JP WO2009/142303 Al 2009.11.26

(19) B FENSFT (JP) B 4& R FANAD (1) BRI S
W02009/142303
RITH FEE23FEIF29F (2011.9.209) (43) ER2AMA FR214E11 A 268 (2009. 11.26)
(51) Int.CL. F 1 F—7Ia—F (&)
GO1N 33/68 {2006.01) GOLN 33/68 2G045
GO1N 33/%0 {2006, 01) GO1N 33/50 Z 4B063
GO1N 33/15 {2006.01) GOLIN 33/15 z 4HO45
c12qQ 102 {2006, 01) C12qQ /02 ZNA
CO7K 14/705  (2006.01) CO7K 14/705
FHEMRR RBER FTHREGTHER RFBR (£27T ) BERKKHREL
HEBES $5EE2010-513071 (P2010-513071) | (71) H/EEA 000181147
@) EEEHEES  PCT/JP2009/059453 FHEERAST
(22) B R EEL2IZESA 220 (2009, 5. 22) REHFBERENE 1 TH7 &t
@D EEETERES  5E2008-135566 (P2008-135066) |(7T4) A 100080159
(32) B R SERL205E5F 230 (2008. 5. 23) #EL I =i
(33) BAEEXERE HEEJP (T4 fCEA 100090217
FE+ =M BF

(T FEPE NE =i
REHHBEENEG—TH7 &b SFHHEE
v |

F&—4 (B%) 26045 AA24 AA25 AA40 BBS0 BBSI1

CBO1 DA36 FAll FBOL FBO3
FB11 GCl10

Bt H IZRE <

(54) [RBADEBH] EHIRLOWRER M7 E

(57) (##] -

B &S EREENC LD BRANCEE S h, E
WCHEUEEREFY 2R a5, sCD14 -~
STZAET S, F,OEER. AMiaOSRESTHLO
Fi sk vEiiaic ks aariEd LR EORILA
FeREd 5,

400

SO 4 — STpa/mb)




(2> JP WO2009/142303 Al 2009.11.26

(45 5 7 K o0 i [ ]

RS D!

THOIREZESL - L2BHE T4, o e M55,

1) AL AEH T s 825 T,

2) AL EAEENEsCD14—-STHETL T, BLU

3) WmAEONEMEEEMEE i L, AlbogEiiEogls LU/ F 213 EE
ET DT,

[Fski 2]
EHOBREZEMT L2 2L L2 EMROBREREF2EIBEREORE TETH - T,
1) K1 KRB FEIC LY, WEEAE R0 BEL S h T2 TR,

2) Ml LR EREEE T 2 TE, BLO

3) AR RMAROBENERMEL Y BMEF -2 3MEETH L0 L W EREOE
BLU /T3 EEEHET D T,
rEL I REME TS .

ki 3]

A OEIER M T2 bk 2 Bk S B FETH - T,

1) @R 1 CRBOFEIC LY, wERAE koMo EE % 5Tl 2 TR,

2) BMELAREE EREE b8BT TE, BLU

3) wEEARH o THOBENSEEME L Y SMEF A IMEETH L 000 & DR iEo
TR 2 HE T4 TR,
PEDZE R ET D .

[FEskiE 4 ]

FEANL O Z M+ 2 2L L 2B PP OFM T ETEH - T,

1) RE L CREoFEIC LY, RS T B L O/ F 2 SR 514 D sk (R ok
ORI MERE % 5 ¢ 2 THE,

2) FME LR ERMS L O/ F 2 38R0 & LT 5 TR, B
)

3) EF o5 L auBAbtomiilokito B hogEms LU,/ F - 1358 E
ET D LR,
EDIE RN E T D

[FEKIH S5 ]

TROTEZEL I EZEHME T, AEBEHREYWED A7 ) — = v 7 HE,

1) BEHINR & welsd B % B S 2 TFR,

2) EHBIcE W EASNREsCD 14 -STRHET 2T, BL U

3) BB EERICH T2 B O EL I T4 Tk,

[k 6]

HEEDEOEAET T, B BEDErEM S0 2 L 2R L T2 KH L i
D H i

[75°kE 7]

THROLEZEL L2 E T2, SR L5 EEHEET 2 REBOMH TE,
1) #wEEAHEomE (iEzhkkEd) KEENssCD14-STEAET 2T,
2) ME LAERERMELILLETLITE, BLU

3) EFDsCD14—-STORBAFPERMELVEMETH 20T EHET L L,
[#5kH 8]

WA EEYEZRINE, sCD14—-STHRHllEsoot2EHE o, B5KHEHTIC
LR,

[75-kmE 9]

HEHRI L2 E§APEETLZERHEE ) veFThHhY ., MAEIHEEHETH D, FEKIE
T8I FHE,

[FEkiE 1 0]

10

20

30

40

50



(3 JP WO2009/142303 Al 2009.11.26

T 2 EAEPEETLELBAIIELTH Y., AT TH A, WERKET Foik
SIZFRLE D HHE,

(ki1 1]

sCD14—-ST%»EETHEMLOBEZRMT2-0D~— 57—,
[ZEHH o 3E40 72 5K ]

(43487 43 BF )

[0001]

REEH X, OB MO o 0H e ik, SR L 2 AEHAHEETLERD
M HECET 5,

[ 4]

[000 2]

MR &k, BEAETEEE O oMROBH TH L, RN TEELT ERKZEE LTS,
FehEk, w707y —2, KMo &9 A EMEMIE (professional p
hagocyte) &, RREIGUTERIEME2RETL2IEFMAML (amateur

phagocyte) RINENE, EFEMAEMBIZIEZ, WMo 7ua 70 7Hla. IFE
Dz o=, WEOEV )M G EEEND,

[000 3]

HIMER & id, M F Mg s Thy, FCERE 6 0%) . U238 (8
25%) . HER (M5 %) Kok ansd, BRERIE S 5 bk, FEeEk, iR R
SEEIND D, BE LTITFEHRIRLEL . QMO LEEITFERI 5D D, T2,
HMEBRIIZHMBIIBE LT 077 — Dbk d, OMKIIZELOEMBEZEATEY), B
MRS G, RO U Y — AL LTHEIZHWSR TS,

[0004)]

B, M B L EOMEYOEAIK L TR S B IE  EELAABHEEO
—DThb, AEIT, AHRIICLZ2EYORE., BEYol ) i, OB, ERKT
DEYOHAL, ML LAY EORIVE 3 EEE & v R R RS, EEIE, WE -
BEEZEONEDEY I LTOARE L LD TR L. RIEEZICEITS HCMBOR
e, BEELC-BCHIE wWo7, HBCHROAREZYEOBREICOEEL TWD,, M
M, EEL-YE2MARTHEILT2DOATE (., EEIIENVIEEBER Y 37 B
MR EEZ RSB T 286052, 2L YR ORI 2R H 22 AR L h T
BEL s, —HT, BELERMNCLY) ., BUMEBSHIES N TLEIBELH 2,
bz iE, MEFY Y <9 (rheumatoid arthritis :RA) ODHEL
Tid, BOREESAET BEICEA LML (RAMR) 5o 51, RAMIEASRH
END Y R EpRBEHEMEESE L., MERAoETICES LTwndz edmenT
Vid o
[0005])

s gaEliEr e T2 ke LTIk, &lia: s 5 v 7 2k T L s 4, g
M AENASF v 7 AR a2 A M A M) —REMEBICL WY v FT5 58, #
FiEREE L - EEYWE (KBE. FATHF 2 &) 2AMRCEES S, MIRAIICEY
hEFh-BEHRETLHE, AHZ2EES LB, BonEHoORPERICI VERT S
FiE, BEOBIIHB SN MR FEICL 28N ERIETLFER EPMOENTWV S,
[0006]

CD14%Fi3, ko LicB8HanTwafbv—r—0—28 LTRES L
oy ETHY, LPS (VER)VY 2754 F) L7y -t LToOKE»ETL
TEDHIENT WS (JEFTH L) o CD 14411k, HREELICEE LTV
WEMCD14 (mCD14) ¢, HBMCD14 (sCD14) o2 EET D,
sCD14&LT,. #$55kDa. #J49kDadHFEZETLZHFEOEENHSN
TEN, W2 b05wE . BEOWMHALICE I mCD 1 4 OBEZRICL 20 L - TE
Eahbb#EZ6NTWE GEFEEHFH 2 ~4) o
[0007]

10

20

30

40

50



€Y JP WO2009/142303 Al 2009.11.26

STTE#FIS5kDaBLUHW49kDansCD14 (UTF IE9FEsCD14] &
W ) id, BRIMAE (SEPSIS) . BRMGEASEREE (AIDS) . SRR
MIERER (ARDS) . &8tV 5<F—52Z (SLE) %, 2L 0B IBTLESE
DM TEMEERTEIREINTVE, FOLH, TNH5EDs CD 1 4 135 BHFEN R
R—H—TWGWEEZLENT V2 GHEHTF TS ~6)

—h. BIfEBZF BV THEOIC A RENER TS, #HiksCD1 4057
LT, sCD14—ST (WEMCD 1 4EFT 74 A7) DERTLZZEPHESINT
Wi,

[00038]

sCD14—-STé¢id, sCD14d58, EETXCEFMHTFTSDS—PAGEIZBWTH
FTR13:x2kDalk#FanNd 2L L. CD1 4D NgHE2RFELTR20 D
Thd, B0 FTRsCD14EHRZE, CllidARELRELALTI /BEFZAELT
BV, B0FEsCDI14 L IFEZYVLPSHEREAL TRV, $/4, sCD14—

STiEDTTEsCD 14 LIIEZLZMEESELZRTALD, PAZHVWTHE XX TX
o sCD14—STREMERZCEYTHEWICIPEE AT L G 1)
o Fo, BMIE & DR FIAEE L v, EFWERERE (SIRS) 2T HEZEEBELTD
BIER oM TREMEEZRT EVIHEEDNH Y., sCD 14— S TikKIMEDHFEM
RHEWv— A —THDHEZEZLNTVD (JREFLHT) o
(AT Hr 0wk
(45 &7 3wk ]

[00029])

(Eercmi 1) EEAEWO2005./71084 29543
[ F4F 5 SCHik]

[0010]

[FRdFaFr @ 1) Wright®, Science, 249 :1431—-1433, 19
9 0 4.

[FRdFaF @ 2) Bazi 1 B3LUStrominger, Journal of Im
munology, 147 :1567—-1574, 19914

(Fe4Fer 3] Bufler®, European Journal of Immu
nology, 25:604—610, 19954,

[FR4FaF 4] Sub, Journal of Hepatology., 31:435

— 442, 1990944,

(e 5] Hayvashi®, Infection and Immunity,
67 :417—420, 19994,

(4 cWi6)] Lawnb, Clinical & Experimental Im
munology, 120:483—-487, 20004,

[JEdFaFr i 7) Yaegashi®, Journal of Infection a
nd Chemotherapy 11:234-238, 20054

[Z50F 4k 2]

[ZSMAAR L & 9 & 2 3F5E]

(001 1]

EERO, oG aEECIE FERX, EEYEo B OESRERE, AERIER- &
RaWR T L 00, BEL CBEEFMIrD R, A -5 —, TS
FWVo EMOEENLETHY, LWEELHA-LHEFBEOREPEFN T, &
IR RS R S NS HER T2 cEE, LYEEIrOoOERMNRHEEH: &
VA DD, AN A VI EEN MDA O ORERIER I Lo THEEINLD
Ty BENFEW -7 — 3@ E T v, 2, FHBELHAORBICL VEESND
ZE, FAERETHBLTLEY 226, EEFENZ~— - I0ES T, HlEr
I AT 2 RiE % b v v Aflhd - 72,

[001 2]

10

20

30

40

50



(3 JP WO2009/142303 Al 2009.11.26

BT COEEKIGHAMEELTWLER (Fl, BEY Y <75) BT, KEFEokk
Fov—G—9TEHETL2Z L NVEENSOEEZEHIITE T, BROZHNICHR
0. ZOBE, MAEATORMERTENET A2 EAMETHLA, TF T, EEFR
. o, BEEELEEWEET2RMRT AN TV o ko
(FRsE% T 2 72D DFE)

(001 3]

sCD14—-STHARIMEBZMETCLATLZERAY— I —THhLILIILMTH -7
N, FOEEBTIEIHSThd ok, DL RNKTIEBNT, REHEFILZ, = FIFF
TryERY Y FRMETCFVEYTCEMt s CD 14 —-STHALERLEVA, HFBEYIC
Ly FIMEETZNVEY (CLP (FBEEHE) 7N TREATZ RN
Lice COEBEERE, sCD14-STOEAIKCIILY FFEY L I0L2HMEOTE
MALDATIEHAT T THY, HILKRE L2MFAOERBENEETHD L2 L,
FZT, in vitrolBwlELHEoHMERHHWEEsCD14-STEELEENH
BRI A, s CD14—-STROAMMKCEEGHEZR - S22 EE2 R
ML oAEESIN, CHIIEEZHETLIYEEZRM T EICLIVETTL L
MR L7, S 6B E., v FESFLETFVEIHICEWT, MEAOEICHENE
Wt osCD14—-—STHERLTwLZZERZRB LA,

(001 4]

L2z T, sCD14—-STi, BENCKEENTH Y., o, HEICHLLEE
MEAETLHWERTTH D,

[0015]

Thbb, AW, Ao - 2 FiELRMET 2,

(1—1) BfRIcL Y EEER2sCD14-ST2HNETZ 288 +a, &
MR o B BE B

(1—2) EfloREED, gaEETHL. LT (1-1) KKi#okE,

(1—3) & aayErEMsgr TG e+, L2 (11
Y o0k (1—2) IR,

(1—4) TRROIEZEO I L2HRE T2 . AHRORREERE .

1) Bl EEWE 2 Hm 382 L,

2) MBI EEENSEsCD14—ST2HETLTHE, BLO

3) WEMEZEEME W L, L0 EB LU/ -3 EREZHET
% LHE,

(1—5) EHiless, Fhsk, EESBL o/ F-zanskcds, Lt (1—-1) /4
B (1—4) oy nriliiiBdo Hik.

(1—6) AHla G EEETHY., Lo EERETHL, 3L (1—-1) E
(1—4) OV FNIICTLED T,

T, AREHIZ, sCD14—-ST2EGATL28MMOBRELZFMTL2A0DY—5—T
Do

[0016]

Tz, AEWIE, HEADEOTMIBORIEEZIMITS Z 10 L5, SO - 3Rl
HERRMAT L,

(2—1) EHIOKAELTMT 2 2 810 L 2 Mo iR % fk 5 %5 B ok 1
Th->T.

1) ERe (1—1) J3&E (1 —-6) oWTFhpIi#o e Ly, #smhko s
MR oI rE % FE Al 9 2 TR,

2) PMEiL A RAEEFRMEEME T IR, LU

3) HEEREOAMBOBEFNEFRMEL YV EMEIFZIBETHLI 2L WVREDS
MBIU /T3 EERHET D T,
eI ERRHE T,

(2—2) Gl Z M+ 2 = 212 X 2 0Bt B i FiETH - T

10

20

30

40

50



(6) JP WO2009/142303 Al 2009.11.26

1) EfE (1=1) BE (1 —=6) OWTRRICTEEROFTEIL LY, AR KO &
AL ok e % FE Ml 2 THE.
2) BMEL - RALIERME T2 TR, BLO
3) MEEAEAHEOLMBROBEENSEEMEL ) SMEF 2 IMEMETH D 202 £ Y Rk
DIEE T HET D THE,
PELI L EHYE T,
(2—3) GO IMT2 22 12X 28R OMEOTMFETH - T,
1) ERE(1—=1) BE (1 —-6) OWITNPICRBOFEICLY , EXRERSFB &
O/ F - 8RR S oW AR & o oL FE T 2 TE.
2) B LA R AR E RS & O F - ISR SR o B A G T 5 TR, B
Lo
3) #EHoR5 Lo mEEREoEMboi o boRREE L O/ - 13T
HET S THE,
rEL I REME TS .
(2—4) BiEHOEMBOmEZ T2 HETH- T,
1) Bt (1—=1) J5E (1-6) o T8 FE L, B0k
OEBET Bl 2 THE,
2) B L 7oA A R A & 8T B TR, B X O
3) BHAOEMMOBWESEREMERZ L TWnE %2 HE T 51T,
PEODZERREE TN,
(2—5) EMDY, ek, ERERBL U/ F3HmEcdhH s, Eid (2—-1) T
B A(2—4) OWTRPICEREHD FHE,
(2—6) FHIROBEEDY, BEETHL, L (2—-1) WE (2—-5) Wi
WL i,
(2—7) EHRAPERETSH ., SHLoEEFEREETHL., L (2—-1) BE
(2 —4) OWTFNHITILED T,
[0017]
Fo, AEHIE, AR E oA ) -y I HEERRMLT L,
(3—1) TEoLEZGOILE2HEMLE T2, GEBEAGYEO A ) - 7 )
B,
1) Ml & s g 2 s 8 2 TR,
2) M I WEEENSD sCD14-STEHETLLE, BLO
3) Mo EEREICH T2 HBEME ORI MT 2 TR,
(3—2) AEYEOEAET T, ML BEYELEM IS4 2 L2 HET 5 1R
(3—-1) K&k,
(3—3) @Hifass, sk, ERESBL U/ Fhizanskcds, LiL (3—-1) 74
F(3—2) OWTFRPICERERD FHiE,
[001 8]
F/o, AREZ, RERC L EAEYEETZRERORBE EERMSE TS,
(4—1) TRROIEE2EL L2 ET2, MR Z2EAPEET IREAOR
o
1) #EAhkomE (MEzk<) &I sCD14—-STrHllETLHIRE,
2) WE LR EEMEE BT TR, BLU
3) BAEFDs CD14—-—STORVEFRMELYSMTH 2 0E1EHET S THE,
(4—2) MAECEEYEZRINE, sCD14—-ST2HAETrZL2HHeETH,
e (4 —1) KRB K,
(4—3) BRI X2 AP EETZRENMEE ) Y 2FTHY, MEIEHRTH
L, kg (4—1) Fk (4—-2) Cm#Eo ik,
(4—4) B2 EEFHEETZEAEFAEATH Y., BEIATTH L, LT
(4—1) F7id (4—2) B HE,

10

20

30

40

50



@ JP WO2009/142303 Al 2009.11.26

(4 —5) EMIA, kB, ENEBL O/ T30 MNMEKTHL, E5d (4—1) J
E(4—4) TR ERBO FHHE,

[Z8HH > % 8]

[0019]

AREH I EINE, gRCPhERR> B SN HRERTTHLsCD14—-ST%
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b, FETENHNTSDS—PAGERBNTHFELI3Ix2kDallikBians a2l
ML, CD14DNEEOT7 I/ BENZHFFLTWELDTHDL, T2, sCD14
— ST, B9 FTEsCD 14 L dBEL20EREERT, 22, CMEDTEsC
D141, 3C1O0¥ifA (ATCC TIB—-228) i@ BMahzd, ersCD
14—STix3C 1 0HARIZHES LAV,
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—HT, sCD14—-STH#EEMIIERL, 80 FTEsCD 1 43FHRLIVIMAD
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LHRTF RHAETH D, B, CD14D0kEECBITZ33E340MDHE
WTHsE (Kimb, Journal of Biological Chemistr
y, 280:11347—-11351, 20054, ), BEMA&MIZIZFCD 14 (EH
FS1) TII36~79FHoT7 I/ BEY., YHFCD14 (BEAFS2) TIE3 8~
31&FHo73I /BEH, v ACD14 (BH&HFF3) TE36~79FHo7I /B
7, v CD14 (BAES4) THE36~T7TTHHOT I /BRI LTS, ST
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dEF T, #HELZST I/ BULELORAN SRS TF K, R E L THMAZ ER
T4, hCD14D53~68FHD167I /Wb ITSF, YyHFCD1 4
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Dy 7 AtGERL-TWED, sCD14—-STHEESDFEsCD 1412k TCHEED
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L7zhioT, sCD14—STix. EETEMHETSDS—PAGEEBNTH TR 3
t2kDallikEjE a2 L2EHEL, CD1 40N 7 3 / BEA2EHELTY
HZZLA, BEORIERMIZL o THEHR ST I ENTEL, BEDORERML T,
CD14Dp3~p40EBETOBEELLS 73/ BULOENAGHR LT F FEHE
FLTHRLZHMRIC I B aNaETHa, 42, sCD14—STik. EREy
2 & D MIAE F A2 IZBRIMAEE 7 VIS B W THENICMFEENLATLIHT TH S, 128
AiF,. 8EhsCD14—-STi., EBXCFEMHTSDS—PAGERBVWTHTE]L 3 L2
kD alkEls i, NEBEEFNICHENES LICLBo 7/ BEAO 1 HH~8HFHOR
AEAL. BAET 1 i 7 3  BEF o5 3FH0~6 SEHD 1 673 /B
BT F FIEETLHMICBEMNICEET L2 L2l E T4, 3512, BBAER
1CREBO7I /BRI 1 TEE~26FBNGRLXTF FICHEETAIEICHEN
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HOEMZ NiGlitfa LTwad DM TEL, " FTChNIEFRNFT 2073 /%
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WEZAWTH v, FREBEANMET2BEZA LTWLHES LMkt L (. A
FLTHL -6 08T END, WEAEE LTIZ, ¥ b, ¥, %A, v b, T
YL T BT, VE, T, A X, A ENBITLNS,
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foIiR I, e, AR, U vovHE. PEEIHE. FLyb. BMEREME. MR, R, R, RN
VEOK L TR BEARL ER R EOREEIALTRT LI ENTED, T, BE
VEEL, M. FE. B, KfEES. WE., BhoEE LA RoBiEs bR TS
TEDTED, MAT, BE. M. B, fE2 oM 56, SMEEHE T 2
TX 2,
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A 6 ffiin%: AR T 2500, MO ERBICHEL THWTOI WL, &M
o2& HSZRE L THWTL I v, 228 2, MiEsH5%E L AHmek, migEs 53
B - PR ER. NEMERR S LB L - B E . ARFEOFEICHWL MRS L
THTZ ¢ TED,
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MO L X, SR LT 22BN TH b, AR T, AT A
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A VERREREERL EI T E T RBER OO, MR RELEBEIIEAETD
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Thbt, REAOITE LWtk —o2i&. IhEk, B L ¢/ F-dAMR0E
HREOMNEHETH D, T4, RiEHON O F LVEHo—oi., {7k, Fkks &
UG/ 3 iAo gattollEts 2 it ks, RElitoBMiiETd b,
[0030]

AKEEHOEMROREREIME HEIX, AR IVEEENLsCD14—-STRHlET
LI EEMETSL, sCD14—-STik. ARz T L2200 —F— ¢ L
THHTH D, ML, EEIEENCMENs CD 14 —-STrEATL, SR EATT
Bhd, MBS EAYEEEM T 20T 0, AAEYDE I, S EAEE % E
CEELLOTHY., T TnAEETEEE IR, Dal bl s aEMEoRY
A (EEA) . BLU, B AALZYEOHIAN TOMLoBRER2EbbOR WY, &
MR L 2 HLY iAA - b TR 2 EEWHEo BARIE LT, HiF - BEZ EOHE
ATV ENBIT NG, —HT, ¥A 7B E8—X - 5597 A8—AD L%, B
DAFNTOHILINZWHEIZ, ABRHICB T2 EERYWEICE Y Lk v,

[0031]

sCD14—-SToligix,. B EATLEHR. b LLREERD LB LTT
Vo ZITTWVAEHL LT, Hrhh, MR, MIBRT v kA BB, REAER, Ak
FThbo HELSEMIEAETL BREICEVT., AT TICHEEROEEYEIC
L TEENE 2T TV aEE, IRL-EHMREEERET - IIFo b2 EENET
LI LT, AHBoOERELIMTXS,

[003 2]

TR EEWE RS2 5E4E, AR EATLERCEEYEZRNTE
FV, B VIEEYEFERRCHE G INL-EFRE, SHR*EATL2HBIEEZRMLTD
v, EYEIX. WYEVWoBRSEHOE T, TAEF U PIHEF LI HWERD,
[0033]

sCD14—STo#lFEIZ, sCD14—-ST2RETEZZ2EZTHINTFICEEEINS
bOTIEAWD, sCD14—-STREEMIIEST I THn -mEemilllERIZ L
DHIET D DT F Ly, SREEMIIERIZ, I7F L<E, BEEREE, 0 Ffv T
. BHEWE, B GET 2RGHERINEG Eb BRI ENTE S, BT L
i, Ty RA vl (2 FA v FmiEflgE) Thae
[0034]

YR v rtEilEER, WET27 vy BB 2 88+ 2 2 /BEL Lo
PEZH T, P - - AEERE RS WL VBT 2 HETH D,
VRA S RIENEEIIANOFEEHATL N TE D, HEEOFER, WHRTW
REIEOWTIR, 2 2E, AIEGE [BReREEERRElEE] . 2SRty —
(199 34F) . FEEIIHE [EHAEEOH L WG SR L B - (hFEERS
~OIBA] L BEAEFHR (19 854F) . AlIXKEEIE BEeEllEr] (B3
) EBEEERE (198 74H) WREEEINLTWE,

[0035]

sCD14—-STREAMIIHESGT LML, CD14o"RkiEBCBTIBL3Lp4
OMOFEEF O, #HEE L8 7 I /VBULOEAN PSR TF FILEETLIAETSH S
o ZOL AR Ao, EEAEW0O2005,/71084 2 958ICiE#HDS 6 8t
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R, AHMEEH 1LICHEBEOF 1301 —0— 1HAELREIEBFONL, ¥ FA v
REAEEEZAVLIESZ. TILd ) —HOWMEILETHLD, sCD14—-STIH
BT LPMAETH TR REREMb v, B0 TEsCD14¢sCD14—-STOW
HeRBTLHERZAVLEZELTEL, 2oLy ko, BEBEAFHW02005
/1084295 AMICERNF1106—13—3¥AERLF1031—8—3Hifk, &
M EERH 2 IO F 125 8§ —7— 2k EABETFoNG,, ZN5oHMAE, K

D7 a—FUHAETLE, 70— FUHAEATL L, BICEEE R v, v RS v i
BHEEEZAVLESIE., B/ 70— F VAN F Ly, F/4, 8T/ 70— F L
HEOWH THoTh L v, T TWANMEOMA &I1X, &t/ 70— FVHkoF ab.
Fab ' F41F (ab ) 20wTtThdsThHL,

[0036]

G R HERTIE, sCD 14 —STLHEAOHGERER S ®-%E, Bl ani
BOAERERICLIVEHTZ2IET, sCD14—SToOFERHET 2, Ei#lz, ~<n
FXVF B, TVHV I AT —E, p—D—HI57 b F—¥, FF ¥ -+,
HLWEY U —FEOBEE, 770 VoAb LIFoFEMAE, 2750 b LR
FONERELEREHE, FITC, 270y L (Eu) « bLLETI<U 74 (
Sm) Fogrvy /4 FEORNYE. BF. 00U F, FRIT v I A, FLRTA
Vh=TEHaT L v, bR E., B E, F0ER. FLE 7MY P T RE
HmELTHWLESR, FOEBIILCAIERFICL Y BZNICHETE S, %, €
a0 REFLIEEFERT Ty 7 ARERELTHWT, 1A/ 2702 MEFE 70—
—ERMA LSy MOTHIET 2856, BRICEIWVHETETH S,

[0037])

SR EHERIZ, Fy FOBECTIEMATLZ L OWETHDL, v FidsCD1 4
—STIHEMIIEETINMETLEERZE L, £0Mffi, sCD 14— STEifAOES
RS-, PR ENEBEEHRZERCLVRE T2 -00BREZL G0, 2 &
A, R ZEM LSS REEIHE (F9AF v 72TV — b 57 v 7 AR TR E) .
ANNA XYY - EEOHBER, €204 FEOEZRYE., 77 ATV (TM
B) S05tWE, RIEES LF2 00T Y -2 M LY P T ED v ROBRIEA
WE. 70y X rH, AP, RE EEYE L T HEATL v,

[0038]

HHRrEETL5BE,. bLRESHEOLETFDsCD 14 -STREM®MBLU/
FLRERMICHNET L, MIELAEREE, EEMFELILEL, sCD14—-STOFED
FERLIU /- 3B %N T2, sCD14—-STOREEOCHBERILU /713855
L EHBoAEEEORESL O/ FLREERNET L, B, WIET2HMICX
DHEEDHIDLD, LEzid, BHREEE LR VEH,. EEYELEMS LB
VFREENS B EFEONEME ., BHEEHE L T 5, mAOHIEMA. BIEEE
fELE Y BurEIRTHEL, BHROEEREZFIME TS, T4, EH#EMEE LT, sCD
14 —-SToEEMEOHEMEILRKOL-MEHEFANVLZELTEDL, MEDOHIEMEE
R REB L, BAEFDOsCD14—STR2EETE 2T, Al EADE® Sl
T2, T At LAloRB LU0,/ -3 BURMS-VDsCD14—-STHE
AROEEMZIBE L L, BEd ool itogl, HHtoESEWE 2 Hi+s =
YHTED, sCD14—SToOMEEYE L, M58 L~-sCD14—-ST, &
MogaEflEictvEASNZ s CD14—-STEHRLL-bD, Az MAs CD 14—
ST, RTFFEHE LAsCD14—-SThEEMNVIL, sCD14—S5TolEEE,
M Z otk EERAHW02005.71084 2 954 ICiEsNTnL,
[0039]

3. WEAREREOAEMBOBRZEM T2 LI L5, St - i

MR [ 2. e sestM bl oEWCEHB LA T2 v T, Bl R oM
Moo rifMiTas ik, UToRE - SMiPTREE % 5,

A) WERAEDEHBOBEEREE LI ERICERE LTI NEY &, EROMITE, B
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FUO/FRBEROEEELRID - FMITE 2,

B) #EEAOREEEOET., LELEOEMAL LLFEFTOARBL T/ FAI3EE
PR BT E D,

C) #HHG B LU/ F 3R GHOBIRAEREOEMILOMEEZ T2 2 &
T, Bl oMEEmE - FMITE 2,

D) bz BAEEFILHVL IS - T, MO SEIMOERE T I ENTES

(004 0]

HHALOBRER T =) mEoME - SBMEZT B4, badid, st M2, &
MO REREE FEE] OIEIWCHH LA HEE AW T, AR £ o Lo EhE © Fi 3
LAIREZEGEOIFL, FPMAELAFEREZ LM E LT 2 T, B & U8B H ko
OHEBEDIEFME LV EMEE ZIIEETH 2L VEROAER L U/ - 3T 2 M
TEZIREZHECEL LA TE D,

(004 1]

ZTITC, ERMEEF, FOREBICERAL T WEEMA, ThbbEEhuiAbEn
RO REETHE L-HEREROTEE, F0HIEHERLOFHES L R#EHEHE & 25
WL DRV E 2 D TEL, MAEOHEMEE EREEZ LT 2I125 0T
i, 20T IEEELBETL2OATH LVh, EEHEBAOPHMEL2SDF412£3S
DEAv hF 7L LT, 7y A 7L VIREOREMABE NS L IMEVES., &M
HOBERRIHL LU TED, FALAEMHORES - /HES3OREEILL Y ERADEST
B, BEU/ FAREROEEEZIT2 2L TED,

[004 2]

A ORI R 2k B LTIE, 72 & 2 REE. MEA 7Y S VIFEHE T,
RRIERE, RGN SE., BMAEFERE, 3 2o F X2 ¥ —EREE. HIE.
EMEY CoSHE, MRS, BERE, FEELZ BT oNL, 2 A EERTE
i, THEROTEEBEOELEICRKEEA L., FOLDICEELMBPERBERY ) BT
SR BEMERERFETH L, BHAFEEEHEOI AKX, EFEH (BYIDY &
F) 3BT LH. HIbEEEERAE S v, LA o T, 95 v 7 AV - AW IAAIC L o1
FTIFRFEZRETEX LV, sCD14—STEAZREYL L -EEEDRGTH IZ,
AR R R A RE T2 2 ENTRETH 2,

(004 3]

BRI F AT 9 Baid. s o o g e BBl - Sz
THOBECET L, SHLOREE. HFIgaaid, FRomEINSIcB VTR S T <
BEEZEABEHBECH ), SHBOBEEF I T2bbREBREORENE DLN D,
RO RER & & B i A8 A THEHATIE L v,

(004 4]

HA DR - FMl 2T BEE, Db, BHRShB L O F N
S50 EBEREO ML oWT, Mo [2. SMiaoEESMT 5] oBEICHE L
e HEEZHWT, BB LSIMT 2 LELZEDIFL (., ML REE EEMED &
U/ F 72 13RI 50 0 SRS 5 & i+ 2 TR, B UEsoRSIC Lo mEBAhED
THIBOBREOELOAELL U/ - EETNET LI IREZEIEL I ENTE D,
TITWAIERMEE I, ERLEBRAEEEOSHmOERErHE LAEROZETHY,
J:i’i‘.b:%é% Lf: kj’:’) U '(‘_\2%%)0
[0045]

TERE I, SR IER . ATAR G RS L2BEI, EXRSTB IO T 20T
HHE S HROEMOEEoELERE T I LI Ly, EHAEMER LTS D,
HBVIIERCLZ2EEN D EDRERE LTV 2%2HRTL I LA TE, BHERS
REBICHTL2HHAZRHEZH/L LA TMRE LD, T2, AHIROREREDZILORERE,
ThabbsCD14—-STEARDELDAKES NS 3EEE., B REOREE
FTI b TED, 72, G—CSF2R5TLHHET, EELTOFHEROE
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FREELE L, G-—CSFHRSICIY IEFELREBECITHIKAEOREREINL 2 2% 3/ I+
LILNTED,

[0046])

AT HEEEBEICAVLILH 2o T, Mo GG FMZ4T9 BE61E. AvaEMiao
EREZ s CD14—-STEAZEBECHET2ZEICLY, Milgs LTEEZBEGEEZS
LTwaa, BEU /7203, MROEEEZFM T2 TEDL, 22T BERER
ik, BCH®E OO MEKE &% A ohrig - M Lk, AANETHRMIEHEN., B &£
U, EEARFF—HiEonmiki &2 BE~BHTLMMRMBBNELZ EABTeND, B
HAOHRZ AL -1, FOMMA—EoRE2Ea L CwasdesRETs-olz, |
2. EHALORRERMEAE] OEICHBA LA AEEAVWDL ZEDTESL, B LMD
Bepe 2 M i L, BB MEE WAL TwiE, RATELZRETHL EHMT 5, &
#EIZ, BEEFOHMWIZW U TEERETEXLD, BEIL. EFoEMiboEREiEL
BT AT L v, B L VEVESIE., AROBE CEMROREE T 22 ITMRoE D%
biro, BRICELZ-SETEWEHIBTX 5,

(004 7]

4. AEBEAFHEOA L) — v

Mo [ 2. @HipoEiERMmybE] omEcHP LA FE2AnT, aaliiasyy
DAT) =2V TRATHZEDNTED, Thbb, KEWIX, TiRoTEZEL I L24
MeTs, GEBEAGTYEO A7) — v FHEREMT S,

1) BB & wEE Y E % e & ¥ 2 THE,

2) BRI YVELEEINZsCD14-ST HET2IHR, BLU

3) AR EREIEICH T2HEYWE %% T2 T,

B, 1) AR EEYEAEM S e TRICELT, AEYWHOMFEET T, Al
CHBEMEREM ST L,

(004 8]

HAEBEFAG YL X, EMoaEitE e RES LRWE T80 2L THL,
e F. BmogElrnfmEcds, - vy (Wortomanin) ®%
A +%553 D (Cytochalasin D) 2¥ERYEE L CEMRICEMS L,
ALV EASNELZsCD14—-—STR2HETA2E, #EDEOHRMIELYsCD 1
4 —STOEARITED L, EENNIEIMETE DL, SNERBIC LT, EAKBERR
HiESEFHL- BB E & L CAMBRICEMSY, sCD14—-STOELAES
BRI T LR ZMI T2 2D TE 2,

(004 9]

5. BEHYEETZEROREITE

REEMIZ, T, AR EEINETIERORE TERRM TS, SR FE
it WERAREOREICEINLEsCD14—-STE2HAEL. #0HE L-{HZ EHEfEE
L, ZMmEthosCD14-STORPEFHEL VEMTHL22EIZHE LT, #
ER AT BRI L2 EEPEETARBICREL TV S ES H, BREAOEITE, BLIU
SEIEROEGEEERETE 2,

(005 0]

WAL LTI, WA TH NIFRHICREESI N DO TR AZWA, b, F, 99 b
VRYA, E, v, T v Y, YE, v, A X, FhRoEAah E0EAE
WHETEL,

[005 1]

EHRCL2EEPEET I EAE L, AR TAEMRIC L 2E8EE» A Ty
DEEDOZETHD, 2, BFCBIT 2 BCRER LR BYIE) EEVFE LTV D E
BThd, k21T, BOREERE, BH) vvF, JLEL. BE. SBES, 5
Kigse, HirRiEE, FEL, Sk M. AL B, BABEE. F AR RES
DRI ERIFIE LTHETFONE, 7277 L. KREICBWTIX. 2805 % 0k
AR BEIMAE (X <,
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(005 2]

L LT, MeRAE. VU v, BAETH. FL. MERER. PR, . R, ORI
S, . IR, BEK. FEK, R EDOMERE., Fio, BFE, G . KE. BBE, &
fifges. P, B &2 HE L -BOTERER VY 2, 2770, AEHIZB TR, o
TR < o

(005 3]
sCD14—SToHlERER, iAo 2. AHMaoEIEIME T ECL#H o FEE T
Do

ERHEE LTiZ, FORBICERL TR WK, T4bb BB AR oA
FHELAEREZROTEE, 2OHEFEOEMMES L d#H T & 250 L iEEf
LfEZ VD 2D TED, ERZEBEEREEoREOIEMD, MERD /NNy 7 75
7y FOMBEIZIZFAEIL L2 L) 288, WERCBIT LNy 2 75 oD
ED L IIEHEZPRETL2EIC L VEH#EILLAEEZHWTD Ly, HIERICBITE Ny 7
Ty ROELIX, BAETRZ RNy 77— 7 v A Bk ERHERICEINL 225
EOMEMTH %, MAEOWEME ERMEELETLI2H 0Tk, F0F F 5% i
THLIEATELD., EHHBAEOFELME+2SDFEAIZ+3SDEY Y M 7fEE LT
LAY MNFVEL ) REOHEEITE VS, BT TEL, T, HE
fEATRENEE, EROMETE, BIU/ F-3EROREENSVENNT L2 LT
2o,

[005 4]

AR id, EHESEIFNTHTHET N TR TL L, BifEFos CD 14 —
STEZHEHEZENELT, EENTOREDEE., ThbbRIAOTEBL U/ F-IIEES
M CE D, TN, EANKE B TEMRIEEEE 2T 2 EEEEINAZsCD 1
4 — S THBERICHEETLZEPBEBO—2Th DL, 7o & 21F, BHEEEFVEWICH
W, BT IS REET D s CD14—-STHMETLZ LT, METORES
PR BEL BARRIZIX, WEY Y vF, ARNEEE, BREERAL E0ZHPTE S
o I, MW F - IIBFm G EHTDs CD14—-STHEE LA RETETSHSL Z &
%’SEEEEOD—‘O(\:E%Z)O
[005 5]

— ., WAL T AR BRSO EMROAEBL U/ FAREERH L TERSA
DEBBLOC /- 3EEEZMIT2 LT TH 2, Z0BE, BMECEEDE 2R
ML, BAEENZsCD14-STrHETIELw, 2282, G CEEYE R
L. BEEN~ZsCD14—-STHHUELT., AEEOBW 2 T2 ENTED, FFiy
VIEROBMMBICAERATH D,

(005 6]

LB, i EHoBE 2P THE L 205 AW, EREEOBRICBEE IS
bOTIHEL, AFHOZERZ AR L 2 e T, YEEHOE T80 s IcBIT
LEEOHBEATL2H Lo TEBEELEFRTEBEENTETHL Z EIEFEI FTL RV,
[E F #1]

(005 7]

(EHH 1) ST F FeEE L2-F 1301 —9— 1#Ao/ER
1— (1) SR ET L5 FoFRs

BAIES 5 IS oB (Y ¥CD 1473/ BEAND4L M2 H 5 IMOBEFNEE
M) DBk bHNTT FE, NRTSHELZ AL Ty 7EABEESSEL -0, N
KMV ATA VWAL TNTF FEEBABI433A (7794 FAAM 3T AT A
) BRAWTER L/, EHEICLVIFEL, HRATFFELT2~3mg 287,
(005 8]

1— (2) BT F FeHOAENTF FEr ) TF 287 OF#E

1— (1) THBLAXRTFFEEEKTIOmeg / mLIZEMHL, 10meg/ mL®
Imject Maleimide Activated Kevhole Limpe
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t Hemocyanin (KLH) (PIERCE) ¢ERBESLIENT2EMENT
HIET, RYFFEFY ) TEAEERKES L UT, BEEFS5079 F—KLH
FET) o FAm1— (1) TABELANTF F2HEREKT1I Omg / mLICEBHERL, 10
mg/ mLdPImject Maleimide Activated Bovine
Serum Albumin (BSA) (PIERCE) ¢EE8HSGLERT2EBMEEG
TL2ZETCT, RTFFEE YY) TERABERHEES L (WAIFFSONSFF-BSALT
) o

[005 9]

1— (3) BEATF FEWMEE LN, 7Y F—ro— {F#

1— (1) THBLANTF P T2E 70— F IR EERT -0, BHES
5ONRTFRF-—KLHZRAWVWTTS y beRELL, Thbs, BAEFEFLOXRTF F-K
LHE100 g2 100 LOERTHEATHMLAZ, 100 L7041 FES
T ANy (DIFCO) EERBEESG LA, N2 Wistar rat (HATLATL
W—=) AAZHEHFSD 7y M8y FHIKZ 100 LT 285 LA, 1 1HRZB, KEFFS
5DONTFF—KLH 100ug®200u L O0EMEEKTHERL, BEZ Y bty
FIz#s Lo S5IC3HE, BEY) VEL ) v REkE2 S L., Bo5h7-Y v EkE
Sp2/0—Agld4 (ATCC CRL—-1581) tEELALE, BV FLr 7Y
I NVEHCTERERS - TEXLZ (B o— URAEERRMEAM] GERE) R
DOHFEW LD o THRE &% 1T o770 HATHMIZL Y NS 7Y F—<2EIR L, 18
iz, BMOMEEZEEALTWENA 7Y F—<%2ELI SABEITEE L)L, T4bb
0. 07T6MY rEEEENE (pH7. 4) (LUWTD—PBSEFEHE) TRIEFES S DX
TFRN—BSAZ10pxg/ mLIZARL, A&/ 7L—F (Maxisorh, Nun
¢c) W5 0L/ YTV THRIILAZ, 4 CTBUREHE, 14 88K T5 kG Lk,
2%Stabilgurd@@dD—PBS (pH7. 4) &7 202100 . LM
LTT e F 7Lz, RN ) v 0REREFFEEPEZETVICRMLT3 7CT1
RIS 2%, 0. 05% Tween2 0% atAMAEKTIEERL A, ST
FH VBT vy MM A7) vk (DAKO) 21 0% HFiE%2&4D
—PBS (pH7. 4) T1000CAML, £YLVIZ5 0 LML, 37CT
1R TR, MR 3EEER LA TMB#H#HW (BioFX) 28y iZminL, =
mT104MEIGHE. 0. PMREBEHRTRLEEL LA, 7'V — NabEel (NT —
2100, HEA Y7 =42 F) T450nmOWEEEZHEL . WhED LA ED
bR v ofiiaz EBiR L, BREFREICIY 70— 20 782 {Fo7, 1 1 O, [E#E
A7) — 2y ZRTY, BABE TS FERGT AT EATL 70—V F 1
301—9—1%#&74,

[0060]

1— (4) NA 7)) F—<isgg LD 6 O rEE

1— (3) THEAZZ70—-YF1301—9—1%2SFMEE#H (GIBCO) I2T3L X
I VTHEE L, COREEEZ0. 45 4mD7 4 07— 124 L THREIY v
i, Protein GHIFACHLA, KT, WEHEH =B ERL, BbI21/1
OfEDIM Tris—HCI!I (pHS. 0) 2FMNMT2FICL0dFMLA, B
FRAME L. THB AR KISy 7 7 — 358 L, FERHA L L,

(006 1]

(EHF 2) EFEATFFEEELAZF 125 8—7— 28k /FH
2— (1) MEETLZNTF FOHR

B &S 6 IR BOEY (v HFCD 1473/ BEND 1226 3 002 EY
) bR LNTFFE, NERTSHEZ A LT vV 7TEHBEEEST 220, NAR
WV ATA VERBALTANTF FEBBABI4 33A (77954 FAAF AT AHR)
PHWTHER L, EEICEIVIFRL, HEXTSFFELT2~3mg %257,

[006 2]

2— (2) BT F FERWERTFFEy )78 837 O
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1— (2) WMOFHEIELT, BIIEF6D<TF F—KLHBLUTRINES 6 D
T F—BSAZREL,

[006 3]
2— (3) BEATFRFRIMEE LN 7)) F—v7 00— DR

1— (3) REOFFELT, 2— (2) TRELALEANEFES 6 OXTF FIIHT 5
T/ ra—FNHikEEET S/ 0—YF1258—7—2 %7,
2— (4) AT F— kg RS S OHL Ak R

1— (4) WBOFFEWZELT, 2— (3) THELALAEAFZ OIS FIIFT5
NATY) F—=wr 00— EFI6E ./, 70— F VIAEREE L 72,

[006 4]

(EHif 3) 7 H¥sCD14—STHlEZRO/ER
THFsCD14—-STEZHFEMIMUTEEZRZERT L0, EHA 1L — (4) .
2— (4) CWERBOWMAEEZHWTY Y F 4 vFEL I SAZRERELE,

[0065]

3— (1) F1258—7—2®Fab —HRPODOHE
F1258—7—2HMAEDF (ab ) 2%2M8T L0, EMifl2 - (4) TEL
JEMEF 1258 —7—2HifAEZPeps i nTHIE LA, §bb, HRF1258—7
—2Hifthm OMEZEZEEL 10 0mMEER Ny 77— (pH4. 4) &Ny 77 —%HL
jo#2,. Pepsin (Boehringer) 2Hfh : BE=30:1 (EEH) %25
EAEHEML, 37CTTORMMBIN LA, ISR TEICIE IM M) AE&E®R (pHS
L 0) BRMLT, pHEPHUAMITIE LA, RIZF (ab ") 208 2iTok, T4
b, FelfidPeps i nZHVWB<HMWT, Peps i nWHLAFMEEPros
ep G Millipore) IKHiL, WAHAESZMAER LA, SHWZOBREHT %
Superdex200 (Amersham) K322 L TRUNMOIMAZITY k&,
F1258—7—2®DF (ab ) 2%8&/i, HELALF (ab ) 23SDS—PAG
EICfELCHEZHAL, MBIl gGeE#ERELAProtein Assay
Dyve Reagent (WAFTFvF) ZTHWTY U RIER L, NTEHLNALF
1258—7—2 F(ah ) 2k %Peroxidase Labeling K
it SH (M5 2ACTEDETL, B Y VEBBPEEETLIATA VRESRP
eroxidasel@RtaZlIliWF1258—7—2 Fab —HRP#R{FE®L
p

(006 6]

3— (2) ¥ ¥sCD14—STHYFAvFELISAZROFR

BAR LA E LTERKBI 1 — (4) THEZF 1301 —9— 1#M4%2, ERAAE LTE
BEl3— (1) TR LAF1258—7—2 Fab —HRPHMEZMEHTSL 2257
I RA v FELI SARERHE LA, §4PEF1301—-9—144E%D—PB
S (pH7. 4) T10pg/ mLIZHHL, 14/ 70—+ (Maxisorhb., Nu
ne) OFZLIIEE 0 p LB Lo 4 CT—HREIG L TR, A4 v ZHATH |G
L7 5% StabilGuard (SurModicsg) ¢0. 1% Tween20%
E0D—-PBS (pH7. 4) 2&Z 72200 LMLy ® 7 Lice RIS
W%DIEE Y EIMFE (YHECD 14771271 —HMAEYIITAZHNTHHELECD 1 4
HEZEELZIME) . 1%BSA, 0. 1%Tween20%&8H150mMY @@
v77— (pH6. 0) #HAHFMWE LTRAEZHFREEL., YT VM85 0 LML
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