H

Y859C

N controls  Techniques used

Sequencing Sanger

1476 Sequencing Sanger

500 Sequencing Sanger

50 Sequencing Sanger

Change/define RFLP

UNKNOWN

UNKNOWN

UNKNOWN

UNKNOWN

Disease related

symptoms

Symptomatic

Symptomatic

Symptomatic

Symptomatic

82

Associated phenotype

NLRP3-AID-severe (CINCA/NOMID)

NLRP3-AID-severe (CINCA/NOMID)

CAPS
NLRP3-AID-severe (CINCA/NOMID) arthralgias,
headache, intracranial hypertension, hearing loss,

short stature

Ancestry/origin

India/Asian

United states/Caucasian

Netherlands/Netherlands

Netherlands/
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Location

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3
Exon 3

Exon 3

Exon 3

Exon 3

Usual name

R170S

C259W

R260W

R260L

R260P

V262A

L264F

L264V

L264H

L264R
L264P

D303N

D303H

D303G

D303A

E304K
L305P

G307S

G307V

F309S

Comment

Mosaicism 6%

Somatic mosaicism

Input date

2013/12/13

2007/4/9

2002/6/21

2003/12/29

2003/12/29

2007/4/9

2007/4/9
2007/5/17
2002/9/16

2004/8/17
2017/8/16

2002/6/21

2007/3/15

2003/12/29

2013/12/13

2007/7/3
2002/7/12

2011/9/1

2006/8/8

2002/7/28

References

Nakagawa K et al Publication (Medline Abstract): https://www.ncbi.nIlm.nih.gov/pubmed/24326009

Aksentijevich | Putnam CD et al. Publication (Medline Abstract):
http://www.ncbi.nlm.nih.gov/pubmed/17393462

Dode et al Publication (Medline Abstract): http://www.ncbi.nlm.nih.gov/pubmed/11992256

Neven B Publication (Medline Abstract): http://www.bloodjournal.org/cgi/reprint/2003-07-2531v1.pdf

Neven B Publication (Medline Abstract): http://www.bloodjournal.org/cgi/reprint/2003-07-2531v1.pdf

Aksentijevich | Putnam CD et al. Publication (Medline Abstract):

http://www.ncbi.nlm.nih.gov/pubmed/17393462
Aksentijevich | Putnam CD et al. Publication (Medline Abstract):

http://www.ncbi.nlm.nih.gov/pubmed/17393462

Rowczenio DM Russell TL Lachmann HJ Hawkins PN Personal communication
Aksentijevich et al Publication (Medline Abstract): http://www.ncbi.nlm.nih.gov/pubmed/12483741

Phuah HK Domingo-Rittore C Touitou | Personal communication

Lazaro E Sarrabay G Dumont B Touitou | Personal communication
Dode et al Publication (Medline Abstract): http://www.ncbi.nlm.nih.gov/pubmed/11992256

Arostegui JI Ibanez M Yague J Personal communication

Neven B Publication (Medline Abstract): http://www.bloodjournal.org/cgi/reprint/2003-07-2531v1.pdf

Nakagawa K et al Publication (Medline Abstract): http://www.ncbi.nlm.nih.gov/pubmed/24326009

Caroli F etal Publication (Medline Abstract): http://www.ncbi.nim.nih.gov/pubmed/16920754
Aganna et al Publication (Medline Abstract): http://www.ncbi.nlm.nih.gov/pubmed/12355493

Saito M et al Publication (Medline Abstract): http://www.ncbi.nim.nih.gov/pubmed/18063752

Matsubara T Hasegawa M Shiraishi M Hoffman HM Ichiyama T Tanaka T Ueda H Ishihara T Furukawa S
Publication (Medline Abstract): http://www.ncbi.nlm.nih.gov/pubmed/16802372

Feldmann et al Publication (Medline Abstract): http://www.ncbi.nim.nih.gov/pubmed/12032915
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Location

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Exon 3

Usual name

F309Y

E311K

H312P

R3256W

G326E

T348M

A352T

A352V

L353P

E354D

K355T

H358R

A374D

T405P

M406V

M406l

T436P

T436A

T436N

T436]

Comment

Somatic mosaicism

Associated with

mosaicism

Input date References

2013/5/30 Broderick LB Chang J Szer | Hoffman HM Congress abstract:7th Congress of ISSAID, Lausanne, Switzerland,
2013

2006/8/8 Mirault T Launay D Cuisset L Hachulla E Lambert M Queyrel V. Quemeneur T Morell-Dubois S Hatron P
Publication (Medline Abstract): http://www.ncbi.nlm.nih.gov/pubmed/16646042

2007/12/26 Koike R Kubota T HaraY Ito S Suzuki K Yanagisawa K Uchibori K Miyasaka N Publication (Medline
Abstract): http://www.ncbi.nlm.nih.gov/pubmed/18084703

2009/1/7 Savic S Emery P McDermott MF Personal communication

2005/7/3 Kilcline C Shinkai K Bree A Modica R Von Scheven E Frieden 1) Publication (Medline Abstract):
http://www.ncbi.nlm.nih.gov/pubmed/15724022

2002/6/21 Dode et al Publication (Medline Abstract): http://www.ncbi.nIim.nih.gov/pubmed/11992256

2009/6/19 Rowczenio DM Russell TL Lachmann HJ Hawkins PN Personal communication

2002/4/30 Hoffman et al Publication (Medline Abstract): http://www.ncbi.nlm.nih.gov/pubmed/11687797

2002/9/17 Hoffman et al Publication (Medline Abstract): http://www.ncbi.nim.nih.gov/pubmed/12522564

2003/12/29 Neven B Publication (Medline Abstract): http://www.bloodjournal.org/cgi/reprint/2003-07-2531v1.pdf

2013/12/13 Nakagawa K et al Publication (Medline Abstract): http://www.ncbi.nlm.nih.gov/pubmed/24326009

2002/7/28 Feldmann et al Publication (Medline Abstract): http://www.ncbi.nlm.nih.gov/pubmed/12032915
2002/9/16 Aksentijevic et al Publication (Medline Abstract): http://www.ncbi.nIm.nih.gov/pubmed/12483741

2003/12/29 neven B Publication (Medline Abstract): http://www.bloodjournal.org/cgi/reprint/2003-07-2531v1.pdf

2011/10/10 Tanaka N lzawa K Saito MK Ohara O Nishikomori R Publication (Medline Abstract):
http://www.ncbi.nlm.nih.gov/pubmed/21702021

2007/7/27 Caroli F etal Publication (Medline Abstract): http://www.ncbi.nlm.nih.gov/pubmed/16920754
2006/2/28 Verellen-Dumoulin C Dussart A Dumont B Rittore-Domingo C Touitou | Personal communication

2007/6/23 Zeft Aetal Publication (Medline Abstract): http://www.ncbi.nIm.nih.gov/pubmed/17513575

2002/7/28 Feldmann et al Publication (Medline Abstract): http://www.ncbi.nlm.nih.gov/pubmed/12032915

2003/12/29 Neven B Publication (Medline Abstract): http://www.bloodjournal.org/cgi/reprint/2003-07-2531v1.pdf
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Location Usual name Comment Input date References

Exon 3 A439T 2002/6/21 Dode et al Publication (Medline Abstract): http://www.ncbi.nlm.nih.gov/pubmed/11992256

Exon 3 A439P 2004/9/17 Raskin S Rittore C Touitou | Personal communication

Exon 3 A439V De novo mutation 2002/4/30 Hoffman et al Publication (Medline Abstract): http://www.ncbi.nlm.nih.gov/pubmed/11687797
Aksentijevich | Putnam CD et al. Publication (Medline Abstract):

Exon 3 F443L 2007/4/9
http://www.ncbi.nlm.nih.gov/pubmed/17393462

Exon 3 N477K 2007/7/3 Caroli F etal Publication (Medline Abstract): http://www.ncbi.nlm.nih.gov/pubmed/16920754
Dalgic B Egritas O Sari S Cuisset L Publication (Medline Abstract):

Exon 3 1480F 2007/5/23

http://www.ncbi.nlm.nih.gov/pubmed/17486372

Aksentijevich | Putnam CD et al. Publication (Medline Abstract):
Exon 3 F523C 2007/4/9
http://www.ncbi.nlm.nih.gov/pubmed/17393462

Exon 3 F523Y 2017/8/18 Rusmini et al. Publication (Medline Abstract): https://www.ncbi.nlm.nih.gov/pubmed/26386126?dopt=Abstract

Exon 3 F523LC>A 2002/9/16 Aksentijevich et al Publication (Medline Abstract): http://www.ncbi.nlm.nih.gov/pubmed/12483741
Also found in a patient
with Schnitzler
syndrome (somatic

Exon 3 F523LC>G  mosaicism) 2002/9/16 Aksentijevich et al Publication (Medline Abstract): http://www.ncbi.nlm.nih.gov/pubmed/12483741
http://www.ncbi.nlm.n
ih.gov/pubmed/25239

704
Stack JH Beaumont K Larsen PD Straley KS Henkel GW Randle JCR Hoffman HM Publication (Medline
Exon3  E525K 2005/8/16 _ _
Abstract): http://www.ncbi.nim.nih.gov/pubmed/16081838
Exon 3 E525V 2010/11/30 Roesler ) Personal communication
Exon 3 Y563N 2007/4/9 Aksentijevich | Putnam CD etal Publication (Medline Abstract): http://www.ncbi.nlm.nih.gov/pubmed/17393462
Associated with Tanaka N lzawa K Saito MK Ohara O Nishikomori R Publication (Medline Abstract):
Exon 3 F566L 2011/10/10
mosaicism http://www.ncbi.nlm.nih.gov/pubmed/21702021
A ated with Saito M Nishikomori R Kambe N Fujisawa A Tanizaki H Takeichi K Imagawa T lehara T Takada H
ssociated wi
Exon 3 E567K o 2007/12/6 Matsubayashi T Tanaka H Kawashima H Kawakami K Kagami S et al. Publication (Medline Abstract):
mosaicism
https://www.ncbi.nlm.nih.gov/pubmed/18063752
Exon 3 E567A 2013/12/13 Nakagawa K et al Publication (Medline Abstract): https://www.ncbi.nIlm.nih.gov/pubmed/24326009
Associated with Tanaka N Izawa K Saito MK Ohara O Nishikomori R Publication (Medline Abstract):
Exon 3 K568N 2011/10/10
mosaicism http://www.ncbi.nlm.nih.gov/pubmed/21702021
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Location Usual name Comment Input date References

Exon 3 G569R 2002/6/21 Dode et al Publication (Medline Abstract): http://www.ncbi.nIm.nih.gov/pubmed/11992256

Exon 3 G569A 2008/3/13 Horstmann RD Timmann C Burwinkel S Personal communication

Exon 3 Y570N Mosaicism 24% 2017/8/16 Maurier F Sarrabay G Rittore C Touitou | Personal communication

Exon 3 Y570C 2002/9/16 Aksentijevich et al Publication (Medline Abstract): http://www.ncbi.nlm.nih.gov/pubmed/12483741
Bybee A Aganna E Lachmann HJ Nedjai B McDermott MF Hawkins PN Congress abstract:FMF and Beyond,

Exon3  Y570F 2006/4/4
Bethesda, USA, Nov 2005

Exon 3 L571F 2008/2/25 Rowczenio DM Russell TL Lachmann HJ Hawkins PN Personal communication

Exon 3 L571FG>C 2010/5/6 Aksentijevich | Personal communication

Exon 3 I1572F 2008/2/25 Rowczenio DM Russell TL Lachmann HJ Hawkins PN Personal communication

Exon 3 F573S 2002/7/28 Feldmann et al Publication (Medline Abstract): http://www.ncbi.nlm.nih.gov/pubmed/12032915

Kanariou M Dracou C Spanou K M7iller J R7fsen-Wolff A Schuster V Roesler J. Publication (Medline
Exon 3 S595G 2010/11/30 ) ]
Abstract): http://www.ncbi.nlm.nih.gov/pubmed/19890791

Mosaicism for this
Exon 3 I1598F variant. Mutation 2013/3/29 Sawhney S Philibert L Dumont B Touitou | Personal communication
found de novo

Exon 3 E627G de novo mutation 2002/4/30 Hoffman et al Publication (Medline Abstract): http://www.ncbi.nlm.nih.gov/pubmed/11687797

Exon 3 E627D 2010/9/9 Novo A SofiaH Teixeira M Almeida R Matos P Guedes M. Personal communication

Exon 3 L632F 2003/12/29 Neven B Publication (Medline Abstract): http://www.bloodjournal.org/cgi/reprint/2003-07-2531v1.pdf
Stack JH Beaumont K Larsen PD Straley KS Henkel GW Randle JCR Hoffman HM Publication (Medline

Exon3  M659K 2005/8/16 _ _
Abstract): http://www.ncbi.nlm.nih.gov/pubmed/16081838

Exon 3 M662T 2002/7/28 Feldmann et al Publication (Medline Abstract): http://www.ncbi.nlm.nih.gov/pubmed/12032915

Exon 3 E688K 2007/7/3 Caroli F etal Publication (Medline Abstract): http://www.ncbi.nlm.nih.gov/pubmed/16920754
Matsubayashi T Sugiura H Arai T Oh-Ishi T InamoY Publication (Medline Abstract):

Exon4  G755RG>C 2006/8/8

http://www.ncbi.nlm.nih.gov/pubmed/16449034
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Location

Exon 4

Exon 4

Exon 6

Exon 6

Usual name

G755RG>A

GT755A

Y859H

Y859C

Comment
| have seen it in two
patients with a fairly

severe phenotype.

Input date

2012/5/7

2007/1/10

2013/5/6

2004/9/2

References
Jesus AA et al 2008 J Clin Immunol Publication (Medline Abstract):
http://www.ncbi.nlm.nih.gov/pubmed/18080732

Aksentijevic | Remmers EF: Goldbach-Mansky R Reiff A Kastner DL Publication (Medline Abstract):
https://www.ncbi.nlm.nih.gov/pubmed/16871551

Marielle Van Gijn Personal communication

Frenkel J Van Kempen MJA Kuis W Ploos Van Amstel JK Publication (Medline Abstract):
http://www.ncbi.nlm.nih.gov/pubmed/15334500
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Name

NM_004895.4(NLRP3):c.61G>C (p.Asp21His)

NM_004895.4(NLRP3):c.784C>T (p.Arg262Trp)

NM_004895.4(NLRP3):c.785G>C (p.Arg262Pro)

NM_001243133.1(NLRP3):c.902G>A (p.Gly301Asp)

NM_004895.5(NLRP3):c.911T>G (p.Phe304Cys)

NM_004895.4(NLRP3):c.913G>A (p.Asp305Asn)

NM_004895.4(NLRP3):c.916G>A (p.Glu306Lys)
NM_004895.4(NLRP3):c.920T>C (p.Leu307Pro)
NM_004895.4(NLRP3):c.925G>C (p.Gly309Arg)
NM_004895.4(NLRP3):c.926G>T (p.Gly309Val)
NM_001243133.1(NLRP3):¢c.926T>C (p.Phe309Ser)
NM_004895.4(NLRP3):c.983G>A (p.Gly328GIu)

NM_001243133.2(NLRP3):c.1000A>G (p.lle334Val)

NM_004895.4(NLRP3):c.1049C>T (p.Thr350Met)

NM_004895.4(NLRP3):c.1061C>T (p.Ala354Val)

NM_004895.4(NLRP3):c.1064T>C (p.Leu355Pro)

NM_004895.4(NLRP3):c.1071A>C (p.Lys357Asn)
NM_004895.4(NLRP3):c.1219A>C (p.Thr407Pro)

NM_004895.4(NLRP3):c.1313C>T (p.Thr438lle)
NM_004895.4(NLRP3):c.1322C>T (p.Ala441Val)

NM_004895.4(NLRP3):c.1579G>A (p.Glu527Lys)

NM_004895.4(NLRP3):c.1705G>A (p.Glu569Lys)

Gene(s)

NLRP3

NLRP3

NLRP3

NLRP3

NLRP3

NLRP3

NLRP3
NLRP3
NLRP3
NLRP3
NLRP3
NLRP3
NLRP3

NLRP3

NLRP3

NLRP3

NLRP3
NLRP3

NLRP3
NLRP3

NLRP3
NLRP3

Protein change

D21H, D19H

R260W, R262W

R262P, R260P

G303D, G301D

F304C, F302C

D303N, D305N

E306K, E304K
L307P, L305P
G309R, G307R
G309V, G307V
F309S, F311S
G328E, G326E

1334V, 1336V

T350M, T348M

A352V, A354V

L353P, L355P

K357N, K355N
T407P, T405P

T438l, T436l
A439V, Ad41V

E527K, E525K

E569K, E567K

Condition(s)

Keratitis fugax hereditaria
Cryopyrin associated periodic syndrome|Familial amyloid nephropathy with urticaria AND

deafness|not provided|Familial cold urticaria
Familial cold urticarialnot provided|Chronic infantile neurological, cutaneous and articular

syndrome

Familial cold urticarialnot specified

Cryopyrin associated periodic syndrome

Cryopyrin associated periodic syndrome|not provided|Familial cold urticarial Familial amyloid
nephropathy with urticaria AND deafness|Chronic infantile neurological, cutaneous and articular
syndrome

Familial cold urticarialnot provided

Familial cold urticarialnot provided

not provided

Familial cold urticarialCryopyrin associated periodic syndrome

Chronic infantile neurological, cutaneous and articular syndrome|Familial cold urticaria
Familial cold urticarialCryopyrin associated periodic syndrome

Cryopyrin associated periodic syndrome

not provided|Familial amyloid nephropathy with urticaria AND deafness|Familial cold

urticarial Cryopyrin associated periodic syndrome
not provided|Familial amyloid nephropathy with urticaria AND deafness|Cryopyrin associated

periodic syndrome|Familial cold urticaria
not specified|not provided|Familial cold urticarialChronic infantile neurological, cutaneous and

articular syndrome|DEAFNESS, AUTOSOMAL DOMINANT 34, WITH OR WITHOUT
INFLAMMATION |Familial cold urticarial Familial amyloid nephropathy with urticaria AND
deafness|Keratitis fugax hereditaria| Cryopyrin associated periodic syndrome

not provided
not provided|Familial cold urticaria

Familial cold urticarial Cryopyrin associated periodic syndrome
Cryopyrin associated periodic syndrome|not specified|not provided|Familial cold urticaria

Familial cold urticarialCryopyrin associated periodic syndrome

Familial cold urticarialCryopyrin associated periodic syndrome
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Name

NM_004895.4(NLRP3):c.1711G>A (p.Gly571Arg)
NM_001243133.1(NLRP3):c.1705G>C (p.Gly569Arg)
NM_001243133.1(NLRP3):c.1718T>C (p.Phe573Ser)
NM_004895.4(NLRP3):c.1789A>G (p.Ser597Gly)
NM_001079821.2(NLRP3):c.1805A>G (p.GIn602Arg)
NM_001243133.1(NLRP3):c.1880A>G (p.Glu627Gly)
NM_004895.4(NLRP3):c.2582A>G (p.Tyr861Cys)

Gene(s)
NLRP3
NLRP3
NLRP3
NLRP3
NLRP3
NLRP3

NLRP3

Protein change
Gb571R, G569R
Gb69R, G571R
F573S, F575S
S597G, S595G
Q602R, Q600R
E627G, E629G

Y861C, Y859C, Y804C

Condition(s)

not provided

Familial cold urticarial Familial amyloid nephropathy with urticaria AND deafness
Chronic infantile neurological, cutaneous and articular syndrome|Familial cold urticaria
not provided

Pleural effusion|Pericardial effusion|Fever

Familial cold urticaria

not provided|Familial cold urticaria
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Name

NM_004895.4(NLRP3):c.61G>C (p.Asp21His)

NM_004895.4(NLRP3):c.784C>T (p.Arg262Trp)

NM_004895.4(NLRP3):c.785G>C (p.Arg262Pro)

NM_001243133.1(NLRP3):c.902G>A (p.Gly301Asp)

NM_004895.5(NLRP3):c.911T>G (p.Phe304Cys)

NM_004895.4(NLRP3):c.913G>A (p.Asp305Asn)

NM_004895.4(NLRP3):c.916G>A (p.Glu306Lys)
NM_004895.4(NLRP3):c.920T>C (p.Leu307Pro)
NM_004895.4(NLRP3):c.925G>C (p.Gly309Arg)
NM_004895.4(NLRP3):c.926G>T (p.Gly309Val)
NM_001243133.1(NLRP3):¢c.926T>C (p.Phe309Ser)
NM_004895.4(NLRP3):c.983G>A (p.Gly328GIu)

NM_001243133.2(NLRP3):c.1000A>G (p.lle334Val)

NM_004895.4(NLRP3):c.1049C>T (p.Thr350Met)

NM_004895.4(NLRP3):c.1061C>T (p.Ala354Val)

NM_004895.4(NLRP3):c.1064T>C (p.Leu355Pro)

NM_004895.4(NLRP3):c.1071A>C (p.Lys357Asn)
NM_004895.4(NLRP3):c.1219A>C (p.Thr407Pro)

NM_004895.4(NLRP3):c.1313C>T (p.Thr438lle)
NM_004895.4(NLRP3):c.1322C>T (p.Ala441Val)

NM_004895.4(NLRP3):c.1579G>A (p.Glu527Lys)

NM_004895.4(NLRP3):c.1705G>A (p.Glu569Lys)

Clinical significance (Last reviewed)

Likely pathogenic(Last reviewed: Oct 15, 2018)

Pathogenic(Last reviewed: Mar 13, 2019)

Likely pathogenic(Last reviewed: Dec 11, 2018)

Likely pathogenic(Last reviewed: May 18, 2019)

Pathogenic(Last reviewed: Dec 29, 2019)

Pathogenic(Last reviewed: Sep 19, 2019)

Pathogenic(Last reviewed: Apr 27, 2017)

Likely pathogenic(Last reviewed: Aug 11, 2016)
Likely pathogenic(Last reviewed: Jan 18, 2017)
Likely pathogenic(Last reviewed: May 4, 2019)
Pathogenic(Last reviewed: Jul 1, 2002)
Pathogenic(Last reviewed: Apr 24, 2019)

Likely pathogenic(Last reviewed: Sep 20, 2019)

Pathogenic(Last reviewed: Apr 1, 2020)

Pathogenic/Likely pathogenic(Last reviewed: Aug
9, 2019)

Pathogenic(Last reviewed: Oct 25, 2019)

Pathogenic(Last reviewed: May 4, 2017)
Likely pathogenic(Last reviewed: Aug 28, 2018)

Pathogenic(Last reviewed: Mar 13, 2019)
Pathogenic(Last reviewed: Nov 27, 2019)

Likely pathogenic(Last reviewed: Oct 29, 2018)

Pathogenic(Last reviewed: Aug 26, 2019)
90

Review status

criteria provided, single submitter

criteria provided, multiple submitters,

no conflicts

criteria provided, single submitter

criteria provided, single submitter

criteria provided, single submitter

criteria provided, multiple submitters,

no conflicts

criteria provided, single submitter
criteria provided, single submitter
criteria provided, single submitter
criteria provided, single submitter
no assertion criteria provided

criteria provided, single submitter

criteria provided, single submitter

criteria provided, multiple submitters,

no conflicts
criteria provided, multiple submitters,

no conflicts

criteria provided, multiple submitters,

no conflicts

criteria provided, single submitter
criteria provided, single submitter

criteria provided, single submitter

criteria provided, multiple submitters,

no conflicts

criteria provided, single submitter

criteria provided, single submitter

Accession

VCV000495298

VCV000004374

VCV000097969

VCV000097978

VCV000837881

VCV000004377

VCV000097981
VCV000097982
VCV000393082
VCV000097985
VCV000004378
VCV000097992
VCV000934291

VCV000097909

VCV000004373

VCV000004379

VCV000429285
VCV000097916

VCV000097924

VCV000004370

VCV000097939

VCV000097944

omosome

GRCh37Chr GRCh37Locatio GRCh38Chr

n

1 247582157

1 247587529

1 247587530

1 247587653

1 247587656

1 247587658

1 247587661

1 247587665

1 247587670

1 247587671

1 247587677

1 247587728

1 247587751

1 247587794

1 247587806

1 247587809

1 247587816

1 247587964

1 247588058

1 247588067

1 247588324

1 247588450

omosome

1
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GRCh37Chr GRCh37Locatio GRCh38Chr

Name Clinical significance (Last reviewed) Review status Accession omosome. omosome

NM_004895.4(NLRP3):c.1711G>A (p.Gly571Arg) Pathogenic(Last reviewed: Jul 9, 2013) criteria provided, single submitter VCV000234301 1 247588456 1
NM_001243133.1(NLRP3):c.1705G>C (p.Gly569Arg) Pathogenic(Last reviewed: Jun 1, 2002) no assertion criteria provided VCV000004375 1 247588456 1
NM_001243133.1(NLRP3):c.1718T>C (p.Phe573Ser) Pathogenic(Last reviewed: Jul 1, 2002) no assertion criteria provided VCV000004376 1 247588469 1
NM_004895.4(NLRP3):c.1789A>G (p.Ser597Gly) Likely pathogenic(Last reviewed: Jul 25, 2017) criteria provided, single submitter VCV000449311 1 247588534 1
NM_001079821.2(NLRP3):c.1805A>G (p.GIn602Arg) Likely pathogenic(Last reviewed: Jan 4, 2016) no assertion criteria provided VCV000374002 1 247588550 1
NM_001243133.1(NLRP3):c.1880A>G (p.Glu627Gly) Pathogenic(Last reviewed: Nov 1, 2001) no assertion criteria provided VCV000004372 1 247588631 1
NM_004895.4(NLRP3):c.2582A>G (p.Tyr861Cys) Pathogenic(Last reviewed: Jan 9, 2019) criteria provided, single submitter VCV000097960 1 247599355 1
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Name

NM_004895.4(NLRP3):c.61G>C (p.Asp21His)

NM_004895.4(NLRP3):c.784C>T (p.Arg262Trp)

NM_004895.4(NLRP3):c.785G>C (p.Arg262Pro)

NM_001243133.1(NLRP3):c.902G>A (p.Gly301Asp)

NM_004895.5(NLRP3):c.911T>G (p.Phe304Cys)

NM_004895.4(NLRP3):c.913G>A (p.Asp305Asn)

NM_004895.4(NLRP3):c.916G>A (p.Glu306Lys)
NM_004895.4(NLRP3):c.920T>C (p.Leu307Pro)
NM_004895.4(NLRP3):c.925G>C (p.Gly309Arg)
NM_004895.4(NLRP3):c.926G>T (p.Gly309Val)
NM_001243133.1(NLRP3):¢c.926T>C (p.Phe309Ser)
NM_004895.4(NLRP3):c.983G>A (p.Gly328GIu)

NM_001243133.2(NLRP3):c.1000A>G (p.lle334Val)

NM_004895.4(NLRP3):c.1049C>T (p.Thr350Met)

NM_004895.4(NLRP3):c.1061C>T (p.Ala354Val)

NM_004895.4(NLRP3):c.1064T>C (p.Leu355Pro)

NM_004895.4(NLRP3):c.1071A>C (p.Lys357Asn)
NM_004895.4(NLRP3):c.1219A>C (p.Thr407Pro)

NM_004895.4(NLRP3):c.1313C>T (p.Thr438lle)
NM_004895.4(NLRP3):c.1322C>T (p.Ala441Val)

NM_004895.4(NLRP3):c.1579G>A (p.Glu527Lys)

NM_004895.4(NLRP3):c.1705G>A (p.Glu569Lys)

GRCh38Location VariationID AllelelD(s)

247418855

247424227

247424228

247424351

247424354

247424356

247424359

247424363

247424368

247424369

247424375

247424426

247424449

247424492

247424504

247424507

247424514

247424662

247424756

247424765

247425022

247425148

495298

4374

97969

97978

837881

4377

97981

97982

393082

97985

4378

97992

934291

97909

4373

4379

429285

97916

97924

4370

97939

97944

486795

19413

103861

103870

823840

19416

103873

103874

364974

103877

19417

103884

930443

103801

19412

19418

421236

103808

103816

19409

103831

103836

dbSNP ID

rs200154873

rs121908150

rs180177442

rs180177441

rs121908153

rs180177484

rs180177431

rs1057524777

rs180177468

rs121908154

rs180177456

rs151344629

rs121908149

rs28937896

rs1131691298

rs180177445

rs180177433

rs121908146

rs180177458

rs104895389
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Canonical SPDI

NC_000001.11:247418854:G:C

NC_000001.11:247424226:C:T

NC_000001.11:247424227:G:C

NC_000001.11:247424350:G:A

NC_000001.11:247424353:T:G

NC_000001.11:247424355:G:A

NC_000001.11:247424358:G:A
NC_000001.11:247424362:T:C
NC_000001.11:247424367:G:C
NC_000001.11:247424368:G:T
NC_000001.11:247424374:T:C
NC_000001.11:247424425:G:A

NC_000001.11:247424448:A:G

NC_000001.11:247424491:C:T

NC_000001.11:247424503:C:T

NC_000001.11:247424506:T:C

NC_000001.11:247424513:A:C
NC_000001.11:247424661:A:C

NC_000001.11:247424755:C:T

NC_000001.11:247424764:C:T

NC_000001.11:247425021:G:A

NC_000001.11:247425147:G:A


mitog PC
テキストボックス
資料12.3


Name

NM_004895.4(NLRP3):c.1711G>A (p.Gly571Arg)
NM_001243133.1(NLRP3):c.1705G>C (p.Gly569Arg)
NM_001243133.1(NLRP3):c.1718T>C (p.Phe573Ser)
NM_004895.4(NLRP3):c.1789A>G (p.Ser597Gly)
NM_001079821.2(NLRP3):c.1805A>G (p.GIn602Arg)
NM_001243133.1(NLRP3):c.1880A>G (p.Glu627Gly)

NM_004895.4(NLRP3):c.2582A>G (p.Tyr861Cys)

GRCh38Location VariationID AllelelD(s) dbSNP ID

247425154

247425154

247425167

247425232

247425248

247425329

247436053

234301

4375

4376

449311

374002

4372

97960

231479

19414

19415

442799

360809

19411

103852

rs121908151
rs121908151
rs121908152
rs1553287287
rs1057518827
rs121908148

rs180177452
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Canonical SPDI

NC_000001.11:247425153:G:A
NC_000001.11:247425153:G:C
NC_000001.11:247425166:T:C
NC_000001.11:247425231:A:G
NC_000001.11:247425247:A:G
NC_000001.11:247425328:A:G

NC_000001.11:247436052:A:G
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