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[0001]

[0002]

[0003]

[0004]

[0005]

B M F
RIEMER BOREERB L ORIEMRBIRREDOR ) —= 7 ik
A [ipax it

AFENTOHETE 2 L D RIEVEIR ORI K CRIEMEIR BIRRIED AT
—=V 7 FEICET S,

R

AR FATAZAN DB ST, RIEMER R BRSO EIER L O EB IR
BOFETIRZBEINL TS GERFFSCIR1IUI2E M), L7ehi> T, ZhbDER A
WZDOWTHRINIFIEYV A & E T 2T EDRRE R EEN TV,

DR L OEBIIRE BITRIZR R Lo TRAE T D WTREME S IRIES L, #
BFERDOF LT, LHEZELHE T2 EPVLODHHITND, FilZ
X, FRREY ATV A REERBAR T DT E AT L CLHEEIEDRAEY 227 %)
ETDHEDRAMDILTND (RFFF RIS ) . LA LRAE, JVIEMIZHE T 57
DITIE, EBRDHIEHEOBRE B RD LT,

MV A 71275 — (Toll-like receptor) 1%, BB ROZ B THLToll DFRERS L
U CHBES I RS 72 8B 532 — AR B @A S AR T D (FRRFT S0
32, M IAIL T F—2a— T HBIGTF DV ODEAIZ T 573
Wi S B 95 2D A DAL Tz GERFFTFSCRA S ) . LD L7RAD, MY T A7
BT H— BB T OERIL DRSO SIEMR B EOBHEIZ DWW T BT
otz

BV oF > (galectin) (IH T 7 b—RITHEBWEE R T H L I E THLN, WHEHT
TBFE, 10O TV 7F L BRI TS, EOHT, HL7F > —21314kDad
YT 2oy MBI AR A EORES f~—% L., BTHFEFEET T
B CBEUIEEE ROZEPMBINTND, ETo, HL7F v —20RBUTEF A
FRE CITTE/MEE LU ERRIZZ RO ONATEBHOBILTNDD, £
DOFEM7RAEBEREIC DOV TV COR o T2 GERFTFSCIRG S ) o
FEFFSCHRL : RBE2002— 136291 52
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[0007]
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FEBH DB R

AFE, DI EEOSIEMRBORIE) ZATORIEDF Wk EMICRE TS
TR R T D LEEL T 5, AR E, DRSO RIER BOIRR
HDOAI)—=0 7 H AR T DA S T2,

ARFEPEDIT, LEIREA AR T A IS BRI A ER, ZORKE, MLIA
I 7 F—RUR T DO— LTS D ZIC B 452 L& R L2, EbIT, b
NIATV T Z =PV IF o — 28K R EAEMZ R 2800, WA DA
VEME S LM EEAT ) — =0 7T BT LTI IE S D RIEVESR B OTRHE
PN x AL, ARPILTEHTDICE T,

TR b, ARPNILLT D@ THD,

(1) M IA VBT Z— BB T DEFIEGITL . TR RITEE DV TRIEMER
BERET Dk

(2) ISR~ ELTIThD, (1) DFk,

)M IA LT BB T BN TFAIL T Z— 1B T THY, T4
B SR T BITHFET 2 — AL ARSI 5102013 B ORI Y
T A B FIIARFNFF200197F H OB IR Y T 2HEDOLH THD, (2)D
Tk,

(A M FA IV T E—BAR T BN TA IV T X —ABE T THY, %I FA7L
B S — ARG T BITHFE T 2 — AL DELY % 53D 2028 B DR LT Y
THHEEDLTITHD, (2) DI,

(B) MVIA IV T H— BB T B FA LT E—1BIBE T THY., EMFA7L
Y7 — 1B T OZRN, BFIF S 10201%F B OE A2 3EFIHF 520197
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[0009]

% B OFEO—HEL R LEER T HEZTITHD, (1) DFIk,

(6) MVIAIL S F—BEBTHMTA LT F—ABE T THY, T
Y S F— ARG T DERIN, BLFIE S 30202 H O D —H HL R LE IR T
#cHD2ATHD, (1) DI,

(7) RIEHER B DIHEIE THS (1) ~ (6) DV T b DIFik,

(8) LA 5 1 DEERLFNT I T2013F H DEEEZE T 108 ELL EORLF], X
(XZ ORI EH T O RIEMR AR e —7,

(9) FLF 75 1 DHEERLFNIZIVT2013F A OH L & oA iR 72240 T
EORIEMERBRER 71~ —,

(10) BeH3E 52D HALFNZIBUT1973 B O A5 Te 10 L, LRSI,
XIiTE ORI T HRIEMREBRER v —7,

(11) BEFNE B2 ERLFNIZ BV T197FH B O EE S L EREHIE 5280
TELRIEMREMER T~ —,

(12) BdF3E 5 3D H FEELFNC B T2023F B O EA 5T 108 HLL EOREF,
XiTE ORI E A T HRIEMRBRER v —7,

(13) BiF3E 5 3D EALFNZ BV T202% H D EA S ek A g 228D
TELRIEMREMER T~ —,

(14) MVIA VBT E—BLOHVIF L — 25 G AT — =07 RICE R G
BERMT DI, MOV T E—H L rF — 2L DM BAEREZNET ST
e, R OHTREMEEREZZ S E M E LRI T 5 TRE ST, SEMRBIRR
WDAT)—= T Fiik,

(15) MV IAIVL BT Z—BINTA IV T F—1EIIMTA I ' T H—2ThD
(14) DRIV —=7 Fik,

T D i B A B

(K116 kBRI Z A TLREHT L 7T 20K AAE AT DGR A~ I, IPIE e
W% WBIZU = A& T ay M BT 5,

[B2]6e 5 Ph R IC Z D TLR2DAIRR N BRI L T L 7 F- L 20040 ELAE FIRAT Dt oA 7~
T, PSRtk E WBIXY =& T ay M EIKT 5,
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[0010]

[0011]

[0012]

FIZ LT D70 D R DORE
<1>AFEPIOMAE ST

AFP DR T EIL, MVTA7L& 75— (TLR) BB T DO RIEME LR B BEE 3
DBAGT-ZHE DT, AT E SO THRIEMR BERAE T 55 5 ThHD, KIE
PR B EL T, RIEEORBENHLN TCOBHIIEEAS R T A M A OFFE D
HBOONDR B THIIZFHIRES RO, HIZIX, BHEHY Y ~TF, 28t
Vwh—F R, KIEMEIGR, x OTV X —HREB, MIEM  ay7, FLpE%E
M2 72 E DFEBINRAE B2 E 32T DAL, FATIL O EEN T O D, 2238,
AFEITBOT, TRE ) LRIRFEMRBORIEY RS ORECRIEDH OB E
2ate,

MVIA IV T H— G T-EL L, My IA7LE7 % —1 (TLR1) #i5 7 XiZ v
FTAIV T H—4(TLRY) BAx T3 FEL WV, TLRIEAE T-£L T, BFTLRIE G T
WIFELL, Bz i, National Center for Biotechnology Information (NCBI) ®F —#
N—RZT 7 AT 5 USBK0 TRBZEINT- LS H T HBIB T AT HI LN T
%o TLRAEAE T-LL Tk, EFTLRAEAR T- 0345 F LK, # 21X, National Center for Bi
otechnology Information (NCBI) D7 —&#~_—RIZT 7 A% 5 AF172169 TR FHS
NIZESNEF T HBE TE2HF T HIENTED, BB, INOOBEE TIIAFEDEN
7RET Lo TRIENEZ BRI BE 3 D AL LIS D HE LT 3 TEHARP R R E D3 FTE
T HRREPEDRH DD, EFRBEFIOBE FIZRESNAR,

BB TV T E— BT ORI AEHEMATL Th WL, 7oF &
VRGBT THEVY,

BB T 2R OREITSEM R EICBE 356 O ThARVRHHIRE LT, —H
# %% (SNPs) , X U'VNTR (Variable Number of Tandem Repeat) 728 %5 T2,

FAEMEIR BB 3 A TLRIE G T O —H A S AIFHTHIIRSN RV, L
1Z1805%F H (BdFF 510201 B) O EFE13130%F B (AL 205 A
FLFND197% H) DZRIRZ%IT O, 7235, 1805%F H . 130 H LITFRBALEA
DB Z IS THD,

1805% H DHEEEEZTELFIEL TiL, Hl2IX, BLF IR 5 1 ORI ZHITH5,
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[0013]

[0014]

[0015]

#%1805% H DAL, ZORLF D201 B DL Y T5, eh A E EDTLR
BB TIZRBWTIE, ZOHEENRT (FI) XIEG (FT7 =) LRDETNFIET 5.

130% H DB EAFERFIEL T, FIZIX, BFNE S 20RSR T b, %
130% B OE L, ZORFNID197F B ITHY 75, EMNEA Kk EOTLRIEE T-IC
BWTIE, ZOEENT (FI) IIC (b)) Ele b S RIPBTFEET D,

728, Y3581, ENTLRIE G T- Lo _LREEiHI2 A A0k T Oz 4 &
EEWRL, I, AEOBE V2212 Lo T EFRALSIASNPLA DAL E CTHE T L
72ELTh, £O T O EE T 52805 T,

PAEMER BRI BEE T A TLRAEAR T- O — LA RFITHIRRE 23, 4L
IT—1440% B (BEHFZ3D0202% H) DEEDLIBRZRITOND, 2B, —14
40% H &1¥Dunnen J. T. and Antonarakis S. E. Hum. Mutation 15, 7-12, 2000(Z %
IHEEThD, —1440%F B OFE L F RN EL T, Fl2IX, BES 3Dk
FIRZ T OID, 7% — 14407 H OB EIL, ZOEFND202% H OIS T5
o ERGeAfR EDOTLRAEE TIZBWTIE, ZOHEEMNT () XIC (T hv) &7
LENTFET D,

728, THY 34521, ENTLRAE S T Lo EFeEc %A 3 8k 0% 4 &
EREIRL., ARIC, AEDEW2EICL > T ERLALFISNPLSN DAL B CTE T
72ELTh, EDOH O Y EE T 528 AT,

FRROEREDO SR E B EI T SO TR T A8 EY RAEMER B %
RAETDIENTED, Fe, TNbO—HEL A L #HE R VI HH LI HES
THREZIT> ThRW, EER I HH LR LL TiT, o EO—HELAIL
VNTRZREDRZE T b5,

TLRIE G T DOBIE T RO I VD RBIEL T, Y ADNAZ & e 3B
THIZFHITHIRES RO, BZIX, K, JREDRIKD 7 v KR
DR, BEEOKRERENFTOND, BB TR OMATIIIZNLOREIZ A
BT AL TEDR, TNHORBIN LY ERDNAZ H LTIV HEEL . 2h
ERWTRIT T 528D FELV Y,

TLREAZ T DBAZR T- 2RO, 8 H ORAR T 2R TR I>TTHZE
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[0016]

[0017]

[0018]

[0019]

NTED, BlZIE, =T =AM, PCR, NATVE A B =L al RERFETFOHND
D3, ZIBIZREI IR,

VI TV AILEE OIS LVITHIZEN TED, BANIZIE, AR HED
5 B HEEOBICRELE TSI~ —R AL T — 7= ARSEITV, £
DIFATHE R D, % ONE P E OO IE THLNERIETHILNTED,
BB VI REATOG A HOCH LT G T i A PCRARE L > THIEL
TRLZEDLFELYY,

¥z, PCRICEB B H BE B I > TIRHT T B2 e B TED, FIZIE, &
B R AR B ORISR E B L, 230, BLHIHILT DTS T~
—E2ENENAET D, TENENDTTA~—%M AL TPCREATV, HIRER D
AL TEDEAT DL THIDERIETHIERTED,

F72. LAMPHE (F7FT 553313358 5 Il E) . NASBAA(Nucleic Acid Sequence—Bas
ed Amplification ; ¥7577-2843586 7 BIHlIE) . ICANE (krBA2002-233379 5 H) 728
IZEo THIROF AR RLZEH TED, £Ofh, HEHEEEZ VTR,

¥/, 2R ETHDNABT R 2R L . BIE Y OB KIKENZ 1T 2B B DB
& TEDEAT DL THLINERTETHILLTED, ZDIHRFHELL T,
%21, PCR-SSCP (single —strand conformation polymorphism) % (Geno
mics. 1992 Jan 1; 12(1): 139—146.) 8% iFbh3, BEAEMIZIE, £9°,
TLREE T DS &2 5 L DNAZHIEL  HiEL 72DNA%Z —AEHDNAIZf#HE
SED, IROT, RS S 72— AREHDNAZ M TV ETHREL . 2BEL 7o — A8
DNA®DZ )V ETCOBENEDE L > TEDFAT DERITHINERETHIE
PTED,

EHIT, AR D I BREF R FBRRBLSN & ENDB A1, HIREERICLD
I OF Lo TIRT 5286 TED (RFLPIE) . ZOHA . £ DNAREE
il BREFER I LD BT T5, TRUNT, DNAWT 20 BEL | BRIl SL72DNAKT T OX
ESZEoTEDFAT DL THLDHWRE T HT LD TED, TLRIER FD1805
% HOEEOZFNZOWTIE, ZOSRBCOSA PstITIBRMBAL LT H728 | Pstl
XD U OF Iz Lo TRILT2ZER TES,
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[0020]

[0021]

WIZ, RO ISR L > THRIT LI BRI EN T, RIEMERBIZ OV TR
BEIT,

Bz 1%, TLRIEAG T D 1805 DEEDERNZ HNTHETH AT, %A
BCORE | SIEMERBORIEV AT B R, SIEMRBIZREAL CODRREMS
RWRELHIETHIENTED, Flo, KVLBIR T OLEHEEZD TEELTHEL,
Bz 18, BIE TR ACCEZIITCT LA OEAIT, TTT LAV EH AR TRIEMR B D
FIEY AT, SOIEVER BRICTR L COBATREME S B\ VR L LI E A2 EN T
D,

TLR1BAE T- D 130 D ED ZF W CHIETHH AL, EEERCOLA
 RIEHEIRBOFEFEVAZ B3\, RIEPER BICTREL TODATREME R mV el L
HIETHIENTED, Fiz, MVEE T OZHEEH TERL THEL, FlxiX, #
BT RIMCCEIITCTLADE AT, TTT VNV E AR TRIEMER B O RIEY 27
IR, SHEMER BRICTRBL COBFTREME DS B\ VR E LHIE T 22803 TE D,

TLRABAZE T-D — 14400 DI HD Z AN HNTHE T 2561, 3 ERCO
56 SOEMRBORIEY R B @, RIEMERBITRAL TOSFTREMER MR
ELHBTDHIENTED, o, MV BIBETOZMEEZD TERLTHEL, #HlZIX
BB TEIBCCTLVNVOLAIT, TCEIITTT LAV E AR TRIEM R B O RIEY
AT, RAEPER BICTRBL COBFTREME SRR LHIE T LN TED,

A OHEIEITIBO T, TLRB(E F-OZARUTIN R hOBAR T DL A% AR
Hri, ZNBOBAE T-OZTOA I E O TRIEMIRBOR EEIToThEW
o MDBRT-LL T, WV IrF v — 28R T BT oD, TV IF o — 285 T D
AiF &L Tid, NCBIINT 01152018k S I CVBRLSN & 21T 52 L3 TE, Ao
Fo— 2B TF-DEMEL T, A2 103279%F B DD LM AT 5L
P TED, ZOH T, FlAIF 5200377 H DI Y 5, eEMTLI7F 0 —
2R T CITREBEDA /TERDZNBFIET D, ZL T, ZONLEDBE TR
AADBZEITHAT, TTOSEITRIEMIRBDOYAZ A3 E\ (Nature. 2004 May 64
29(6987):72-5.)

BT, AR OREF BB UL LM ZEL DBER LN TWBY R



WO 2006/075626 8 PCT/JP2006/300224

[0022]

v a #fE T D% (Nat Genet. 2002 Dec;32 (4):650-4. 2002; WO2004,/0151
00) ZALEHOETHETDHILLTED,
<2>ARREHI OB AR

ARFEHITE, IEMRBERETDDODOT I —0Ta—T el OMAER
WERMT D, 20X T u—T LU TiL, FFIHE 5 1OEER BV T201%
B O A GRS, 32 OB EH 57 v—7 | BlFF 520 E ERL 5
IZBWTL97F H OE LA S TRLS, T2 OMMAELSEH +57 v—7 | FeFI%
5 3DWERLINT I T2023F B DEEE T TR, XX EDMRMHRESIZHF T2
Ta—TBRETHND,

Fiz, FIA=—E LT, BFIFE S 1 0OEERFN02013F B O HRO LR 545
THIEDTEL T FA~—, B2, BFIFE S 1OHEER S| D201%F B OFEELE
RSN A T HHEE R 22D TEDLT T A~ — Bl 52D ARSI D19
7% HOBEDOLI AR T DD TEL TS T4~ —, HlziX, BFNFE S 20HE &
FEFID1977 B DEEE B RSN EH T 5HEREHIE T 22D TEL ST~ —;
FL3 & 53D EF 500 202% B O ED ZFIEHRIFTHZEDTED ST A~ —,
Bl 213, BLBNE 53D AL D 2027 B O A 5 el A 4 DA HiE
FTHIEDTEDTFAv—REIT N5, ZNHDTFA~>— 13855 TefHEk (4F
FLLIT50~ 1000 EDREIDHEIK) OMUHIIRESNITAT—R I T4 <w—LY
N2 T TG =D T TA~—y N THoTHI, £z, ¥ —T T AT HEH
BRIV DSE . LRCl DS ISR, AFEL<IT30~ 1005k LRSS EH
THTTA~—R0, LoD 3" IR, 4F ELIE30~ 10057 1 T D BHBIAR
MBI ER § 2774~ —BHIRSD, PCRIZESHEIROA M TLR A4 E
FTHEDIZAND T I~ —L LT, LA SR 2 AL, LRdlEE23 Ml
IR T IA~—R0, Lt AL ORI OMMRESIZ AL, it
HEE3MEF LTI~ —TREBFIREND,

ZDEIRTTA~—RT1—T DRIIFHTHIRI RV, 21X, 10~100
WHROAVIXIVAFRBFELL, 15~50BEDOAVIXIVLAFRBIVEFEL
VY, 28, ARHOBREAREIIZNODOT T/ ~—R7 1 —7 1A T, PCRAD



WO 2006/075626 9 PCT/JP2006/300224

[0023]

[0024]

[0025]

[0026]

[0027]

[0028]

RIAT—ERNY T 77— EZHHD ThHoThEV,

F7-, AEHOBEARIKIL, IBITHV 7T — 2815 FDOSRIEfFIT T 572D
DI GA<—=RTa—T EHILIZFLHD THoTHEW, ZOLHRTa—7 L LT
. BFNE 520 D EFLFN D37 73 B O EA T TRl X3 OB EZ A T
ST RRITFo, I+ —LLU T, BAIE 5200 KR F| 03778 B O
WEAZ SRS ZH T ODNAZ IR T 22D TEL T T/~ —BEIT b5,
<3>RIV—=2 Tk

AFEHADRI) —=2 T HEL, My I 75— (TLR) BLBH LV IF 0 — 2%
BRI == T RICEIRMGEHME LRI 2 TR, TLREHL 7T — 2L D
AAEMERET S TR, RORRCAELIEA2 B S EoMELRIR T2 TR S
to, RIEMIRBIGRIED AN — =0 T HIETHD,

TLRE SHL27F > — 2 (Nature. 2004 May 6;429(6987):72-5.) 1%, Wb Z Dt
{57 EOSRIBMHIEIERE DRFEMIRBICBI#EEZRL, 5>, THHDF L /37
HIARNTRENIHAEERL WD), TRHOMAERZE LS E9E
X RIEPER B B R OB E /2095, TLRZV 7S7EEL T, TLRIE
TIXTLR2ASEFELY,

EIBEMPE L L QIRATHIBRIERL, B2 &S T AL E W ThoTh I
L. KRBV EENALAW THoTHI, 2, RTFRTHoTHI, A7V —
=27 2 ORI EE RV TOEWR, THOWEE ST AMTATSY
—ZAVThIW, B EDOTHLTLREA V75 — 20 EAEAEELSED
bOLBIRTHTLITLY | RIEMRBOIBRIEL /LN TES, 22T, [Efk1e
ISHAEEREZRETAZE, BIOHAERZ#IL T2 5T,

TLRBLUH VI F v =25 BRI —=0 TR ENE, ThODWE L R_IBEE T
ROV == T REBHRL, AV EREDR TH>ThIWL, MR THoThIV,
LRI == T RN DZ L AR EBERNSNS R THoTHIWL, #
(BT EENEmRNABFRRESNAZ LIV I NODZ L BN EEND LD
72212 HRThH>ThEV,

AEIEDARIY == 7R EUTERARIZIL, LR TE57%, TLRFV NI
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[0029]

[0030]

[0031]

BIOHVIF v =28 RIBERANTNE T T vARERE TS TAE I
BSARALRIERERZ T b D,

AVEIDRIY == T RIZANONSTLRZV SIVE B LAV IF v —28
NRIBIIHBZ Z o R ITF Tho>Th, RARHROBHE TH->ThEW, EbIZ 1k
FARLIZBDThH>THEW, X7 E O RIZHIFRITZRL, e XU OB %)
EEOCEBAEMRROBHEEZRAWAIENTEDD, FFELL, BRRDF Y
7EBAVDS, ENHRODOTLRIZ Y RZEELTIE, BEFIF 51307/ BEALS
EHTHLONRETOND, ENEROTLR2Z L 7FELCid, BlFIF 515073/
BELAEH T 5 DONRRET oD, Fo, WL IF 0 — 2L DA AR THRYIC
BWC, BlFIB 5 13F13 1607 /BRI BN T—F 3Bl O 7B s E
B R ATMSNTIZFEFN A THHDTHoThEV,

— 75\ EbHRDHV I F 2 — 2520 3 FEL T, BAIR 5 1707/ BELS 2 H

THLDORZETOND, iz, TLR2EDFE AR DRI T, BlFIFE 71

TOT L BBFRFNZ BT B E 1B O 7 B B - KK A IS T Bl 5%
ATDbDOTHo>THE, 2B, LRt &IL, FELLIT2~50ME, KVAFELLIE

2~20f#, FHZAFELLIE2~ 10 TH 2,

Fe, FU T BIIE G NI E B T T FREEAL Th IV, TLRIZ T &
PRESBEBEBLTULLES TRWZD , LT —2LOfE A 52/
RALEANTHE MO TFREOMEZ L S7EE AV THI, @
AERDNTFRELTUL, FIZIE, IAF T T AR BUME I T&AGST, His
BT SETIRE DT FRETBEIT BB,

FHZ TR Z R EE AR DT, B2, BdF1%E 512 (TLR1) | Add1%& 751
4 (TLR2) RRLHIE 516 (HL7F > —2) D RIS %A § HDNAZ KIFHECE )
AMRRR EICEAL TR Z L NI ERRBISE | AV E e 2 8ick
STHDHIENTED, 2B, LT LR HINIZ NI HERAWDLEITR M
R R L 2R EEA ORI AL Thd\V, EFEDNAZ KGHE I2E
AT B DRy Z—E L TIIpETZ7 % — (Novagenth) RRpGEXXZ % — (Amersha
m Pharmaciath) 2 E 32T O, BYHIRUIEA T 572 D7 FZ—E L TiL, pcD
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[0032]

[0033]

[0034]

NA~Z%— (Invitrogentl:) , pcDNA (Invitrogen) 72 & 3321 F b,

ALEMRDFREL T, PAE T T AT ETE TLREA VI F o —252 /%
IBEEHAVE R TA U FaN—R L, —HFDF T HITKT 00K, iz
VR REE L RTB DR AT DT FRET T oHERT T4 =T
AHTPETEAERERIR L0, P VB ATHMITOX e
3 2Z8IckY, M A OM A EREZTHE 22BN TED, ZORITHRY
HERML IR EE B2 oM@ 28Il io TR —=2 T %
ITHTEWTED, INE T T oBATB WL, — DX G a iR HE RN
A F U EOEBHE CHEIRL . TNEFIAL TRIBLTHE,

EBIT, AVEMIDARIY —=0 7R ELT, Rl T T AT BB R LR H LA
AP —E AT HRERTEIELTED, RS TAEIBHSEEF AL
ToAA R —1d, ZU B O EAER 2 E0E B EHEEAVTho
BT 2 RETTRETVHFL I FNVELTITAZALBIETHIEN
AIHE Td 5 (Fl 2 1XBlAcore, Pharmaciaffl) , L7232 T, BlAcore®5D/ A3k
Y= VB EIZINVTLRBEGH L 75 — 208 6% Tl A2 ATRETH
Do EBIT, I EFRIT N IAN —ZRIALIeNNAARNV =Ty AT Y —=2 7 (Sci
ence 1996, 273 p458—64, Nature 1996, 384 pll1—13)RLICIVAZE
HDRI) —=2 T ZATHOTELFRETH D,

SBIT, EDMDARI)—=0 7 FHRELT, HZ I TRIBTDREANDIEL T
&5 (Fluorescence Resonance Energy Transfer (FRET) ),

Fiz, MR TRIV—=0 T EATHTEDL TED, HlZIX, BE L AV5 5 1k%
HIFHIENTED, T7bb, TLREFVIF U — 2L RELT AN EE&L ., Ml
ZER, —TFDF ™ IFIH T HHRE THAREZEIRLI-Ob, D5
W%, ZEDZTEIH TR EL W TRIE T 5281280, EDZ 8
IEOMEAERERINTE, -, ZMAEEMRCE 2D E DR EL TG T2
ZEWTED, ZOGAIZBWT, MZ A EITHRASNERNCREBL 252037
HThHoThIWR, EbLIERIET T DX B RN RN TRELSES
ZeHTED, VHMliieE L Tid, CHOMIME RS COSHIRR/RE B 2T L3 TEDH D
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[0035]

[0036]

INBIZRES AR,

BRI TR AR RBSEHA, flxiE, ERUZESRTLREE
G/ EB3HVIF v — 23— N4 58{sT%, pSV2neo, pcDNA I, pCD8%2
EDN KB T-RBA DA FZ— AT DL TR T AR BIS L LR
TED, B, INbOF LRI EIIMycH I RFlagh J 728 DRXTFRETEOMA
BRI BELUTRELSETHI,

MR WA == 7R ELTIL, 61T, B EIT B a2 8 & v
2NAT VY RIERZIT D,

BERE2 — AT VY RIRIZB W T, TLRERIIHLV Z7F 2 — 208 bon—H D&
NI EITEDOE Sy T FRE, GALA DNAREAFIRELMASEMAZ
NRIBERBETDHANIE—, FL T DOZ RV EEZ D5y~ T FREVPL
6FIZIICALAE DI ETEMAL IS MG ST E 7 T H e BB o0 F
—HBEL, Ihbo%x, LR —F—8{a TE2a— N5 7&— LB E
ALT, R E a2 & B OFE T LR — 2 — G R AL A O 7 & A
2179, TLREV RIBEEHV IF o — 28 RO EDF AT IV R —& —#is
FORBBPFESNDN, YHLAWIVTE OZ IO EARABES
hae, LR—2—R T-ORBESIHIEND, LA —F—BRET-LLU T, FIE,
HIS3#E s T DOftt, Ade2i8{s T, LacZBin T, CATEIE T\ Vi T =F—F¥#In
T, GFPH#fE TER3 T N5, ZhBICHIRENA, 2TV REEICE DR
V==V 71, B OM, LB L & o TITHZEH TED,

2N AT VY NEIZE DRI —=0 71361 21E. TIMATCHMARKER Two—Hy
brid System], [Mammalian MATCHMAKER Two—Hybrid Assay Kit
1, ’IMATCHMAKER One—Hybrid System|(\Fhbruar o748 T
HybriZAP Two—Hybrid Vector System] (RhFZY—4LR)) 728 %4
LTITHZ LN TED,

FEfi 1

LT ARHEEHEFICLVESIC BARMICHIT 2, (AL, ARIZThb0HE

N RES RV,
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(1) — R EL R OfFHT

AL T F—DbRaA DG H ARANDOHIEZERE K O LHREZES (=
Y=V ZENERUCOUVT, TLRIEAE T+, TLRAEAE T-O—H LTI AT L7z
o BAABIZIE, TLRIEHR T-D1805% B DHEED LA OV T, #iliE DMLk
DADHBEL 72 QA KADNAZSFRIZL | BlF IR 54, DT T A~—% AV TPCREAT
S>TDNAT T A MR L, o727 57 A M il (RS Pstl (Takara) CYHAL
L. 4%Nusieve GTGT #vr— 2% )L (Takara) CIkEh/ 7 — > ZENT T2 LIV
~7z,

TLRIEE T D130 B DHEFEDSZARNT OV TIL, B O ML) 5 Bk L 72 Yy
BAADNAZEEANC, BlFIF 56 BL 7D T T A~ —%fH FIL TPCREATV, &b
TR EED OV TEFIR B 1007 T4~ —% AWV TE RN O — 7 = R fif
WrEAT o7z,

TLRABAZ T D — 14407 B DEEDZAUNT OV TIT, P O MLk HHEEL
7= Y B RDNAZ BRI, BiFIR B 8B L VIDT T A~ —% i FIL TPCREITV, 14
DITIEED I OWTRRIIFE 51107 T4~ —% AW TSR LD — =
AFRMTEAT ST,

BB, TSN BRI BT, () 305y L LD MERIE B, A4, ML &R
EDFEREZ RO, (i) D7 &b 1O EF E T 20 HH I BN T0.1mVED K
EWSTEZ AN EFERT, (i) BV 7T 0% — LR EPIZEEEO2ELL
Fiz EFF5, D3 oD (Nat Genet. 2002 Dec;32 (4):650-4. 2002) DHH2-DLL
EERTET LI Lo T THD LW ESNTZBE ThD, TR RE R LI
AT,

[0037] [3&1]
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[0038] [Z2]

2. TLR1;MEFD130BE D CCHERE1805BHD TG AFARDMEASHELFOMOBIDHE:

Others; A(%)  combination; A(%6) ¥?[P value] Odds ratio(95%Cl)
Mi 2276 68 1712 3.01
CcO 1614 16 [0.000035]} [1.74-5.25]

[0039] [3%3]
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[0040]

[0041]

[0042]

[0043]

11V, TLRIEGFO=7Y10130%F B DHEIEDT,/ COLERUNZS>WTIL,
DR E TIICREFITLW (5 =5.23, P=0.0022; odds ratio=1.23)ZLA3H>
oz, F2, TLRIEG T D=7/ 40 1805%F B DHEEDT,/ GHOEANZ W TiX
D REZERE TIICHEZIZE (% °=13.4, P=0.00021; odds ratio=2.52)Z &A%
DhoTz,

SHIT, 130F H DEEBCCT LA THY, 2>01805%F H DEIENTGTL AT
B DR (combination) ZF DD T L L DOHERE (others) EHBILT-EZ A, com
bination DYERE 1L LRI FEDEIA BE FITE Ve binot(F2; x =17.12, P
=0.000035; odds ratio=3.01),

F3ITIL, TLRAEIR F D7 2T —F —FHIRD — 1440%F A DEEDT /CELH L.
L OBE AR, FAUCLAL OHRIERE TIICHARIZE (£ ™=9.2, P
=0.0024; odds ratio=1.15)Z&30h>o 77,

(2) TLREH V7 F > — 200 B AR OHERR
FLAGH &V 7F > —2(galectin—FLAG) DS

EcoRlI, Xhol siteZ3Z L AHINE 7z galectin-2/Z K¢ B A9 72 primer (BF13E 518
K U19)% vy, ENFliicDNA (Clontech)®7 > 7L —h&L, PCREIT 72, HIES
N2 57 A MeEcoRl, XholALERL, RIFRIZEcoR], XholALBEL 72pFLAG-CMV5a v
ector (SIGMANZEFEL T, FLAGE VATV 7T — 2R B~ Z—% 7z (gale
ctin—2—FLAG),

HAZZATLRY, 2, 3%BIH~7%—{Zinvivogendk W AL 7z (TLR—HAL,
2, 3),

galectin—2—FLAGHEI~7 ¥ — K U TLR —HARBI 7 ¥ —%Fugene (Roch
e) Z AV TCOS7#IM (Health Science Research Resources Bank; JCRB9127) {2 —
WHNCRN TV AT 27 ar Uic, 24FK5## . Mlild% | complete protease inhibitor tabl
et (Roche ; 20ml& 720 18E) & "MG-132 (Calbiochm; 5 p g/ ml) 2 & ¢elysis buff
er (20mM Tris-HCI pH7.5, 150mM NaCl., 0.1% Triton X-100) % AW CAREMEDde
bris D3I LARVVER B IR R LA _EYRFR L7, RIZ, FAIFLAGH 7 M27 Ha—A (Si
gma) £721XHTHAT #'vr— X (Santacruz) & iV T4°CT12 — 18I H S fE L IE 2T
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[0044]

[0045]

olz, W% lysis buffer C3EILEHL 2% . FIHABU A~V A XL F —Bar ¥
=2 —h(Santa Cruz) XIIHFLAGHU A~ NV AF L& —FBar P2/ —h (Sigma) &
FAWTHEREL 72, FEREZ X 1R T, FLAGHURZ AW CRELME (IP) 247V, 2
BT OV THARUA T = AZ T ay N (WB) 1T oz R, L o5
—2—FLAGIZ&>TTLRI, TLR2ZIHILFET DL TE, ZHITEY, TLR1, TL
R2ETV IF o — 23R I EAEM L TOB TR0 T,

(3) TLR2D AN FEIREH L 7 F > — 2D BN DR

TLR2D#HfE A EIR (LB 5 150614~ 7843 H OFEIR) LSH T DA 5 737
BERBASEDIDDNIF—EBE L, 7| iFIF 521, 22077 (~—%&
WCTLR2OA N HEik A= —R 3 BDNAT T 7 A ML . ZH & pTriExd~7 &
— (Novagenth) {2 AL7= (S—tag-TLR2ID),

galectin —2 —FLAGHHL~7 & — K (NS—tag-TLR2IDF B~ ¥ —%Fugene (R
oche) # V" TCOS7HiE (Health Science Research Resources Bank; JCRB9127)
WC—IBIZN TV R T 27 ar Uiz, S-Protein AV CRZEILIEEFT o721, S-Prot
einF/2IIHIFLAGH R Z AW Ty 2% 7 ay b (WB) 247072, £ 0k H, TLR2
DM FEIRE TV 7 F > — 2B EAEAL TS EDoh o7z,

PEZE ORI DR REM:

AFE DM E F I I DG RIS O RIEPER B e RN R BT B2EM T
X B OBFECBVWCHERATHD, Tio, ARHDOARIZY—=0 7 FH B,
DR ZE D SIEMIR BT T OFTHER A /LI LR TE, BIRSBFEITBNT
HHTHS,
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[1]

[2]
[3]

[4]

[5]

[6]

[7]

(8]

[9]

[10]

[11]

[12]

FRR O HIH
MV IA IV T F—BUG T DETE WL B HTRE RICEE DWW TIIEME R B %
WA 551k,
RIS RA—H LRI THD | FHREURBO T,
MIATL BT E—BIET BRI TAIL 72— 1B T THY, M T 71&
H— 1B T EICFEET 2 —H A ANESNR S 10201% H OE LIRS 5
WL FINIARFNE 520197 H OHE I Y THEEOLATHS, #§RIHE2IC
FHOFE,
MVIAIL T E— BB T BN TGAI VTS Z—ABBT-THY . TS
H— AR T EICFTET 5 — AR NESF 530 202% H OIS 35
WEDOLFTHD . FHRKHE2ITFHD F ik,
MYIAIL T E—BIZ T BTV T F—1RE T THY ., I TA7LES
HZ—1Bn T-DOZED, BlFIF 5102013 B OB EF2 I3/ FIFEZ20197FH
D FED—HHEZRILEF RV HDERITHD, i5RAE LD FIE,
MVIGAIV T Z—BAGT- DI TFGAIL B S 7 —ABLT-THY, EMTFA 71L&
F— 4B T-OEAN, BFIK 5 30202%F B O KO —H LR LEGIR VI
HHEMTHD, FHRELTFLRH DI,
RIEMEIR B L HEIE CHDFEREL~6 DV T Nh— T MO Tk,
BoF & 5 1 DEEERLFNT BN T2015 H OB EA T 10E L, EORLS, X%
DOFAFEF & THRIEMREMAER 71—,
FLFIFE 5 1 OEEERFNZ I\ T2013% B DEEEE B TR A IR T 22D TES
SIEMRBRER T 70~ —,
FLF & 5 2D EERLFNZ BN TL978H B OB EAE T 10 ELL EORLS, X%
DOFFES & T HRIEMREMAER 71—,
FLHR 5 2D RS IZ BN T1973 H D AEZ S O HEBRAHIE 2220 TES
SIEMRBRER T 70~ —,
FeF T 53D R FNZ IV T202% B D EA B T 10HELL EORF], Xit%
DOFAFELF & T HRIEMREMAER 71—,

W
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[13]

[14]

[15]

FLHR 5 3D M EERLFIZ I T202% H DEEEZ S L HEBREHIE 220 TES
SFIEMERBRER T T4 ~—,

MVYIAIL T E—BIOHVIF v — 28 BRI ) —=0 T RICER G E S
WINTBITRE, MVIAIL BT Z—E WL 7F > — 2L O AEERZRIE T T,
R ORTGFEA AEAEZ LS 2 EERINT 2 TRE ST, KIEMRBIRRED
ATV == T ik,

MVIAIV BT E—BINTGA IV T E—1EIIMTGA 7L 77 —2Th DK
H14UTRARDAI)—=0 T Fik,
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A. CLASSIFICATION OF SUBJECT MATTER
(2006.01), C1201/02(2006.01)

According to International Patent Classification (IPC) or to both national classification and IPC

CI12N15/09(2006.01), €12Q1/68(2006.01), GOIN33/15(2006.01),

GOIN33/50

B. FIELDS SEARCHED

Minimum documentation searched (classification system followed by classification symbols)

(2006.01), C1201/02(2006.01)

CI12N15/09(2006.01), €12Q1/68(2006.01), GOIN33/15(2006.01),

GOIN33/50

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched

JSTPlus (JDream2)

Electronic data base consulted during the international search (name of data base and, where practicable, search terms used)
BIOSIS/MEDLINE/WPIDS (STN), JMEDPlus (JDream2), JST7580 (JDream2),

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
X/Y/A EDFELDT, K. et al., Expression of Toll-like 1-2,4,6-7,
receptors in human atherosclerotic lesions 12-13
and the relevance to myocardial infarction, /3,5,8-11
European Heart Journal (2003) Vol.24, /14-15
No.Abstract Supplement, page 156, P941
X/Y/A HAMANN, L. et al., Rapid and inexpensive 1-2,4,6-17,
real-time PCR for genotyping functional 12-13/
polymorphisms within the Toll-like receptor 3,5,8-11/
-2,-4, and -9 genes, J Immunol Methods (2004) 14-15
Vol .285, No.2, pages 281 to 291
X/Y/A BARBER, R.C. et al., TLR4 and TNF-alpha 1-2,4,6-7,
polymorphisms are associated with an 12-13/
increased rigk for severe gepsis following 3,5,8-11/
burn injury, J Med Genet (2004) Vol.41, 14-15
No.1l1l, pages 808 to 813
Further documents are listed in the continuation of Box C. El See patent family annex.
* Special categories of cited documents: “T”  later document published after the international filing date or priority
“A”  document defining the general state of the art which is not considered  to date and not in conflict with the application but cited to understand
be of particular relevance the principle or theory underlying the invention
“E”  earlier application or patent but published on or after the international filing  “X”  document of particular relevance; the claimed invention cannot be
date considered novel or cannot be considered to involve an inventive
“L”  document which may throw doubts on priority claim(s) or which is step when the document is taken alone
cited to establish the publication date of another citation or other “Y”  document of particular relevance; the claimed invention cannot be
special reason (as specified) considered to involve an inventive step when the document is
“0”  document referring to an oral disclosure, use, exhibition or other means combined with one or more other such documents, such combination
“P”  document published prior to the international filing date but later than the being obvious to a person skilled in the art
priority date claimed “&”  document member of the same patent family
Date of the actual completion of the international search Date of mailing of the international search report
07 April, 2006 (07.04.06) 25 April, 2006 (25.04.06)
Name and mailing address of the ISA/ Authorized officer
Japanese Patent Office
Facsimile No. Telephone No.
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DOCUMENTS CONSIDERED TO BE RELEVANT

no Junkanki Shikkan Shinkinkosoku’”, Saishin
Igaku (2005) Vol.60, the September igsue, pages
2026 to 2034

Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.

Y/A HALLMAN, M. et al., Toll-like receptors as 3,5,8-11/
sensors of pathogens, Pediatr Res (2001) 1-2,4,6-7,
Vol.50, No.3, pages 315 to 321 12-15

Y/A ANDERS, H. J. et al., Signaling danger: 3,5,8-11/
toll-like receptors and their potential 1-2,4,6-7,
roles in kidney disease, J Am Soc Nephrol 12-15
(2004) Vol.15, No.4, pages 854 to 867

A Koichi OZAKI et al., “Taikeiteki SNP Kaigeki ni 1-15
yoru Shinkinkosoku Kanjusei Idenshigun no Doteil
to sono Kinokaisgeki, Lymphotoxin-a oyobi sono
Ketsugobunshi Galectin-2 to Shinkinkosoku”,
Protein, Nucleic acid and Enzyme (2004) Vol.49,
No.14, pages 2215 to 2221

P,A Koichi OZAKI et al., “Tainshi Idenbyo to shite 1-15
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Box No. II Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons:

1. ‘:l Claims Nos.:
because they relate to subject matter not required to be searched by this Authority, namely:

2. ‘:l Claims Nos.:
because they relate to parts of the international application that do not comply with the prescribed requirements to such an
extent that no meaningful international search can be carried out, specifically:

3. ‘:l Claims Nos.:
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No. IIT Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:
(See extra sheet.)

L \:l As all required additional search fees were timely paid by the applicant, this international search report covers all searchable
claims.

2. As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment of

any additional fee.

3. \:l As only some of the required additional search fees were timely paid by the applicant, this international search report covers
only those claims for which fees were paid, specifically claims Nos.:

4. ‘:l No required additional search fees were timely paid by the applicant. Consequently, this international search report is
restricted to the invention first mentioned in the claims; it is covered by claims Nos.:

Remark on Protest |:| The additional search fees were accompanied by the applicant’s protest and, where applicable,
the payment of a protest fee..

I:l The additional search fees were accompanied by the applicant’s protest but the applicable protest
fee was not paid within the time limit specified in the invitation.

D No protest accompanied the payment of additional search fees.

Form PCT/ISA/210 (continuation of first sheet (2)) (April 2005)
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Continuation of Box No.III of continuation of first sheet (2)

Although the technical feature common to the inventions according
to claims 1 to 13 resides in analyzing a polymorphism of a Toll-like
receptorgeneandexaminingan inflammatorydisease, thishasbeenalready
knowninpublicagdisclosedin “Eur. Heart. J., 2003, Vol .24, No. Abstract
Suppl., page 156, P941) . Thus, the above common technical feature cannot
be considered as a special technical feature. Thus, it does not appear
that thereisatechnical relationshipbetweenthese inventions involving
one or more of the same or corresponding special technical features
and these inventions are not considered as being so linked as to form
a single general inventive concept.

The technical feature of the inventions according to claims 14 to
15 resides in a method of screening a remedy for an inflammatory disease
withtheuseof theinteractionbetweenToll-likereceptorandgalectin-2.
Although this invention group has a matter common to the above-described
invention groups of being a method wherein the relationship between
Toll-like receptor and an inflammatory disease is utilized, this point
has been already known in public as discussed above. Therefore, there
is no technical relationship involving any special technical feature
in common to the invention group as described above. Thus, these
invention groups are not considered as being so linked as to form a
single general inventive concept.

Such being the case, the present case has four invention groups as
will be described hereinbelow.

(1) The inventions according to parts of claimg 1 to 3, 5 and 7 and
claims 8 to 9 relating to a method of analyzing a polymorphism of a
Toll-like receptor gene and examining an inflammatory disease wherein
a single nucleotide polymorphism occurring in Toll-1like receptor 1 gene
corresponds to the base at the 20l1-position in SEQ ID NO:1.

(2) The inventions according to parts of claims 1 to 3, 5 and 7 and
claims 10 to 11 relating to a method of analyzing a polymorphism of
a Toll-1like receptor gene and examining an inflammatory disease wherein
a single nucleotide polymorphism occurring in Toll-1like receptor 1 gene
corresponds to the base at the 197-position in SEQ ID NO:2.

(3) The inventions according to parts of claims 1 to 2 and 7 and
claims 4, 6 and 12 to 13 relating to a method of analyzing a polymorphism
cofaToll-likereceptorgeneandexamininganinflammatorydiseasewherein
a single nucleotide polymorphism occurring in Toll-1like receptor 4 gene
corresponds to the base at the 202-position in SEQ ID NO:3.

(4) The inventions according to claims 14 to 15 relating to a method
of screening a remedy for an inflammatory disease comprising the step
of assaying the interaction between Toll-1like receptor and galectin-2.
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