JP WO2004/088317 Al 2004.10.14

(19) BREHSF (P) B 4aXREF W) (1) EREL M2
W02004/088317
R%ITH THRISETH6H (2006.7.6) (43 ERAME SR 16£E10A 14H (2004, 10.14)
(51) Int.CL. F 1 F—7Ia—F (&)
GO1N 23/53  (2006.01) GO1N 33/53 W
GO 1N 33/543 (200&01) GO1N 33/543 5812
GO1N 23/545  (2006.01) GO1N 33/545 B

EEMR RIR FTHREERER KRR (&2 13 F)

R R 2005-504261 (P2005-504261) | (71) HBEA 591125371
@) EREHMES  PCT/IP2004/004606 o h TR
(22) Bt SERLIGEEIA21E (2004, 3.31) RESHHREAFRFHA=ZTH4EZ S
(G1) mEELHRES  FM2003-94059 (P2003-94058) | (74) KRIBA 100091096
(32) % E EEISE3A31E (2003.3.31) #Et FA HE
@) mEEXRE BEEP (74) REA 100118773
fEL BH &
(74) REA 100111741
#EL HEY BR

(72) EEAE LR &
PRRDRTESH—THZ&#2E T
T EMRAS TN

(72) EEAE ®RE TR
MRRDRTRESI—THZ&2E 7
A ETRAETRN

Bt H IZRE <

64) [(RADER] VRFOFA(r (a) ORBHBATEE R LUZORE

(7)) [E#7])

TIEFHIEREICBWT, 2HAERI (7254 7) 20T 0HEZ FiElc g illE
T % 12 D FHEORAL, 7l/&47#@&?%mﬁ®mﬁhwﬁm%ﬂmLtﬁf&
%ﬂm&%ﬁwtﬁﬁkkwf‘ﬂmﬁ BIN 2 v 2 AR 25E L, o
WERCIEREE T 2 /BERNTA2Z LI ;h BT/ F A TORE L B EESLE
EE Ew L, AT oPE 2 A THE LSS ollEl SR AT
EEZELND, FURPERNIS 2RI H L2 bsmill e,



(2> JP WO2004/088317 Al 2004.10.14

(45 5 7 K o0 i [ ]

[k 1]

BEO7 /3 A 7DPHEETL)VRTOTA Y (a) OMENAERSEFIALAT T v 2
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bz, HUEHAERSZFHE L2975 v 7 AR e Ak s,

[75:kE 8]

BINT 2 AR AP ESUARIGEO KIS ERFICBVTO., 16mg/mLEEO. 23
mg/ mMLUTTH2BERKETERD T 7 v 7 A0S E R HRE,
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apo (a) ODFRICEHEMEIEL, Lp (a) KL 72/ 54 THEELTS
o BlZiFUtermann, GHIZEHEO 72/ 74 TIWCKHNTEDZERZHELTY
H(Utermann G. et al.,J Coin Invest 1987:8
0:458—465), 2Dk, FREKDOSFTEOE VDS, BELEFHH E TH
WHENZERETOHERZTTZIBE, DO TFRORHMO ST RIEEYH L LTH
WTHTROALZMORHEM 5T 2HE L 56, STHEMC L2 EMS S TEME L
AEDPBEEND, $/2, Tk EEBENRELNE, A0TSR L - T
CHEVWHIHIEGH L, RHAMOENIIWSE TR TORAB LS T2 EEICERMICHIE
TL-0lit, MFTOEHIET—BRHICAVWOW 2 ERETE O CIEA {, T8
Bl o THEAToOHENEENE shd, Biml, mEZNHlEEr HwTo Ao
TOMEEATHR ) 720 R LT 1l TRIGT 2E 7 70— F LAk E Ani
BEREHEENE T L. SHEEHRERFENCHILTE -0 B R0/ 70—+
iR EERT 205 2H2 (Clin Chem 1995:41:245—-255)
o —HT, DERTOFAY (a) OHEEIEZRY) 79—+ itk d Huv - fElkBiil ek
SIECHWENTEY, P EEREERETONETHHE LTWwD, 206, BER
BRI EEE s -8 e, MEOEHM oI L THIEMHEIC gL RO SN 2 &t
Ml Cdho/ (Curr Cardiol Rep 1999:;1:105—-111),

VRO A Y (a) (ZERMEAL, B OEBSEEEE S Y, Ao BT 0 5 A
Y (a) BEE, ChOb0EBROEERY) A7 OMEICOAVEL, 20 &3 IR T T,
Wl O MEIC ERE R VR TO7 4 VilEE2HE LGS FEFEF N TV,

EREd el Clin Chem 1995:41:246—255
[FE4e 7 Sk 2 ] Curr Cardiol Rep 1999:1:105
-111
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DT LY, BRuBllEEt lElis B3 FEERMETL2ETH 5,

REEHE S X, EHoEXRBEREZ2ET2IMEONEZ T4 ) oo BELEllEEicsw
Ty BEXTOAEL Lo THEMEOHIHATEEL 22 LR RM Lk, Thbb, Hi
BATTICHER 2L CRIIL, BTy EntiEn 7 T BE—EBRINTS 2
P, REMOBEVICIZHEEOEF L DE LW BELZEME L, FFHELTOHEDT
BenMERElEE L2l s HEzA T2 HEMEIEONL 2 RHL., &
BHAEZTEHITLIZE ST,

ThbbAEHIZLTO®RY TH o,

[1] HEO72/ 54 7HPHEETZVETOF A (a) OHENAERGEZFHL -
57wy ZAnERENEErAWZREBICENT, AERICHENTLIVRTO714 Y (a
) T AMEREAG L. PollERICERE T I /BERNTLIIEICLEY, &7 =
JE¥AToRE L AEMOZEN R R L., AERB oV RT e T A Y (a) BST
HATHE L-BEoHEfEE B WHEE2 A T2 HEMEEZE 515, HUEIARS = F) H
L9 5 v 7 A dmill e,

[2]  &INT 2P SHETAKS RO KSEHERFICBVTO, 16mg/mLEE
THiH [1] oFE,

[3] #NT LHAEIHENARGERORIGHERTICBEVWT0., 16mg/mLELE
0. 23mg/ mLEUTTHS [2] OFHIE.

(4] W®NT2EEMET I/ BEISNEIMANSHEONIGERICB AT b EE%L L
ThHa [1] 6 [3] owiThdrokiE,
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LY URIEPTFLL, BFIWURTOFA Y (a) DFF L, UKTTF4 >~ (a)
1ZiZ. F. By S1. S2. 8S3., S40620FEHANEETLIEIHONT NS (
HABFRE 57%., 199 04EMAS, pd2—44)  TNH0FEHAIUterma
nboHE (Utermann, G et al., Proc. Natl. Acad, S
ci, USA1989:86:4171—4174) KXL-THHETED, HlB, SDS
—PAGERfTWEBEHES2apo—BEHEELL, NIV RBEEL TR TS TED/N
XD RF, apo—BeREULEBHECLOF* B, BhBEEALOZIEIZS 1., S 2
S 3BLUS L ETGHEET L,
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fHT2, HuafEiIBEsS LT, Mz iE, 95797 AP, Xy b4 b, 20V
YohA ) v, BELEFRIFEZFEH T2 EARTELD, 97 v 7 AT 2HEHTLD
WIFEF L, 97 v 7 AR TE2HBTRELEEEL I v 7 AELHEE VW, 57
v 7 AR HIEE I AERRE (BE) S99 7y 7 ARTRIUEL L9 &35 4
BROMBELRELIT 7Ty 7 AR TOBEEZTEE &8, SEE0EEZBOLEIZL VllE
L. MEAEMEF - IIERETE, REECTCHVZ AR IIEE S N vy, g, E
, MEEHAIFEICANWD I EDTE D,

3w 2 ARTFE LTI, FlziF, ffher v, 72 a b)) L, BEgEY L, T
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WEMEICENRTHEY , oEYENTHMEEZ BN ZECHfE T2 0T, RUZAFL VA
DG F w7 ARKTHIFE L, ERRT 7y 7 AR TORBEE, iIFF L0, 01~14
mTHY., SHIHFLCIR0. 1~1mTHD, FEHO0., 01 pmEMRTHID L,
MEENEIE L, Ao ENr -4y, FBFRESICERZENREZELSY
VERL RO LTRSS EEEI S ONT VI EDN DD, HEDP 1 ymEWZD &
. BUSRE R, FEHMEIMET T2,

S5y 7 ARFOBERERTAHMAEIYH Y, ¥F, vy, 7%, vwEoK) s
O—FVHENREF L, SR 20—+ WHERIIHER LAV RTo7 4> (a) 20E
F&LTEr izl mnE2E8TnEs»bmEENE. DEAERLVT—-2%0E
AF v AEENHT 243 0B NP5 70—, TTERPEEILLI2TAEZ 0D
FLRT AN OAT NS5 T —, B ROFTTRIA MO w N5 T~ T
ZF 4= AR NS5 —FOLMOTEREEICER LT, FLidchbE#HAED
VLI EIVHERTAZ LI W LN TED, OB, BEBICHVE ) KS a7
A (a) OFBENIEEEING W, VRTOF42 (a) 1, FIZEEEE PIELY
WELICE W EL, 063~1. 150HS%E2FHL. #Nb%Sepharose
CL-4BEDHFAEHWAZOT 57 =L 0ERTLZIENTED,

G5 7 AR TANOHAAOBAA TR, FICBEE s kv, Flzid, A z2EAC Y
BICWE S Th L L, ALFEWICE S ST kv, L h Admiciz, Mz, #isks
FEERE BZEMLAHR, 30~37CTT1~2BMIMEEETL - EiIcky, FkeHEMKIC
BESELZENTEL, HEIZEET 2R IL, BT 2 HEAQREICIC U THEE
RETDEIENTED, HiE2 I L 212, HERE Lo RBIERRS 2 v ¥ M 7
WY, e PUFETNT I, YHFMBE7NVTI v, BTV T I &ETTa Y &
TETLOPTE L, BU 70— FLHiEEBE LAY, EAEB IR ST
TEAAGEHRE LTHIFLTBLoMTE Ly, ZoB, #Akd: LT, WA FE, V@
B, 7)Y RS R R T I ENTE DL, KD 7 u— F IR L 22 E
DEFEIT, BE, BESEFHEICTLTO. 05~0. 5EE®ETLHIENTE DD,
0. 1~0. 3EEBELTILOHTF Lv, fEAMICE, BEWKLCTY VIIET VT 3
V. EGF U, TIETTAERRINILTS L,

TR T v 7 AT L EARAB 2 EL G BERTTRETZZEINLD ST v 2 A
RIENBERIT ) LA TEDL, REHICBWTIX, HERIET 7 v 7 ARF & EER
HEREALURES Y2 EORRNTETIIAREEZ L L, SHWIEEET I /&
RS R D, WE T Ty 7 AMBREEICBVT, HRRICEINT 5 S ARREIL 0
. 05~0. Img/ mMLTH20x LT, BEIFzB TR LESL, 0. 15m
g/ mLUE, IFF L0, 16mglloBETHRNTL, LB, REAMC L2
EHEOEEFHZNZ D E VPO HTRHEE I NG VAL, 57 v 7 ARELEEL TV,
BIFREr SR B LV BEPS, Img/ mMLUTHPHFLL, 5120, 3mg/
mLUTFHIFF L, 0. 23mg/ mLUTTHEMT202FI20FF Ly, WINT 2
R, RRRCHRNNT2HETRELALZT Ty 7 AORNEZZLTHL VL, T7
v 7 ARF R AECRAETZL XU F v 7 AR F LUV OREELZE LT LN
o PR X AW, MATREMAELAL ST v 7 AR T, BASEEICHLTO. 05~0.
SHEBDERE TR T v 7 AT LTHBENLD, ToOREELZELLTEN
TH Ly,

RT3 ME LT, PIVEoy, BAF TV, PP Iy, TANTELF203
AN VAPIRTELD., COFTLT7NVELVAEE L, BEMET IV BOBRINE
k. WABAES 7o 7 AR T L ERABEZREGE L TERES L E ZORIGRDOREERE X
C12%BE, FFLLIRISBLUETHD, HEMTI  BoEED FIRIZFRBEEN L
HUEMEDEFZINZ 2L VAR BORTIEHBESINT, A2 E, "X ry2H0wad
G, A 0BREEORECHWDLZLLTEDLY, RITLREBERZBLI LI BE» ST,
25 %LLTAIFF LS, 20%LTHASHEITFFLL, 1 7%LTFHEIZITF Ly,

BRI X2 7 v 7 ABEEIX, BEWICIEEARE 1B, e et 8 1 58
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OBBLURBMET T v 7 AR TBH2 08 ERELTUThbNE, HL, ZoRELEIZ
WEES T, BERHBTOMEL L CBAIEZ 7 v 7 AR TOERLEY T, Bkt
EEPEONIEELLIFEDL I LREETCO LI v, F/-, E1H FELE2HHEL —HHIZ
LThdEv, FINRICNABDBIET T v 7 ARFBHEOEGREARITT2AEL IR
UTRAET 7 v 7 AR F BBt O FRESEERAG TLE LV, F1XELBE T8
e LT, Pl B pHT, PV rgEiiip HT WS N, F72,
R 2 23 EREIREIRIMLTH, E2xRBIBMLTD, WHKHEMLTS
L BRAEEAERRETICAVE L v, TRHRESICBENT, BEY 7 v 2 AR THET O
HFFLWEEEZ, 0. bmg/mLUEO. Tmg/ mLUTTH2, F/o, FIAFEE
M7 I BEEIREBLICE2RAEOWMFICAMTL2EEE 187~ 1 0%BEML
VE2EREICIORBIMINE L v, IS oRIETOIAMAF - IXEREMET I BT F
LWz, FRoRBEERCBITARKRERBLUVUFNEFLOREOEREILES
CHBRETZ S ENTE D,

i, £ASEE. 18RI U0FE 2R 2 BATL L 0fTabhs, BED
JEEFIIFRES N WA, ROICERRHE LS 1RELESL., oW, TFLIR1I~5
T, SHIZTFLLIESHMBHERESL, ROTE2REZESLISICHEIREATL
Fdwv, BERISIE 1 ~4 3w, SEORERFAND, COBROEREIIEE S L% v
AL 3TC T RIDOHEF L v, TI9AF v 7 NFELLET I ALV TIT RS 2 &
bTEL, ZOBE, VAL WIS 6o, fliE, mE400~24
00nm. HFLLIES550~800 nmOEEDKERI L., BOGEE ITHEL LD
EA LML L THAR FOBEOREEZHIE T L, ZOBE, TOARL-MELSE
Huitid, BN R7e54 > (a) & (BE) 7EHRTELZ, 20 ZREHOMKE
WICHWS D R7a74r (a) OoREMIEE SR v, BEEOHIEIX, Ml =21k
EHASHOLPIA—S50097 v 7 AGESAEIES. (B HEOTBA-2
OO0 FREEITEERUFHZEMAROHZT 1 7 0 BEEIDIWEES2AVWTITRS =
ENTEDL,

BRI, EBMEIEA, pHS. 0~ 10 omYa @i, FiiF., ) v Belin
VR BRANE . M) AREEFOBHET TR bl kv,

KEHOITECLL Y, 872/ 74 TOFME L MEHEOLE Z 0% L., A EsE
DYRTTFA Y (a) 2OFEMTHELAZBSONEMEE SVHEZE T2 EHEE
Behs, T, BEEHTOVRTSTIFA Y (a) 2OFHEMTHELZZBEOHE
& ik, Pl B EnLt T k) MEeEllEE (ELISA) THlELAMERT

ELISA (=mv¥FA A - Zbh oAb S—2NRXys-FTovkf . Enzyme
Linked Immuno—Sorhent Assavy) B, hih2EECEEL
VR ESTAIYE R 2T HETHY, FIoiEEO o FEE L
T, FURPAR G Z R L ORAEm ot REHEl v B e o B 80 Btk 6T 5
Wi T2 98 HEE LTELAWLENTYwS, EL T SAEIE, HEMdse T2
BrREETA2HMEEZ., POV FIFTF—ERLT 57 N ¥ —VPEOBELILFHIHEE
SRLE2ONAETRAFTETHY ., MSHRNIEERENS > THROeTL2HEEE2MAT
VEOROESPLHNE TOMEOABRRREE RN T HETH D,

ELISAETX, #WIEY 70—k ikt 70—+ kL, dwn
ARV 70—k E €/ 70— PR E A S b Y PR 7 B AL B & O
Tk 3Ly FA v iAEC L2 ENEAE oA EEREGR-2TWD [
AACBERRE L 1 2o A Al b7 vkA] . 1989411815 HF R LERAR
1) o

ELISAEICBWTIL, #% 1445 F0EMTAE— 1 570PE— 1 57 0EHRIE
Fwvd RS L, EEREoRS T Y F— 7 FiEkERE) -0 ST b
WHEEEELTWEYWSERELERHMPEETLINETH > TH T o REE OFLE
LTH ELRo#EEDPHZT 20T, pTHAETOHUENTREE hd, Thbhb, EEYH
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FLTEDRBABOS TR HNTH, floRHB OGS FA 0 TR TERIZHE TR %,
FlziX, VR0 7A4r (a) oBE&, BRE&ODUDE2THLapo (a) HTHIC
kringleddFiEha@Ey ELEBENEEL, typeldbtypel 0FTD
10DELZZY A TIHEEINT VWS, 295, kringled type 1B4L
Utyped3dbtypelOid,. Thapo (a) WBWT—2LFFEETLIOCK
LT, kringled type2itapo (a) T TEIEHElEYVELEEL,
FOHEIINBL0THLESONTWE, Thbhb, UKRTO57 4 ORBEEOENIZ
o TREDENIESkringled type2ElBERLEICERLTWS, &
DEFERringleddFZFIATOHEYVELEILS, ELISAZAVTIYRTOF A~

(a) 2MWETEHEE, kringle 4 type 28T MAIBEMHELAESX
CHEBINAEORFICEFTFND & EHIC D THEAETORENTELZWIEEZRT (C1in

Chem 1995:41:245—-25056) 0 F/k, B34 7DFAA4 2 EIT,
A—DFFEU LA N =T FET D, S &k Bk & EShufk s L
Tkringled typelBLUkringled type3hbliowntih
PERELBLIHMATE T, By A T IHBLTHEELZVWIYE V— T 2B%T 2
kRO md 5B L, B E ERILEIRE ST 25 4 TEHNob oIz TE, BF
1 FoBMLIE— 1 2 TomE— 1 5T OEZINEE I BEYE LT 0T, T
BT ToOWENTiEIC AL, F4, kringledbAOFAS VICHFETLZE —
TTHoTH, apo (a) Fio,. BEEALZVWLY M~ T2REToMAET LR E
DI E LT, 13 L IEERBRAE B I AEoW FICHWTh v, KEHICE
W, DRTe74 Y (a) 290 FHRUTHELALBSOHEEE L, 2oL H I8 1457F
DOEAEHE— 1 5 FOPLE — 1 5 F OEBPAE L VI EHEPELTLEGTITDNLE
LISA%IET, 20& 9% ELISALLTHIZIE, Clin Chem 1995 ;
41 :246—25b I BHPEL I SAHFITENE, 2OLILZELI SAEILS
HEMEE REHoFECL 2 EHEOHBEE & - 72846, MBEKR (R ) X, 0. 97
PE.FF L0, 98E, 3510 iFF L0, 99 ETH S,

Fh, BEHOR 7 2/ 74 oM L HHlEMHEOZLE % M L., B4R T K
TurA Y (a) 2HTHAETHE L 2Beollefe g HBEZ AT 2HEHEEE LR
LmgEEEdit, IFCC (International Federation o
f Clinical Chemistry and Laboratory Mdel
cine, Via Carlo Farini 81, 20159 Milano, It
aly) WEWEEHEaNALYKRT 74 (a) OEEYE (PRM: IFCC pro
posed reference material) ZskE L CTEMRMIEHBIEICE
DEREMICAT L2 b o2 il am s L il L-ig4s, Mmoo g
FLTEREINIWEMEOMEELZ VS 7 CRTIEXCLI VR INIRERIIT LT, v
LRBEHOVRTEFA Y (a) 2 LTRAEZHERZfTo2BSIER S NEK
B O EHNWICETHE R TRIBIEETH S,

F, REHOFTECLINEE 72/ ¥ 4 7ofEC L 2 HEEOLE) Z =% L., £k
HHbVRTET Ay (a) 2OoFEMTHELLBSOHEMEE S WHEEA T2
EMEAZELNRDZA, TRIIEEYEE LTHWL EREOSF2E 2 Th, FIZIZEZR—
POHEMEAIBEND Z L2 BFWET 2, o T, ARPOFEZ, HEYHEL LTHVWE S
TORBEMIIhhbodT —E0HEMEIAELNE HFETH S,

U, REPHOEKINIES E HAEMCHPT 5, © o & DRI Tk micfEE
SNLHHDOTIL RV,

(FEHFI1) F7v 7 ARE GuER) 222 - coflEoZEll Gl (EL
I SA) &DIHEE)

Ty FHE FOERTOT Ay (a) KU Ze—3 bl (DAKO# LYW AT) 255
v 7 ART (K TEHSNSHABAF) WEML, ZRICT6 045M, 06 0CTH
JERAE T 5 0 SR E T 2, BRBT2 0FHEHNTL Z LBl 720 B
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