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L. & B T F F) S B MR o i 22 20 AN SRR A il o8 AT A o X 43 HE B T e R A
A1/ B I IR Wi R i g, Forby, P 1) Gt e A IR A0 6% A4S0 BNP79-108 ] # 5 A
PRF) A BNP3-76, {H A2 A KTl BNP77-108 (1) Fe Bk 55 s 450 BNP3-108, {H A2 AF
T BNP77-108 11 G e Ao TR 57 o

2. A ACR EESK 1 ik il A ag, o, B ads i) A ad B 68 B BT 3k 16 12 B 500 06 3 A 1)
FEAS AT G B2 A I RAT G 10 K W0 25 3L, A G 2 A N 14y 45 SR SR A 2 /D g A9 B A, e
JIT i 1 G 2 A N &5 S B - S B HE 7R BNP B BNP79-108 [ BNP ¥R & 5 5 U $8 78 proBNP 2%,
BNP3-108 F] proBNP ¥ & ; Fl5Z FiFE 7~ NT—proBNP 8% BNP3-76 f{] NT-proBNP ¥ J¥ .

3. MRAEACRIE SR 2 ik iy A ag, oA, ATk 22 20 AN R A A5 — A 416 1 PR
IR B, 1285 R LA 2220 99 b i J TR B 1Y BR 2 :BNP YK B, proBNP ¥ B 1T NT—proBNP K /&

4. FRARBOREE SR 3 prad i FH &, b, -6 PRANIIK IR 45 SR 24 NTproBNP XJ T proBNP [ Et
K, 1% SRR 7R proBNP B BNP3-108 [ proBNP ¥ i Fl1 S Jii K 7~ NT-proBNP B BNP3-76
1) NT-proBNP ¥R FE 1157 3K15

5. MRIEBCFIE K 3 Frad i g, Horp, A KRB 45 558 BNP X T proBNP [ L3,
% HL R S R 7R proBNP B BNP3—108 i) proBNP 3 & 155 5 %6 7~ BNP BX BNP79-108 f#] BNP
W AT .

6. RPN E K 3 Bk 1 H i, Hod, -6 REIK IR 45 2R 4 NTproBNP f T+ BNP [#] Et.
K, 1% b2 SE R 7 BNP B BNP79-108 [ BNP ¥4 /& 11 52 J5i ¢ 7 NT—proBNP 8% BNP3-76 [§]
NT-proBNP ¥R FE 153K 15
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8 & BY PR SR AR A4S

B G

[0001] A BH¥E K F FRAMIRAE 92 W BTG bR id ) i .

[0002]  AZ 5| H

[0003]  ACHHiE E KT 200847 12 H 8 H 13 13 E I i Fd, 555 61/120, 795 FIPLIERL,
TEMAE A 2305 | AR AR B B I —309)

EEREA

[0004] LR KT R stEOREIVHSAUNCR T35 B B 5% S A i BR AR A R B, T AN 2 T
AR BIHER A BER AN AT AR B IR H R A

[0005]  FREMIIEAZ 4L B AL, AR AE T 5 AR N SR AT BT & 7R Py 19 — 1ifn 27 5
Tk R ARG EHAT LA, PRAVIKTIIN & O 28 5] A7 B #ilc®R 70 12 Wl 2 21,
AREOIZER 2R EEERE . R, B BYPREIAK (BNP-human precursor Swiss—Prot A
FABHEEP 16860) LI KR T AJSHT -BNP (Pro—BNP) f]—48%2 ik #1k FHI Sk i W0 32, 1
00 35 1R P P R PP /0 3 B TIUS AR

[0006] A7 7E =l PRAM K 0> b5 PRAIAK (ANP), B Y JR 4Tk (BNP) FH C Y R JIK (CNP) o
BRI S I B AR B IR (BNP) ( XRRA ATk ) A 32 MR, i FEN 4 T1E
IR (4kDa) LR IT A, & LB S T KA IK FR 48 >k 735 il B FAR T 4 (Bonow,
R. 0., Circulation 93 :1946-1950,1996) . BNP [¥] B 1K H1 108 4> 2 JE B8 4% F [0 & i, BR
A HT A& BNP (Pro—BNP) , & H] LA 7K i B iy 47 %0 R i 1 76 > 2 2k B (2 R 1R 1-76) , K
3" NT-proBNP” , il 32 /™4 32— 20 JE I8, FR A PRAMAK (BNP-32) B R BMAK 32 (2 LR
77-108) . .42 B NT-pro-BNP, BNP-32, fil BNP Rij& (pre—pro—-BNP) LLAZBAITf)—48 H Bt
" PLEE AR IMIE T IEEA. 2 0. (Tateyama et ah, Biochem. Biophys. Res. Commun. 185 :
760-7,1992 ;Hunt et ah,Biochem. Biophys. Res. Commun. 214 :1175-83,1995) ;UL X [H fr &
F) 2 FF555 W004,/094459 FIl W004094460, ‘B ATTH I RF— A # #4305 | N BIA HIEIE A K
B —&845r . 5345, BNP1-108 Fl BNP77-108 [1158 — AL B 2 ki n] LUE /K s sr K
fift 3=, M BNP [IRTHA (proBNP) 4= % BNP3-108 43+, M NT—proBNP “E Ji BNP3-76 43+, M
BNP A it BNP79-108 43+ Fr il ATR] LURE e G5 53X LE Wiy 41 (R AL A4 (R b A ] LU ™= A s 46 4m,
R AT LA 5E BNP3-108, 1M A Beill %€ proBNP (BNP1-108) sl n] LA & BNP3-76 {H & A fE
I 5E NT-proBNP (BNP1-76) s FA I AT LA & BNP79-108, iy ASBEM & BNP77-108.

[0007] A K 108 N2 FEFR K BNP BT A proBNP (BNP1-108) [1J/3 41 41T, T 1t 28 Ay ol Z41H)
BNP (BNP77-108) FE4)

[0008]  HPLGSPGSAS DLETSGLQEQ RNHLQGKLSE LQVEQTSLEP LQESPRPTGV 50

[0009]  WKSREVATEG TRGHRKMVLY TLRAPRSPKM VQGSGCFGRK MDRISSSSGL 100

[0010]  GCKVLRRH 108

[0011] (/¥4 1).

[0012]  BNP1-108 Hi 8 KA pre-pro—BNP & 1, LRI AR FFAI T T (R4 =51 Fe
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IR TR IR )

MDPQTAPSRA LLLLLFLHLA FLGGRS HPLG SPGSASDLET SGLQEQRNHL 50
[0013]  QGKLSELQVE QTSLEPLQES PRPTGVWKSR EVATEGIRGH RKMVLYTLRA 100
[0014]  PRSPKMVQGS GCFGRKMDRI SSSSGLGCKV LRRH 134

[0015]  (JF¥41 2).

[0016]  S34b, PRAIIKAE B th K R REA AN 5 B ThEEREIGAE DG, A T W B0 35 1) &7
5K T %R TS BNP W] LA | i 89 7 51  BHLLE B b R 7 S5 0 Y 1 31 ], R BEL B 5 U V00 5 3%
( ml e I s 2 1A 5 B U A S K R B ) o« AREE DB LR ALY TR OIS B TR AR T
KZ s R 200 I B (K i, X PP AR FE O R BRI BT 5 DI B KR . HARIX L
EEA AT AR IE AN 58 A FRAA, IR ISR R O S AE M RS ORI, 1% S8R5 Bk 1 R M
JK) s SIE RN S5 A FN D RER 14 99 4LZRA% B, [RTIRE 7= AE 149 [ B A B A0 o 0 5 U 1 2
RE A AL o S KT O B LA IE Ve T AEVE B R R SCE P ERB, @ H R 2R
PO OB RS E“ TR R BT, 2006 4F 73 # (S2)8-13 7 (“Acute decompensated
heart failure :The cardiorenal syndrome,” Clev.Clinic J.Med.73(S2) :S8-S13,
2006) .

[0017] 4, 7F A H KA e 2850 (VIED) Fr 883 b A IR B 7K 1t W] B 2 4 5032
AR MR AR ZE 5 (VTED) SR I HH R 41 i B i Re £k , b 60, 48 7™ 2 1 # ik AR E (DVT) A fi
M ZE (PE) . BT TR R, DU REEAE 10 J7 AR 117 AT RE SAT 5 Jhk I A4 e JE 9
Wio T RIAHRAE 60 & BE T2 M NBE 5 s, XSRS B B A R R S AP 40 7E 85 % /8
F N B R 2, Horh, 85 SR ALINAE R WA 10 J7 AR 900 A AT #E Ik i A% 44
FEPIR . EHEIRIREZE, FHrEE 25 #AT], 1998 4F, 158 #,583-93 T (Silverstein et ah,
Arch. Intern. Med. 158 :585-93,1998) » 5 ik MR A2 ZE9K 5 (VTED) A4 1) s 6 ] 25 6
B AR AR, KIENRAE, T, MR PR 2 Sa MR 2iias7 (4l an D1k
() 1 Rk 22 259, BRI T R = R4, BT 45 (—FPpuEiER, T 97 H e LU B
ANERE ) 5 ), IR S S8 (R 2R A I R DA AR 7 RS M ) — 2B (B a4
BRI Z (E ), etk (33 ) wRskB )4 (#3000 ) 9% (sickle cell disease),
ZRVEEEER ) IR T R . KA T5% 1) VIED B E i w A L LR b—A
a2 . Wadas, [ FRlE 254971, 2002 4F, 162 #], 1245-48 T (Heit et al,Arch. Intern.
Med. 162 :1245-48, 2002) .

XRAE

[o018] AT WY AT IR A AR PRSI A A 58 2 X 2t Eh REREAG AT / B0 R
HATIX L1 DL s 19N 5 HAT AL B SRR 9] Gt A5 e B Y e o R I R 7K o
o ML AT AN R IR S BNP AH OG22 BRERAT 1 A B 2 [ Asr I 45 2R, ] Uikt
355 L RE R ATl A5 AT R0 JEEAT 1020 1) S8 ) 72 W S I R 2

[o010] AW RS — 5T, 22 /03 - ph S e A 2 ple RS AR %m0 R 5
FEAS 1 e BRI AZ AR (A B8 LR S s sr i« i R EAS 00 BNP79—108 T m] 1L FR A6 BNP
AL (5tFE BNPT7-108) F) S Al - 1 i B A I BNP3—76 ATR] L 4G I BNP1-76 A< B, {H 2
ANKLIN BNP, F) S 800 TN 5 4 i A 0 BNP3—108 R m] i K2l BNP1-108, {ELE AL BNP,
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(RGBT o T LE G AT (1) 65 KA A A &, AL vH RN S5 R RS W 2 S A7 AR S 1)
REFERG, A1/ B AP, F / SR AR AR LI, A/ BN OFERT / siide i) 3= R X
il D RE RS

[0020] 7 LA B i 40 F 3 o, A0 2 A 1 I — AR e R RO BR ) BRI 40 I
AR WA RS 7= A2 — AN AT PRI R 5 R 7R 5 AR B A AH SR IR (R AR 12 4 PR BT 2 A5 A7
TEBH AR & IXFE HAS I, 7] DR AR AN — 52 0 AU, R R 3 —Fp IR I . BRI R
— P B B BUR P AL T 8 NEIFEERR b, AT LS g4 I AT LIRS e 2 Ik (il
FESRIIFRICY ) » RS e 1 2 IR A 456 BIPuik 67 s o A0 ol 2 Ui, A8 0
BNP79-108 [Is it mT LAAS Il BNP, proBNP, il BNP3-108.

[0021] 78— N H A4 1% S i 45+ o, & I BNP79-108 1 UL g% i & Sk FH W5 A i 4ok 45 &
BNP79-108 J41) AV 5 i = WA A Rl o — i BE R 00 mT AR R S5 45 4 AL BNP 43
+ BRI 7T R T8 AL S TE IR AR IR 5 — B ik, I BE 455 BNP 454 BNP79-108 [1]
B HUR, IXAE B 2 MR IR AN BE AT I BT 48 BNP (proBNP) , BNP3-108 11 BNP3-76, 7E1X H &
XA “BNPT9-108 A5 o 55 — A il wT LARIF N Fifk, B— i HS S5 4 BNP H1BNP79-108 ;
T RE ARSI A TT LAAS I BT 44 BNP I BNP3-108, 3% HE A I 25 3% B 72 XA “BNP K 7,

[0022]  7E 55— BRI S5 7, £ %5 BNP3=76 1 AN A2 BNP [t 4 PR AP Ak 25
4 BNP3-76 J5 41 A A = B VA B S A I o —FhoASI A FH 5 S 45 A M NT—proBNP 73 1~
P& % 1 A 2 57 S T R AB A 1) 58 —BiAA, wT LLR] I 255 NT—proBNP Al BNP-76 {15 —
FUR X FE IR IS ALK proBNP, BNP, BNP79-108, Fl NT-proBNP, X FE (KA I 4% 52 Sk
“BNP3-76 A5 5% — FR ARSI A A A B, B — PR ELES & NT-proBNP 1 BNP3-76,
TXFEFIR I A AT LUK proBNP and BNP3-108, X FE (RIS 4% 52 S A “NT—proBNP #4317,
[0023]  7E 5 —AN B AR 9277 2, &1 X% BNP3-108 1 AS & BNP (46 I 4 Y A HiAd sk
454 BNP3-108 J7 41 _EAT S = BHIA R S g i, Horp 2 D Hoh — AN PR A & 856 BNP., —
I A (AR I AR FH RS S &5 B M proBNP 43 7 L IRVRHRIE 1 R 2 457 5 J5 T2 B P A 1R 1) 3 —
B, 8 Bk AT CLIR N 454 proBNP i BNP3-108 ;1% £ R4S Ml A2 4 I proBNP, BNP,
BNP79-108, il NT—proBNP, IX A (IS4 & X oA “BNP3-108 Kl 7. 58 — FhAsl R FH 9 e
A, FF—DPURHEA] LLE5 4 proBNP F11 BNP-108, X FE PRI TR A2 K6 I BNP, 3% A% K9G 0 2
B XA “proBNP 7,

[0024]  JXAF ARSI F2 FIK AL HE, XA — AN 25 B2 /D A] DI LR A6 0 & 2R 10k A2 i
THEAT AT LUSE 5K B BNP B BNP79-108 HMRAE (B MK EEAEIX B 2 R “BNP ik
FE”) s Al BLSE iR B proBNP B BNP3-108 [k & (B — Nk B 7EIX BL 4 2 LA “proBNP
W) B ] DLSE R B NT-proBNP 8% BNP3-76 iR ((B— MK B4 E R
“NT-proBNP #KE”) .

[0025] 7 A /) BNP BR BNP79-108 ) “sE ik B 7 R E B B2 e X Mk C &l d 2=
proBNP & BNP3-108, 1 NT-proBNP 5k BNP3-76 X 1%k & vk ifi 4 25 & A4k (Deconvoluted)
MAFKM . 7E— D07, “BNP79-108 ATl ” 1 45 S v] L E BAF A, 1X /& K124 proBNP,
BNP3-108, NT-proBNP F1 BNP3-76 A~ A& 443 B 45 FUMAE svik e 75 55— M1+, “BNP £
7 1y 25 SRT L i gk 25 “ proBNP (R4S I~ g SR A% A 5 [RIFE, iX B A] LA proBNP BuikZ:
BNP 73 47 45 R EL IE o
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[0026]  [A]#F:, 5 FH #) proBNP B BNP3-108 (] “ 5k it 38 B 7 ¥k i = 75 X L2 i ixX AN 9K
B 4508 1o 25 [ BNP BX BNP79-108, Fil NT—proBNP B{, BNP3-76 X 1% ¥ F& o1 wik 1fi] 4% 2= 25 1
tt. (Deconvoluted) MifEK M. A4 H 1 NT-proBNP 8% BNP3-76 |1 “ 5L i3k Bl ” 3k & & 842
XA 24l o 22 5 proBNP 5 BNP3-108 1 BNP79-108 X ¥k & Ff) 5T diR ifil 4% 25 & 4L
(Deconvoluted) M.

[0027]  SRJ5, X LESL FUR AL 20 A KA E — > “ G RIRIIREE R, B2/ b BAA LT W
AN SE TR FE R BB R A« — A “BNP IR FE”, — A~ “proBNP ¥k &7 Fil— > “NT-proBNP ¥
FE” FE—MLIERIB 5, — A BRECRC RN :proBNP EL BNP [ LE 3R, BNP EE proBNP [#] L
., BNP H NT-proBNP (1] Et 3, NT-proBNP t BNP [¥IEL#4, proBNP H NT-proBNP [fJHL 3, 5
NT-proBNP Lt proBNP L3R o X ANLLER, 640 m] LLA SRS Wi & 5 A7 4E PE, A7 E B Th
REREnG, A RO, A/ B3, IS IEZhaeReEts rh X 2 03 F / B PE.

[0028]  XPASGUIH A A KT, X P A (0 R B &5 SR v] DL ik 2 s o i Hi ke o i,
BeSRAF R Bl LI kR 5 “ IE 8 7 R, 83 5 38 B R ph s sl R (E 10T
Lot R L W s U 7T BASE TR — A 0 45 3 50X R G0 LR A8, IX AR B ] LR ER
WG B CARBRAE 7. RS WIER / TG I R R R S 2 PRSI AN A SE BN A8 I 1
“ORE” I, AT AR SR AR AR IE T S R e . SERR b, nT 2 TAERHE (Receiver
Operating Characteristic) FHZEEK" ROC” £k &1t Hil I AZ (IEARX A0+ “ 15
AR 7 NBE BB ARAF I o AT SERE IR IR 040 B, 0T 32 A7 AR BANAF AR50 1]
PRid® UK A AT BEE & RO, — M AR BE A 100 % IR 2
DX A e 15 A 1E SO A . (B S M7 SR B A B8 X 2 P 1B FR . —
AR BR AR B S 8, i T AR BRAE (B T AR R AR, 3 A SE — AN 40 J5 G e B 2 3 9 1
) IR DA K AN IE 8, [RI A TAR PR A R 45 R A A 2 IEF 1. A2 ROC
It 2 IS 1 DX Sty s X PR B, SR A2 T A2 R R P A XSl O 1) S S A A
1F o XMTTVER A FI 75, 205 H)5, X 4R, 1982 4F, 143 ], 29-36 11 (Hanley et
al., Radiology 143 :29-36(1982)) .

[0020]  —ANT]RE () BH P L L AT BE B M B L HE AR EL s AU BL ] LU A g PR £ 16
B2 W I — NI B D BT R . ZERT RS PHPE LR IO N, (E24 | R P& R 1E
R RNl NBE B R L IR, (R T L 2R A G5 R S R BE AR AR T R
JEEAH, FIE /DT | RoRBH M5 R A ] BeAFE T HIRE R . ZERT RE A [ ME L R 01
DU AER 1 SRR 45 SR AR “ o ” T <=7 ABErh B WSS 2, (AT 1 RoR
FH P 25 S 5 A AT BeA7AE T IR R T, A/ T 1 RoR Bt 55 SR S8 A W] B A7 AL T4 il 14
o AR T K, — AR BR A Ak B B FH R S T D R R A [X 43 PE B EE, 1%
PR PRAE AT DL < BH Bk B nT B Le R 22 /b K200 1.5 B K, B K294 0. 67 BEE /S 53R
IER, /0 KL 2 BT K, B K 0.5 BREE /b s SR, 220 K4k 5 80 K, BR
GRZIHR 0. 2 8T/ SRR, 20 KA K 10 BUEE K, B RZH 0. 1 85/ Ak i,
20 RE N 20 B K, BUKZ R 0. 005 B /Do RIEC KA EARIE P fagh 2 E M LT %
5 IS 2B o

[0030]  fEEUAEEL (odds ratio) HITEHLT, {HA 1 RARBHME S FAE “ g ” F 3zl NAf
o A L B, (KT 1 s VRS SR 5 A R BeA7AE T B B AR, FE/N T 1 5%

6
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IR 25 SR A R BRAEAE TR A T o B — MR 77 2, — AR PRAR R 8 R A
B W DD RE R RS X 43 PE FI/ B, 4 EUAE LU m] DL 22 /b R 0k 2 BBE K, B K218 0. 5
B AR, 22 /D RA N 3 8K, BiF KA 0. 33 BE /b, SRR, 22/ K400 4
B K, B K24 0. 25 BB /b, BEARIE I, 220 K24 5 8K, 8 K408 0. 2 85 2D,
ARG CRA” AEAR RGP IR SR LT % b e B NS .

[0031]  FEfalSEUAE (Hazard ratio) WIIEULT, {EA 1 RARAEX fGbG 2¢ 5 (i anseT-
SR AR RRE R N R A BN R, (5K T L RO KRS SR R REAFAE T
SRR, FE/N T 1 220 KBS SEA R] BRA7AE T H il A o 7/ — MRk 7 A, —4
R PR A Y 2B B I T BEFE RS AP [X ) PE A/ B0, S SE R U ] LR /D KA h 1.1
B OR, B KL 0,91 558D, SEARIEI, 22/ K200 1. 25 B K, 8l K244 0. 8 85
b BEOLERT, 20 KL 0 16 8K, 8 KL 0. 67 88 /b, BARIERT, 2/ KAH 2.5
BCEE R, B K2 0.4 B /D RIECRLA” FEAHIE P 2 ER EF % 5 MR NTE
o

[0032]  —fRHEAR AN BRI, 12 W s TR 7R 2 W, s0E SRRk Ik IR 45 R TS
B2 W RS2 — AN A BT 90, AHX TR bR id s K 2 T X B/ T X
ARV, AR B K KT XA )85 0T DA 7R A A] R 2 AR 45 3L, IX 28 i 4 i
AP PR E o S8, b id W BTk S A TEHE AP IR e R e S N AR IR P S FRic )
UK KRR R ] B S ARITE DU B AR G, B Mgt e B i A siE £
PN 2, I HAfie — DB EX 7] (confidence interval) B(#& a p {H. Z W2 L%
TSR, R AT ST, 2990 » B )1 & b, 4145, 1983 (Dowdy and Wearden, Statistics for
Research, John Wiley& ;Sons, New York, 1983) . AK R HITFHIE/E X EH 90%,95%,
97.5%,98%,99%,99. 5% ,99. 9% H1 99. 99 %, [7] I &4 [1) p {54 0. 1,0. 05,0. 025,0. 02,
0.01,0.005,0. 001, F10.0001,

[0033] 53— 7 I, AR S — P BB TT T3 S 715 o AZ IR IE IS - HAT A K]
R B2 W s UG 77, @I D SIS WR B AR G R E NI TR
R m R UG /K o A7t m] DAl FH A i 16— 28] DLAn bR 48 my 3 TS /K P i
2iRHA.

[0034] 55— J7 [, A% & B G T B I PR 3k Rl A e AR Bl 3 A 52 0 i PR 3 ik Rt A
E F UG BRGH & F B E . RS RS AT A B A [ 3K LA I 77 V25 ) 2 B R
), AR U R TR S WA I o [, SR & ] DAL FE R B0 T2 W sl iUs bR ) i
I T7 R — A AT S L n— D525 AR R R R R RS W B S . XA
B R AT 2 KRR AT — A B AN XA E , AT/ B8 FDA #EVE AR o

Ff 1 152 BF

[0035]  [&] 1. 1A 1 1B ik () A4 R BIIK (proBNP, BNP, FI NT-proBNP) il 45 5, FIAE
L5 R AR T B H SR I 2 PR AN IS I 45 R () ROC %585

[0036] & 2. 2A-2E FEIR I WAA SR AR (proBNP, BNP, 11 NT-proBNP) FRIAT I, HILE IE &
G N T UE B H R B 2 IR B IR I 5 B SRAS AR I . 7R 1] 24, 2B, FiT 2C H, 7
Y 4 BB B pe/ml [ proBNP RIMRAE . 7EK] 2D F 2B, Y i EEUT SRR BNP L

7
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proBNP [¥HLAE (€] 2D) i NT-proBNP . proBNP [IELAE (& 2E) .

[0037] AW VR4 A

[0038] MR AR BH I HEIA , &L U7 SRR TR ki AT S 0 AUE ] 52 W TS AH G I bR il
YR, 8 5 BNP AH SR I AN [F IR K X 43 o 22 2 T o G B A A LA WG I PP e 8, 1224
DAL FE P B AN BNPT9-108 (1) G e Al 5 I B RSl BNP3-76 , {HL 2 ANl BNP (1) e e A
TN 5 PG I BNP3—108, {ELZ AT I BNP [ S B A 5 3k LA il vl LALESR B FARMIAEA L
HEAT o IR SR I ) 5 AR LA VB, R SU 2l A o ST 1 45 SR SR R T S 5 77 AE B I
IhREREG 2 W A/ Sl PR HEAT & A7 LE PE (2 W, A/ 81, 9 AR A PE =R X
53 B I Th BE B AS 2 8T

[0039] 1 il ik HL (4 IR , I BNP79-108 [t il , 491t FH 9 Fh &5 5 A7 4E T BNP79-108 43 T
FE5) BT R e A s BT B9 = B VA S B RS, 3l = B A G 8 RS AR R DA R
ftb 5 BNP79-108 AH KR ICY) . — PR voe R / dosh sifs T 8 MK L,
s Gz I s s T AR LB 2 8k CEEanAH bR i i ) » RENZ L E 12 KA 220
SE 5 FRAS I I H A PR P sgAr o IRI, IXRE R IIR R m] L, (BN — 8 A U, 3k
BNP, proBNP, BNP3-108 DL J — 26 n] DL HT /R 45 A7 s R MR B o 9 20T, — s i, m LA
FIFHHE 5 456 ABNP L Biiv& 181 77 1 78 47 s IBRIE I 55 — ik, FinT LLEE 454 BNP 5 &5 &
BNP79-108 (145 —Hifd, {H 23X Pk il AR proBNP, BNP3-108, NT—proBNP F BNP3-76.
I FH BRI PTARASIN , o A — PR BE 25 & BNP 454 BNP79-108, 3 A4Sl th ] LA
proBNP Fll BNP3-108, H&—/MI s /& “Arill BNP79-108 [HAsi

[0040]  [A]#F, Wik BNP3-76, {HAS A2 BNP {14 I, 441 41, A W Fh 45 & 47 75 T BNP3-76 J¥ 4
BT BT R = B YA S i, AT B, EL AN R 2, DA A 5 BNP3-76 AH %
(17, AT AR S HUAR &5 A A AU bR e B AE— AN, — i, A — A nT DURE S 45 S
NT—proBNP | i 7% (1) 1 H1 2 fi7 s (RIFRFE I 26 —Budk, FI AT LL45 & NT-proBNP Hl BNP3-76 1]
S RhPUA SRR IR I AS T LLIR, proBNP, BNP, BNP79-108 Fl1 NT—proBNP. £ % — Ml 1
R I PR RSN, L rh A — PR T BL&S A NT-proBNP FiT BNP3-76, 1% A5 (1) I
7] LA proBNP 1 BNP3-108, fF— MRl sl & “Iilik BNP3-76 1 A~ & BNP R4
[0041]  [FAIFF, JUIK BNP3-108, {HASSE BNP [RUA I, 451 4, FH P Al & A7 7E T BNP3-108 7471
AT BB =B VA S TV AR B — R AN 25 G BNP, X BBt R L, (H
HAS R WA, A ILAD 5 BNP3-108 AHICI¥, 0] DRt huik s &4 S bR ic . fE—4
IXRE IR A, B —Fh AT DURR S 45 4 M proBNP 2> T+ &1 1 2 {7 f s 2R 1 58—t
A, F ] CA[R B &5 4 NT-proBNP Fl BNP3-76 [ 58 —Hi ik s (E 23X BAS I ] LA BNP,
BNP79-108 FI NT-proBNP. 7E 55 —Fisrill o, B FH PR BRI, b & —Fhpi i n] BLZ5
4 proBNP Fl BNP3-108, {H f2 3& A¥ (1S I A i) LI BNP A1 BNP79-108, = — 4K il 5t 2
“PIK BNP3-108 T AN A2 BNP A~

[0042]  FHIX ALK LERIN, — AN 5252 7% "BNP B35 BNP79-108 KU B 7 LS 114 . 76
— /M-, “BNP79-108 [N~ 45 ] Lk B4 A, K1 proBNP, BNP3-108, NT-proBNP
FIBNP3-76 [ FE AN S35 A8 I 45 548 vk 76 55—, £ 46 T proBNP F1 BNP3-108 1]
WP DTHR Y “BNP [P IN 25 B AT LU ok ek 2450 BNP3-108 1fi AN A& BNP RS 25 5, [RIFF,
IXFER] LIS proBNP SCHR AT BNP R 45 50 DTk IRAR IE , IXFE R “ K35 UL (1) BNP 4
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Mo FEIXHL, “SEFER R BNP 538 BNP79-108 il 45 F 4k e SOk “BNP Rk A7,

[0043]  [A#F, —A“SEBFR /R 7 proBNP 84 BNP3-108 ik r] LAg v &t o 72—+
rfr, “BNP3-108 N~ 25 S n] Igk H 848, R4 BNP, BNP79-108, NT-proBNP il BNP3-76
[RIR FE AN 2 RS I &5 R A saiike 76 55— 47, B4 4% T NT-proBNP FI BNP3-76 [ J&
DUHRIES “BNP1-108 (R4 7 1 45 5L R DL i 98 25 A6 ) BNP3-76 1 A& BNP [ I 45 2R, [+
FE, X FETT LA S NTproBNP I (16T BNP1-108 #4525 5L (1) STpk (AL 1E . 7E3XFh 5 R,
“SJRER RN proBNP B BNP3-108 F6 il 45 4k 2 Lk “proBNP MR ”, Fl, —/> “SLR
78 ” NT-proBNP 5k # BNP3-76 [f13 F& ] LU B H ) 2 i 2 o ARSI A — A JR B R T X P G
I &h b F Bk proBNP Bk BNP3-108, F1 BNP 8% BNP79-108 X 12 il 4 F (1) o ik iy vF 55 ok o
FEIXFP 77 A, “SE R 7R NTproBNP 853 BNP3-76 Kol 45 S 4k e A “NTproBNP ¥R FE 7,
[0044] IS UK FE AR G 4 SR R — A “ LA IR BIIRGE 7, A LU 20 NI
PIRRELAE :— 1 “BNP IR E”, — > “proBNP ¥R FE” Fl— AN “NTproBNP ¥ ", 7E—L8fLik )
75 2H, IXAE () B BUE ] DL proBNP L BNP [1J—NE 3, BNP LE proBNP [#j—A~LL %, BNP L
NT-proBNP [#]—/~LE#, NT-proBNP Lt BNP f¥j—AN L3, proBNP Lt NT-proBNP [—~ LK,
B # NT-proBNP Lt proBNP ] —ANLE % . [RIARSII P 22 A bR vEAL 77 V25— I 2 & 1
PRAW IR 25 S mT LR 12 W sk U5 bR 10 ) i .

[0045] EX

[0046]  ARif “HFricdy it ” fEIX IR A, 2 3K, BEIREE W F K ESRISFEAR T K H 1/ 3
To TEA A, AR ARG “ B B2 K AT LABLFEAT AT ARAT D 7 B tRe 3l 149, AT B A
Ga P38 53 W7 53053 BT B4 ARSI AT B o I WAE “ AL A PRAMIR S 7 IS UL R, “hric )
JE7 AT DAY T — 8 B AR e A I £

[0047]  ARIE“REARICYIIT” 7EIX B2 Fe R MRERAR I Y U — 2 A B BB B
B AR R FRIC YD IR S BEY) T, 3X L6 A2 BEY) T LI A bR e ) A 5 AR, B
TAE N BAREIFR I T 511, NS BNP 2 YR T AT 108 M2 B MR & A 7 1 /K I R 1,
PELL R # T BNP1-108, 20 BNP BE# “BNP SRAMIL” B “BNP32” b 32 NE KM, fCK AT
EEE 5 B T7-108 £ sl Z (M I 2 2558 741, ‘& nT LA R A BNP77-108, IXEEF| 4R 1K) 1-76
TEIX HERFR A BNP1-76 o 3% HLKHR 73 bR 1420 ST A 2 Fi SEOK IR AR 23 7 B » 3% 28 7y S A
Ab R AR IR IC ) BT, R/ BRAEARHA T LA G i BRI A AE . XA, SiX L
R AR IC T RS I T AT DA X A3 PR ] DL B TIRSIAR ) BNP 28404 i
. Hoh, RERPIARICY) IR L2 REAR id R i e i 5 3, il i a0,/
i BRIk E, 2 %4k (ubiquitination) S¢S AAER .

[0048]  ARIBE“FEA” LEIX HLZE T 4 T2 W PG BOPAL A A ifa A 3244, B andvs N, b 3RAZ 11
RBREA . FE—2e 5t 77 2N, FEASTT DL T I 1EAE e AR A O BT R HE b AT 1697 1
S5O0 H B3RS . PRIERIREA Y A2, 035, 100238, I VR0, bR VR, WAL, VR VA, JR Ji
BUKe Foh AT — A ARG — MR AR R # R 0] DLAR B, — SR ARER ] DL ik /3 5, 4l
AR T A% 3RAT , 90 A A i A 2 A 100 BT

[0040]  FEXXHAFHM “ 257 IeZ2 /DM RIER, ZHOERZ D 3 DB BILER N
205, HRHEZ AR 10, B2 RPN 16, BILER A2/ 200 £ ERER 77 A,
ZHARERTERIGEE, Bl g /b4 100,
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[0050]  RIE“FAR” AR B2 e ARBAE NSRRI NUAR . IXHE, A% B 77 v RRGRI#S ]
CIAE NSRS mit il o 0, R — ML 7 X i = s e s a4
SR AR AT URAE FE AR 205 i P AR Il b o BRI i F 4R hgois A BB, 490 T vl o5 1 e
ZAETT NS o X ARG A T B AR A R T A TR A R B B N o FEA R B
— AN G, DU B AR T VP AL AR 1S A7 AR I R B B AR A — 2N, A AT AR IR
HR I PRIEEIR, S5 LA 1), IX A AR AN SR IR HH I 81 EGG D428, WA A I 480 R, AT e
(2R R VR / B URESE o ARIE B TR 1 S48k 1 PR P v A S, A AT AR B H
Il AR, e LI A HA I Bk EGG o478, AR I AR 2 AR, AR g LR A / i
RO WU ZE , AEZAATT W] DURE SR 1EAT M R 0 2 i s A hE 12 W

[0051]  RIE“IZWr” EIX B2 Fs — 28777, Sl i — B AR N mnT DUl i & 7 ok di AT vF
B E — AN B R B2 E R B O XA AR N R A H 22— 2 —
L2 NSRRI T, B WIS 189 BT, A7 4E , AT, B B E 784k, XL h] DL WY,
W O B ARAE, DL B

[0052]  [AIFE, “Fi)a ” fe— P e g Rek it R getE. XEF BB A— P EZ
UG FRREAFPRINGE o XL R EE T (ANEFEPEA L) FENHESE
ALLE, Mt — MG 5 n RetE kR n g e R s g W T a k4. Flun, J— ek
MG B B R A T P $R s 1R A B — AN A SRR B, 05 SR IR N 14
AR AR T B L IR AP 1 2 R B, A BRI mT REPESRAR I R 4T 5 o« TG T 7 1)
TP BRI AR , B X R5 AMa B sl b T (T BeMERR &R, 1B R “ 0 T AR 45 R H
A B Ty B AR TR R

[0053]  RiE “H2IE”, AR A2 Wi sk MU bricd ) 1) 275, 703X LR G bR id 2 i A7
FEE S e DR A TE T A2 4 e O, B 28 T Ab 1 1E 15 19 AN AT be A, Bl S 0 L
CLAMITERA 24 2 N EAT . an BT Ee, 78— BB AR R AR id ) v 7K
PRI BLS DA AN SRR 2 Wik id 0 S K EAT Ee s, R, I8 R AR N 2 AT B
AR IC R 7K A Hf i i 2 A e e ok 7 SR W, DL R S (1) SO o TR 5 1 HF:
AP bR KR BLS L aniE BRI RIE 0L (BIAFE W ) bR ic ) i)
IKFHAT B

[0054]  RiE “ P2 Wr 7 EIX BRI 1) H AR N il i X 8 75 vE ] DL koE B R A AT A
WM . AR “2Wr” ANRTE 100 % RIUER) HE & B AAAE SRR P EE ), BiE A 2 5
— N5 B R B FAHAT R A S OU T B Re R AR RE . AH IR, SR E AR N ]
CLBRAFAZATE “ 12 W7 A2 Fa M 2 S A7 e B PG vl ge k. — MRk R 77 K,
IR IR — MRS N T 5% ML AR, RE 10 % IMHLes, KET 15 % bles, K2 20%
FIHLZ, KET 25 % IHLEs , K2 30 % IIHLEs , K& 40 % HIHLEs, K2 50 % L2, K4 60%
(KRl , K2 75% LS, K4 90% IHLE R KA 95 % KL ESA74E . RiE“ KA HA R Y
R IE 2% IVEE N AR .

[0055]  [RIFF, RTE“ PO UG 7 7Eik LR I 18 1 H R B i X 2877 75 m] DLoE s 744
KA REHH I — AN IR G R T RENE . Sl AR N ] LB ZAGE “ Tl ” /2R
TPl R 45 RAEN R FE R R AL A vl BedE . — ML ity 2, s s — il IR
GEIR, R T F 0 NBER UE, 380 T 5% 1IHl2y, KA 10% MLe, R4 15% bl , K
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25 20 % ML, K2y 25 % HIHLey, K2 30% [IAL2s, K4y 40 % AL, K4 50 % L4, K
25 60% INLE, R4 75 % IHLE, KY 90% IHLE IR 95% IFLE . RiE“ KA 7 fEAR
R TPFEIE A 2% K70 F N 284k

[0056]  Aif “'FEEvl” 703X g E AR T B 78 48 /NI YA HE I 1 & IS 1 B A R ZL )
AT SRR AR R R0y, AEME R 25 (Mehta et al., Crit. Care 11 :R31(doi :10. 1186.
cchb713),2007) A BARRIRER, RPN 5 I -

[0057]  “Pfv B 17« I ¥ wh L2 R IF 4 n 31 5%+ 8K+ 0. 3mg/dL (> 526. 4 TEE /R / T
26. 4 umol/L) , B MLE H L2 BRI 39 N 1) 55 F ORI 4R IR 150% (1. 54%) BAE, 3
2R PR R —RAE 6 /NN DT 0.5 =T/ /B

[0058]  “[fr Bt 117 :ifiLif A WL BR I 4 0 31 55 Bk OK FEE 4R IR 200% (2 £5) DL L, 2%
IR R RAE 12 /MRS T 0.5 ZF / /M.

[0059]  “WMB& TT17: I L2 BRI 39 I B 55 F 8K FAREZR PR 300% (3 fiF) L L, 2%
2R PR R — RAE 24 /NBT D F 0.5 =T/ N EIGE TEIRIEIA 12 /N .

[0060]  ARiF “/o Jy 3l ” E1X LR e — A R 135 O 2= Bt/ 2 B RO ) 5
HAIE R T E Mk (FR5 AR “ACC/AHS2005” | 0% 3 [ 5C T W F 48 B0y ) 506
71 ) (Chronic Heart Failure in the Adult, ” Circulation 112(12) :e154-235(doi :
10. 1161/CIRCULATIONAHA. 105. 167586) , 2005 :)

[0061]  FrBt A B FHTEW K A R A0 ) 35 vl 1) Ry fa I o (E WA h e B 1 19 O3

[0062] [ Bt B oIR8 2R, (H 2 AEATART B B A IR HE IR

[0063] BBt C:AEHALHESE R BA B BCE AT O ) B AR JK, (H A2 A2 7]
VLI L 250697

[0064] BB D o 5 Ry 2 ) 5 B2 1 B FE At = 35, oo A A sl el A T 5 RO 905 o

[0065] A “ i ZE “IX BT B — A FREUR IR T B K ECE b — A o 2 R AR i A b
FE, W R AN (LB AR LA ) 5 JD LA Rl Ay AT HH LT s AR T A e DA TG 7 s 38 ) — )
i P AL Y

[0066]  TiE “ ANIESLEE B, 7EiX HUEFR AN IE SR I DX e 2 vl , A X IR 1
I3 B T Y, W RAS 8 TATAT — AN K — 043 (132 7 58 4 Bl B85 1K A X 88 il “ ] LA
M7 HE I BT FH BT 2 B B AR T DX BT DASRAS — MR E R 5

[0067]  Frif“Hifh”, RIRTEIX HIEFRILY; 808 T b Sz 3k A 1 S5 PR B fe e 3k 2 1 S 1A
G IRE 2 AR, DL AABATT I v B, IR R A B R e M4 A DURBBLUR R KB ). 2
DLBLN 225 SCHK oW« B« B8RS 1 GRS 22 (38 3 MU ), 414 1993 4F Raven H
[z (Fundamental Immunology,3rd Edition, W.E.Paul, ed., Raven Press, N. Y. (1993)) ;
W8GR H) 25 (R 1994 4F 1) (9 9Z 7 VE) 175 48 :267-273 (Wilson (1994] J. Immunol. Methods
175 :267-273) sV JRR 1Y CEP AR T7 145D, 1992 4F, 25 45,85-97 T (Yarmush (1992)
J. Biochem. Biophys. Methods 25 :85-97.) . A& “Piik” WHEHURE - 5530, Blan “Hi s
AL R (I —2e B, B0 TR A B — S A 45 S PR BE ) B A EIX (CDRs) ) 5 £,
F& (i)Fab JyBt, —NH VL, VH, CL and CHI XA REA B s (1) 2 N Fab' ) FBL—4
R B SRR X S AL AR A B 5 (Di1) BLRE VH R CHT X (1)
Fd J B s Gv) BEEPUASRAER VL I VH KUK By fr B (v) G454 VH XIS dAb B
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(Ward et al., (1989)Nature 341 :544-546) Fl (vi) BPRI EAMJE X (CDR). BBEHLIA
VDA A0 A A8 AR e B R TR i o ) “ iR v

[oo68]  RiB“FrmMEsi &7 WAMTRE KRR — PR a S & Bis . BaIEN,
WRBTANT T B AW R 25 R ) RE R 54 7% TiZbi k5 48 B Fr¥) i i 2 TR iR 28 A0 7 it
WHEPUR N e b gh &7 L), Ax SHik S48 B AP se oo &, btk 5 B
RIS ) 22 /0K 5 A%, PRIE A 10 %, SEOLIERI R 25 i, FL R SHARIE R4 50 fiF, &
DL A 100 fFECE K. TEA LR E I 7 b, PR el e 45 G TR R 18] 1R e 45
AREERIRMATZ R Z DN 10 G5 ER T, RIEFI KL 10°M 5K 10°M" 28] K
ZP10M 5K 10" 28], 838 K4 10 5K 10" 2 /.

[0060]  SRANSJIEIL IR AKX Ky = Koo/ Ko (kg J 70 RIEE T AL ko, NG5G HAL
Ky AP AL ) . SR AT DU i 0PRSS T I AN R R A DL T Bl b i R A 2R 1
INTBE G ZEIREE IR ERE (Scatchard equation) J7FEME :r/c = K(n-r) -
[0070] v =TE-PHPIRE T, B 45 G HIBC A IR I BE IR B / B2 AR R IR

[0071] ¢ =7EPHPIRE TR B H R A IR B AL

[0072] K ="FH#iH % ;

[00738] n =% PEX S TG MEG RS

[0074]  GEAEEIHT, r/c FHEREZHIZE Y Bl I, v 422070 X 3l b, IXEERE R T Bk
PEREE . SRR T E 24 AR E (negative slope of the line), ke A LLETE
A MARLBLE 2R SAEbR i B ECE R TS S MR 2 (2 WA a3k [ & R S
6, 316, 409) » Xt F HFRH T BARRAIIZEA L 200 1x10° BEIR /T, BARIER 2 /b
KA 1x107 BEIR / Tt BARIERI A 2 KA 1x10° BER / Tt HREBEREN AR DK
23 11077 BEIR / FERUFEARIE 24 220 K2y 1x107° BEIR / Fte B iR 154 (Scatchard
equation) J7 2RI E LA SRR 2 AL O AN AR . 20 5 BHEE, S ki,
1991 4%, 12 # :425-43 (van Erp et al., J. Immunoassay 12 :425-43,1991 ;) FlZH/RIEFN
R BOR KR LE B E R T, 1988 4, 27 # 65-8, (Nelson and Griswold, Comput.
Methods Programs Biomed. 27 :65-8) .

[0075] 7 SN ARIVEE A M mT LA 22 REAEA R S I CRL e il 47 3, 2003 4 29 11 1043-51 11T
(Fischer et al.,Intensive Care Med. 29 :1043-51,2003) b ELAKVESH F 11 77 2= 04 A 4tk
FINR — 2578 FIFR I B MR IC PR R o I 2l s AR R S Mk, R, Je ki
FRMANAE LS AR EE 26, 2 W b A ELFT ROC B £R X 35k, 1E 20 i i 4R, S5 4 iy il f S
MFRH— BT RIAZE R -

[0076] /b 75% IR B, RN A 75% ek

[0077] & /1> 0.6 [¥] ROC 1 £k X S8, PRk (¥ 28 0. 7, EALIERIA 0.8, BALERI A 2D 0.9,
FARERI A F /D 0.9 R ALER A 0. 95 K ROC ML X Ik F1 / sk FHME AT RELL R ( REUE /
(- 7)) 20K 5, BHLEM 2D R 10, BALER 200 20, IR RELL R ((1- R
W) /R tE) DT EEET 0.3, el B /D TEEE T 0. 2, MR LI K A/ T 8056 T 0. 1o
[0078] /)My il = s

[0079] 25 Fot 5 A 1) 77 5 R 2 BT LA i FH 21 A % B A Sk A AT 43 B bR e ) i X
TEREEESPRZIRBE G, RS E M AR SR, Xk EHE

12
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A 6,143,576 ;6, 113, 855 ;6, 019, 944 ;5, 985, 579 ;5, 947, 124 ;5, 939, 272 ;5,922,615 ;
5, 885, 527 ;5, 851, 776 ;5, 824, 799 ;5, 679, 526 ;5, 525, 524 ; F1 5, 480, 792, LA I Fr %1 25 i)
TR X AFE T IR, BIRON B SR 85 | H IF 5 A R IR e — 1A . IR B8 5 T
ERT DU BRI 23 11847 = B 2 P BT PR 2, 77 AR A SR OGB4 43 B
V) RAFAEBECR AT RIE T o b, XA T IE R B, B WA IR OGS e o i
AT LA A DR A 23 B ) Jo ) A7 AE BB R AN 77 bR M. DLSEE £ R 5, 631, 171
5,955, 377, LA b A2 (1 AR T A1) 430, B 46 B 1136, BEIARITRCR) 2K, 7EIX B 4305 |
HH S AR R R o ARBARSUIRI — R AR N ] AR, — 28 [ 5k &, ARG EA
JaFR T, D152 4% (BECKMAN) , HERE1F) AxSYM, 2 X 1] ElecSys, EMERE RS (Stratus
systems) HJE T 0I5 o3 HrAAS , AT AT LUSEERAS A BH o 280 3 1) S S5 A

[0080]  SHLF, I FH S e 7 M AN i BH (R AR AC ) B oRH 7325, SEARIE IOAE FH = BHYR 77, ”*
B AN 7 VA R AT N B A (9 21 43 BT RNA K438 ) o 8%, — R ic R A2 A
B AT R 7 65 A B MR W) BB SR IR S R -6 ksl o AT 06 1) S 928
PRI LARAE L, 49 an i I Sz (ELISA) , IS5 Sz 7% (RLAs) , 354+ 45 5 43 i LA A SRR
JiiF. YR GG HUARR S nT LAk BRI . BEEMbrid ORE7O0. ROtotE, &
J&  BIURL, TR HEAZ IR UL R B SPuR i . AR B RIbR i AR AR ST R B,
5] G il 1 PR R R e » SRR L AL A il DL A SR ABLI

[0081] A5 HH A 22 FRIRF S 65 & DL IR T VAR A i WA & W AT 1) o XL HTARRT LA [ o2 7R 1R
2 PO SCHE A T 0 R B2 B RE R AR, IR T R T (N pfL ) » B RS (b
Bl EsE (il an k), Je mekdt ) s SISt el o — 2 irisnl4c T DU o
AL FRBUAR I 2 D PUARAE B R T L i ME % o 2R 4R 5 AT LA N BIRE A R, 47 P
TR e RS I P IR A —ANME T, B — A B A

[0082] 4 T 43 FF B S I bR 0 W T, A A T A A FE I PR AR 16 A A A6
ElecSys (%), the AxSym(FE%), the Access (Beckman) , LA & ii#r A ADVIA ® CENTAUR ®
(Bayer) HI%JE 50 MT 22 4%, Fibr A NICHOLS ADVANTAGE ® (Nichols Institute) fj# 34y
W RREE. AL A48 SR I R B R B AT 2 AN ic s 2 Mo R 11, A8
A AEESL), 7T UL R A i 49 38k 3K 3R 10 R UEAT 22 Bl AS R  20 ) o ARSI o 3K A 1)
WA AR R A s sl S “ (B2 W Ng and Hag, J.Cell Mol.Med. 6 :
329-340(2002) ) FIXFERBAZEE (WEELTH] 6,019, 944) o FEIXLESHE A4, B—4
ANF AL BB R i ] DAL RS [ 2 — AN 2 AN i (i —Frid i) bt
RIE A E EATIR . R R HE— D DA F BIORE (8] 4nFoR; BN
KALT) 5 A AT [ e fER T _E A RS, XA U Aok 70T LA T IR [ 52
— AT R (kR IR ) .

[0083] R T — BN AN, AR S BH ARSI 2 B AR A 456 e A 1) [ AR H B2 — iR A
W ALHA1E 5 A TOOF A ZPurk . dn e RS I 258 B 4k ) SR i AT = BHYR See  ir—BR
ZAKEL T o IX B E W] DA ARG — AN ARt 0 DX S8R A AR it in X 8 s 210 58 — A
LI 2 65 DX 3 I B s 42, B R 2 DX 3k i e L B B [ A A 2R — Pk

[0084]  BliE FEANHY B VLBl A0 SRAE T A B R sl (49 ansd i B 40 s 0 » A i g 2 88
SCAR ) — B sk A 75 B AR E RS ) ), Fh sl (o) i AR ™ A2 1) s
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07, I, M0 5 g, B N s SO ) 4555 ), B w8 sh s = 3 77 AU 4 A SRS S )
SEAILIE R 5 A A A Tt I 204 AT In DX 3B, 9 5 T AR B A R o 3 3 ] A B —
PUARFIE LA (5 5 R AT —hufk (ZBRRIE ) o HAME, BB R T] LIS
A I I Ry B I BMLIR , AL REVR A A S 5, B T L2 BRI s 213 & b
TP 2 B AR AE (el e T (56 41 5, 85 8“1 B TR R AR N Triage ®F)
TR R G, 1E & B 2555, AR REEA], 2001 (Near Patient Tests :Triage ® Cardiac
System,” in The Immunoassay Handbook, 2™ ed., David Wild, ed., Nature Publishing
Group, 2001) o 1Z3CE AR AR BT — &6 73 45 5 1 H o

[0085]  FRiCHJF A 2 A T LLTE kA ) F A B QR A0 o 7 o 490 L, A58 P Ak B A B B
BRI AT LR AS R AR I PRAS IR EAE AR RE o PTIE IR, AR AR R ASE A ] DA A e T
FHRGEAT PRt va 7 SO W, 0l in e R S sl s = B

[oog6]  {& 5 —AT7 rh, Ak — D rbrid Y R A & 1. XK & e
SEEM N T 3t 2D — AT AR LA T AT R I B Ui B 45 o 289K, 1% & m]
DA 5 ) 3 28 AR 049 5 i AR P A e A 00 T 345 (015 B AT A7 i — A s 2 A
FBo B HARK W] LT A BH B #3877 25 10 52 S, S d8 24 (49 s 0 H 61
38T HPLC) , JBuis il i, 26 T2 R i A el =77 X445 .

(00871 A% Wl F) ik PR SR 50 i 4 g SC oAy 3K Ao I R L I A ) LA A e 1) 23 2
R S 1 A A X AR I AT L OE A BN AN H A R R 5 ) 40 2L (Tietz Textbook
ofClinical Chemistry,2nd edition, Carl Burtis and Edward Ashwood eds.,
W. B. Saunders and Company, p. 496) o 7 &I A HERA M T L2 W CERRE 047 2 (Fischer
et al.,Intensive Care Med. 29 :1043-51,2003) Bk i 7 v 15 2, ol H Tk e —
M EMR IO R AR IC IO o IX A E AR RO, S, SEIR TR, AT RERY
tb3, Wik Pt (diagnostic odds ratios), Al ROC FHEEIX . IE a0 b i, Pk i)
RS I B R — > B AN T AN R R &5 2R

[0088] M F= & H A Dy RE AT 39 M X 43 A% 90 68 0, LA I 1 Bl R Ak 28 B 4 ) R & /b
L5 B R, B K2 0. 67 85/ (ARIERT, 22008 2 80 K s8R 2Y 0.5 8/ {398 5
PRIy, 22 /02K 5 BER 8R2Y 0.2 8RB/ B2 LB R 2270 10 85E K 8R4 0. 1
SN SRR O /D 20 B BURZY 0,05 B /N RiE “ KA fEIX B R IEfidh e
WEAEK 5% 1 FiEsh,

[0089] M F1RHAE DhReaE s X 4 ilife i RE ), Rk /b 2 i 8K, s
K230, 5 88/ s ARIER]T, 22000 3 BRER sBURZ 0. 33 BB/ R BEARIE R, 22 /00 4 5k
SR s BORZY 0. 25 B/ s L2 LA 220 5 88 K BOREZ 0. 2 85/ s Uikt oh
Z2/b 10 8K EOR2Y 0. 1 8/ RIE“RA” 1K AR IE 045 € M 28T 5% F R
o

[0090] M F: 1k B A Dy e agol A X o Bl () B8 0, HA a2 2000 1.1 83 1K, 58
R 0. 91 SRS SARIER, 22200 1. 25 R sBRZ 0. 8 BE /N AR EALE Y, 270
1.5 BRER s BORZY 0. 67 B/ L2 SEIRLE A4 2270 2 B8 K 8K 2) 0. 5 5 /) 5 i
PRI R 22 /b 2.5 B K 8R4 0.4 8 /e RIE “ KL 703X HLER IE A7 25 72 I {5 )
5% E NS
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[0001]  HUARILFE

[0092]  HUARMIEREFI = An] IR 2P0 7ik. B, — 5 it & a0 B R 1) 22 Tk Bk
B B R) Z R o A5 U ) FH A AR R 1% ) [ AH 22 JE IR A i 7 V25, 19 an 23 DL M« D 2K
WA (e A 2 e e ), BB 777 (1990), 182 4 (Guide to Protein Purification,
Murray P.Deutcher, ed., Meth. Enzymol. VoI 182(1990)) ;G * B JE/RFEZE) 2 FEEL [H 4H
G, B o 77 (1997),289 % (Solid Phase Peptide Synthesis, Greg B.Fields
ed. , Meth. Enzymol. VoI 289 (1997)) ;BFAT25 1T (B 2jtb 2224 EY ( HA KR K ) (1990) , 38 :
1192-99 (Kiso et al, Chem. Pharm. Bull. (Tokyo) 38 :1192-99,1990) ;5 BH L% (4%
K, |, #EE) (1995) 1 :255-60 (Mostafavi et al,Biomed. Pept. Proteins Nucleic Acids
1 :255-60, 1995) ;& & FLAF A (B 24 7 28D ( HAZR 5T ) (1990) 538 :1192-99 (Fujiwara
et al, Chem. Pharm. Bull. (Tokyo) 44 :1326-31,1996) . EFEHIZ AT DLAS A 5 20490 1 22 B
B H2 AE 2 SRE B S RE B . AT A ST I B AR N S AT ELANIE IR 2 A RN 77
ERT U= AR gk, BINAEZ A « vk, K« ZWign 51 ik » sSEiFM) (1998) , 144
HFHs, 412 (Antibodies,A Laboratory Manual,Ed Harlow and David Lane,Cold Spring
Harbor Laboratory(1988), Cold Spring Harbor, N.Y.) . A&ELH—HEH AR A BA] LLAD
EHLAM S G B Besl Fab Jr Bert s O ] DU i 6 PRHE B A ilie (g B 55 1 (Pidgd T
FE) A HERSA MR (1995) (S rifEdam %ok ik, 149, 3914-3920) (Borrebaeck, C,
ed.), 1995, Oxford University Press, Oxford ;J. Immunol. 149, 3914-3920(1992)) .
[0093] 54, AR 2 Al & A0 FH P 2= 7 AR SR AR 7 R R 22 Ik SCZE M i 2 it &5
Ak BEsPifk (20 Cwirla et al., Proc.Natl. Acad. ScL. USA 87,6378-82, 1990 ;
Devlin et al., Science 249,404-6, 1990, Scott and Smith, Science 249, 386-88, 1990 ;
and Ladner et al.,U.S.Pat.No. 5,571, 698.) . HLI 2= BRI — DA B B2
ST GBS A 0 2 1) 22 BK 1Y) DNA FHZ 2 BRI 2 24 10 &R, X PP ) BE R P 2ok A4, &
IR AR T 53 2 MK, 12AK 58 AR Hildi% 2 IRIIACSE . 2 RN ZE X4 Jo
ZH YOG R AT RN K S s AR Z NPl = . 28— 5 B iR
HIEM K Z KPR 2B S B AR BRI M k4 . MIX S8 B 22 2o i S0 1 2
AT LLMARATI A5 B R RIS BRI 2 o A I £ 75 v, A R v R e B AR 1 45 628 F1 1
Z AR G T R AL e 1) 72 K E A i 2 W3R E LR 5 0. 6, 057, 098 IR, % TR 1
A 132, AU B R S5 A N A 5 AR R I 2 45 6 T A AR R BT R — 397

[0094]  WIIRAA L BE, 1 Ik 3K U Ty 5 A R e BT AR IS T DL Ik OB ) AEAL 1) 2 TRk
AT B RSE AN MURs S 7 228 AR 5 5 R FERR 456 2 IR IIPT AR BEAT S5 00 ) MRS S P B
5o Wik B 77 5] LA E ZEAG I 2 IRAEAR LR b &AW AR BT AR b B S A 7 In 2)
T MaALR B, R G E 30 70803 2 /ANBS o AR5 IR ALAR B HEN , FR1c i 28 — Pk (4
WU A BRI IR ()P PR BT, W azbifl 2 2 A ™ AR ) RS Inix 28 1L
oL AR A IR E 30 700, SR FHRBEN . TSI ABILL T, W B A B 1 E ) 2 RS S )
PURAFAE , F o B R

[0095]  IXH&4 i 16 FIHT A4 I W] LA — 22 B 23 M AT TR SR RH D ARe e 1% o 480 T 725 B b
WA PR S i AR T, AR B AR E AR — AN, T iz bR v R T A R
PUARAE S 53 B T R Re e AT R A o B R 2 0 LA S R0 ) IR p A4 ] e AN ], iX et 44
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X (FE =BG R IN ) W BEAE 2 [A) 45 K4 1 AH B2 e 5 , BRAT Rl (b A4 ] fe 75 22 50 B 22 (1)
= e PO Aty Lt By b I S s N E 7 R NTTE=

[0096]  ARAMT AR — AR AN T #S AT LLUGR BIR 22 77 36 mT LA AR A Hi ik sl 4 &

B, VLKA T 28 A0 ) FURE e MR i s P 0] A& 6 & M 2 IR B A (H 2 X 277 V5 0E A
RECE A R B IR ]

[0097]  fiIl+

[0098] 1 IR KI5~ L AR 2840 U BH AX i BH o 3K 6451 - Y0 A n A P SR PR 7l A e B ()9

o
[0099] 9] 1 . &R ARSI
[0100]  IE%

[0101] X ABUEF B B AR BT, 1E 8 (9 AR O FE e Wil i <4 7 4k, IE%
NHIFRHERSE (1) 7EBCEMI A 18-65 H A1 (2) HEEHPE BmamtEFRE B AR, H
AEFECLNAEE - (1) B2k (s &, BRI, 2%) 5 (2) B
30 RN FF EHARIAT I ENE (REGEG) . 3) Mara Wl s S iEl I, (45 FERET S
VIR, BB B BRI R A1, (B) il 3 AN A WAL KIF AR (6) @i & I A EIER
NEE,

[0102] DM IEET KT RERERSG (DD)

[0103]  IX2B ABERIRRUE N L KT 18 % F B A A 8] sl AR 7T 58 7 (19 B 9, Ath AT A& A
BB Bt MR = Rk (CPU) o 4 T BBUF R A T 50, I8 28 B 0 JJLFE ZE (myocardial
infarction (ML)) FIE Z20E K CPU #343 yLo FIE R 75 38 (%) £ 0 s N B AE HERRTESE o R g [
FEA—A b (left ventricular (LV)) Wil 11a3) i — N2 REYE, LV )2 FEEHIL
FEEIKIDNEEA R Z 1240 Doppler parameters) . [RII, HEER KIARHER AR  RA I
PEAG /2 iR B B A O L ((CAD) BRC LA ZE , DL R T 10 520y S 87 sk ThREAS [ 1
SR R MM (CHF) o 708 75 BRI b B O 2 87 Tk D REAS R 1) A8 35 Ak HE R 72
Gk

[0104]  Jifi#% (PE)

[0105] 4FLLAHE K FEiAHE 18 & 1 B3 M NBEE B R IEAT PE (112 W7, 47 1E PE (W4 E
s (1) J M S 52 o BRI, 5 (2) AR T e V/Q 39, B (3) B % (AR o AU FH 1
WA MR BE Ny PE (251 LLUR 5 S0, SRS 5, s bk i 2=, g v A v I (BCG) 44
P 22— BT A 1 7 SR A o AR I IR L 00T 80 % FOME ] RE BB AT PE) , ik (4) AEANAZAENR
T B AN L 1R 75 RO L B 1) A B IR MR BE M, B (5) BH PR P HEE CT I
5. IBEE A 20 I 5 vy, AR QiR B B I D g vl (LEBRET KT 1. 5mg/d1)
(1) 5 B HEBRTE ST

[0106]  HF (/> Jj5duly )

[0107] X—#H ABFEFEFEL KT 18 Z U ERIFFELO I EERTEE. BFHLA
(1) AT AL ZE ML (nyocardial infarction)) BUHA 1 Z KEEHE KK ST 73 &
[¥) ACS (™ [R5t Lo iER ) 5 (2) FFEENT R B LR 5 (3) Felid 2 — H i BhE T, (4)
BN (L) Triage ® BNP K3l B2 = 100pg/ml or B/, (5) s HARA Ti6I7
HF M BEAT 259036 57 SIS VR RITE ST A HEBR A2 A1 o RFRAE207E 18 B LA Ry N, A ATTREAT
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ok HE Y897 Ja Ak T A8 08 IR N BN AR BR AR AN o 68 MV AR BRI B s o4 A, 75 0 4
ANBEZE HHIE W (R A v, AT P B i 0 7 58, DA T COPD i J2EAT K I TR) R 480 VR 9T JR KR
i e M., BESROE AT B0 B D 5, A T I 5, A e = A B & (LVADs) , JE il i,
MI, PTCA (percutaneous transluminal coronary artery angioplasty), CABG(coronary
artery bypass graft),slE s | > H A WL, "™ E 1 Rk 2= i 5, M i R
IR D7 50 He i Pt OB, 48 D S K N B DR, B 1 D RS, il 1 H B
A Q BN MT 15 ICD or DRG FI A, AL SRR A5 A o

[o108]  RD ("5 3Et )

[0100]  SXZE AR BA MBOENT KA X AN FEFAAE 18-96 % 2 (A1 55 s &«
PEo TEIX HLART] LSS “RE” BB 205 .

[0110] 154~ 2 &3

[o111] MV AE A Bl 28 35 I iy NS 78 7 A 4R A Pt 15 EDTA 1 A 4 i v i S 1A
o IO A R Ay B 3RS I AR RGP AT 20°C BUE AR EL B . IIE
VR 1 /INI o RSN T8 G BRAE ) S B AT IR e B . X PR B S B (S e TN
[R5 41 &, 8 5 b <1 B F IR B bR Triage @ LN RGP R KR E —FE, A&
AR ZE AR REE], 2001 (Near Patient Tests :Triage ® Cardiac System,”in The
Immunoassay Handbook,2™ ed., David Wild, ed. , Nature Publishing Group,2001) .
[0112]  BNP Al 1 : 5455 BNP79-108 J341 A7 sl BRI BNP = BVA Sz 7. B T
BNP 4, iZA6 -t 7] LR, BNP79-108, proBNP 1 BNP3-108.

[0113]  BNP £l 2 : 5455 BNP79-108 J¥-41) LAT sl iIHTAA R BNP = BVA f i 77 1%, Horp
— MR S4B ABNP TR 7T RN 78 BRI S T UM AR I B . XM BT AR I PR R BoR
K1k, (1% T71ET, 2 WAk BNPT9-108 [P 4 Sz o, 7 AR TR L I & A7 BNP (540 &
i 126 BNP79-108 FRIHTAA o i 5 1) BNP W] LASE v 45 5 S A6 ANKE 57 455 BNP79-108 R FT B oA
A TN ASINR, BNP79-108, proBNP Fi BNP3-108.

[0114]  BNP §ij /& (proBNP) 45 1 :BNP Hi {448 I 18 i 3 #F SR AS I < A8 FH — b oie e 5 &
BNP79-108 J341) b7 s A, ) —FPE 5 456 BNP3-76 J7-41) A7 s i fA . B T il BNP
RS, 12K 34 1 BNP3-108,

[0115]  BNP ij f& (proBNP) 45l 2 :BNP i {446 Wil 18 i 3 A SR AS I < A8 FH — Fb ks 2 45 &
BNP79-108 JE41_FA7 s BT, 5 —Fhike R 454 A BNP B JEV& 1 RH 2 7 s 225 Ji5 T B i 4 A
FIPLAR . X PRI I DU 2 R IR %k, fE1Z 776, 22 WAl BNP3-108 [74 fes J5 , 7= 4
HIBT R ALE 1o B A7 AF BNP 5 R B I 10 T 07 328 BNP3-108 FAIFL A . 1ok & BNP Rij /R 7] Lo S &5 &
I LEANRE 5 456 BNP3-108 FITATHUAA o ZAS AN IU K BNP, NT-proBNP, proBNP Fl BNP3-76.
[0116]  NT-BNP A A4 1 :NT-BNP §ij (A4S Wil d i XA A i -4 H 45 & BNP3-76 741 |
BT AT . B T A I NT-BNP i {441, A0S BNP §i 44, BNP3-108 H1 BNP3-76
[0117]  NT-BNP Hif& (NT-proBNP) #il| 2 :NT-BNP Aij {4k 20 i s A >R A I A FH — ey
S G BNP3-76 Jr41) AT P, U1 — Rl 455 MBNP AiffA Elivx 1A 2 A7 SR IR IS
TE AR I PLR . IXFPHLAR P 3 W R 1%, 781071, 2 Bk BNP3-108 J3+471) e
B Ja, P AR B L &2 A7 AE BNP BRI &0 T ik BNP3-108 51k . L& (1) BNP jij {4 1]
L35 5 45 5 RS ANRE 7 555 BNP3-108 (IR HiA . A0 AN I\ BNP, NT-proBNP, proBNP

17
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1 BNP3-108.

[o118] ol 3 W' Ty R g AR A [X 53 HA i Ag: A

[0119] 24 " [AJIS il & NT-proBNP H1 proBNP, —&fi & NT-proBNP /1 [a) A7 & HIAL s i 5Tk 5
— AT PR IR D (2Ot RER B FLIREGE “FETL”) JLP0ER:, MPiiA, — R o+
456K B A proBNP _E Ve 1 A2 BREE 5 T A AR PR, ) —Rhgh& BNP RIGUIA, AT i 4
DALY 00 2 T ) 1 308 0 A0 T 5 A7 8 R 3R DI, A2 A AG I h  SI Jp (e B i
FY 5 41 52, BUE 5 “U B F K BAR A Triage @O IHH RA TR KI5 E —FF,
VEH BAEZE5E, HAR L EEF, 2001 (Near Patient Tests :Triage ® Cardiac System,” in
The Immunoassay Handbook,2™ ed.,David Wild, ed.,Nature Publishing Group,2001).
“NT-proBNP” f] 73 A il 45 SR w] LA A BNP3-76 Fl BNP3-108, 2R 111 “ proBNP ” (K45 I 45 5L 1]
DL & BNP3-108, {H A& AN g il &2 BNP3-76.

[0120] R IE b A A S e I 53 B 4 B4 W] s F 2640 W 4 proBNP, Jf H A & F
EDTA N ML R R B VREAT RSHE « IXN >R B W L3040 i 2 35 B proBNP AR5 2R, 415
IR b, KA 4-5 5 IRe e 1 1K B 40 B 40 M 3555 1 proBNP Hifk . — ELREASHEART I,
RS 3 A7 G5 AR 4 A BEAEDNS proBNP (45 FEFAT S HE. NT—proBNP (BNP3-76) fJ¥ &1
1L A NT-proBNP F{IR I 45 k25 proBNP HIVK FZ T 3R 45 o

[0121] 4 T [R]IH U & BNP 1 proBNP, — 44 BNP (LA L — AT LA R I 4 FETL 40
B PIRHUIR, — i 6 BNP RIFTIA, 75— Fh & & proBNP BIHTAR, Al THE 25 Tl A ) 2
B PRI Tk [ 2 A 20 B A 3R X o “BNP” A I 23 B 45 R BE 45 3K BNP, proBNP A1
BNP3-108, 2R 1] “proBNP [y Il 45 AL e % I & proBNP Al BNP3-108, {H & A~ GEM & BNP.
[0122] G Bk I 73 My 5 A R Iy ] 44k B 40 proBNP, JF HAI &7 EDTA A IS i %
WEBOHATRHE . IXR R AW FLB 40 MO 1K () proBNP HLAR RIS R, /2 WA -, KA
4-5 £5 B S ME Tk 1 40 B 40 B8 IS I proBNP Fidk e — ELREACKAS TN, K 90043 BT G5 S s
o e FE AR A proBNP [ 45 SEBEA TS VE .

[0123]  NT-proBNP (BNP3-76) [ FE it ik A NT-proBNP (R4 45 9 25 proBNP FrIAS I 45
RMZAT o BNP I B2 8 i A BNP FRIAS I 45 S0 25 proBNP FRIASHIN &5 M 3545 BNP fR RSl
I3 E R AR AR IR R proBNPAS I AT DAFIAE 28 — MG T2 B ¥ proBNP“ 4G
AR AR ME (FRAHSR 230 (Spearman correlation)R = 0. 98, [A|H} p < 0. 0001) , j#
e IEIR T (p < 0.01) (Passing—Bablok regression analysis), [E7P=4—14>
SRR 45 3L :BNP [HIMR | A proBN P AR = 1. 46 [NT-proBNP [fI4R 1 L) proBNP K
I 1-41. 28pg/ml. 5% I BEFX AR 1. 41-1. 52, IR EE R A 7] LU E T AS BB
R e PEAN A o

[0124] DA ARG vH il 2 A8 X 28 3 B i 3545 1) B AE 4 pe/mL proBNP MR & -
[0125]

BNP #6301 FH DD PE HF RD
T 77 81 84 133 442
5th B2 5 0. 00 0. 00 0. 00 457. 94 87.11
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25th @4 & 6. 47 4. 31 14. 98 1610. 88 473. 33
50th B4 /& 22.03 24. 16 195. 30 4184. 45 2014. 85
75th B9 /& 89. 59 147. 55 876. 71 8365. 82 5394. 15
95th B4y & 632. 00 437. 74 5342. 40 16631. 64 16018. 50
[0126]
proBNP B DD PE HF RF
¥ 77 81 84 133 442
5th B4 & 0. 00 0.00 0. 00 255. 46 108. 28
25th H4r A 7.46 4. 98 12. 18 1001. 28 404. 32
50th B4 &, 25.93 21. 33 91.65 2287. 90 1031. 93
75th B4 &, 57.23 b67.08 525. 52 4030. 23 2724. 97
95th H4r &, 402. 41 202. 38 2946. 52 9634. 88 6348. 33
[0127]
NT-proBNP
ol B DD PE HF RF
g 76 81 78 73 182
5th B4 5| 60.53 0.93 45.93 3794.41 5165.19
25th B4r 4| 181.21 98.59 264.77 12641.53 | 14388.59
50th B4 4. | 659.62 303.67 2195.31 | 27455.58 | 22253.77
75th B4r M. | 1660.44 | 1470.09 | 9500.87 | 38374.03 | 35639.36
95th B4r=i | 7570.75 | 2977.98 | 38241.53 | 48099.11 | 47336.80
[0128]  fF XS, ROC 7 HT B AT HIREL AR AR (B 1 F12) . SPSS 15.0 K

“Z517” (SPSS, Chicago, IL) #%HISKUET ROC 43 H7. ZEM RD X4 HF, M RD [X. 43 PE (ROC [
X3 HT 0. 95) H1, NT—proBNP X} proBNP [ bE AR T FoAt AT A A= bR 12 W0 5, [RJ B, 8 40 90
ik proBNP FJ44£ 45 11 BNP FIT NT—proBNP #6:3l , 1R % A RD H1[X 43 PE F1 HF (ROC [ [X I = = ~

0.50) .
[0129]

RARA R W] C 2230 1 A2 98 PEAE IR AR B 5 SRIEAT AL VR4 K Ui » DL A

S BB 53 R DIAR I A5 I EAT IS AL H o AT 08 H A ] AR RDRS B
XA U FR) 25 Aol e, AB SR e I i 2 AR o AR e W I B AR A 9] 5 DU A
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P A S I 7 35 A R DS AR5 4 1S AELABAT T AN R X AR 5 B 3 [ AR AR T BR ) 23 L
FRTIX EAG XORT AR 3 Xt AR S N S AR o T it e L 6 AR A A I G i L
A BIBOM ZE RV TR 5

[0130] X T AN — M B AN SR Y, A7 H A T RS AP RORS 18 1 25 o AR e
BN RN A AT R 7 AR SO R S 2 AR 1

(01311 AS I BT A1 28 (¥ BT AT 18 % RN R R A4 DA AR 25 B T D PR AR 40— i B RN £
RIFE7S o BT IR L UMD H AR 4 A AT D254 HE R e Sl 40 DA 2 2% i AR S B 5 | R 0 B Al )
CIRIAS 5 B R A BT B BT 4 7 [ —#8 73

[0132] AT WY —Lqgi] 1~ 1 (14 U P10 Y FR) Ik ] LA S5l 28 AR e B AT S A 7s 1) — 28 4E
EARTCE AR R o IXHE, a0, FERE— 1, AR AT R AR “ B 4% 7, “se - 4
J R H e LR th R AR AN B A e s B A AR A R A O D R T ik
FRIIX LU AT DL AR I AN A2 XS AR S B I PR 1 0 50 A AT i PG 3K L AR SR HE SR AT A £
A B B3 43 (0 A A PR, (LR W] DLATRBIAEAS B AR 8 1 R LUK A S B Al o5 Aol
B AL L RABIE . RIE, W AZIE 28, RVE AR B CL 200l id foe e 1 Sy sURME B R ik oK
AT HEIR , 18 ORI AR A T B A% o W 2 I 12 A A i B AT AL — PR AR N B B e AL 5 LA
T 3K S ORI T B NAZ AR A A 2 Ja T A A B BRI BRI Y

[0133]  JFCAh 18y S it 77 AR PR AR LA BRI 2SR P o
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[0001]

[0002]

<130>

<150> 61/120, 795
<151> 2008-12-08

<160> 2

<170> Patentln

210> 1
<211> 108
212> PRT

<213> PRO-BNP

400> 1
His Pro Leu
1

Leu Gln Glu

Val Glu Gln
35

Gly Val Trp
50

Arg Lys Met
65

Val Gln Gly
Ser Ser Gly
210> 2
211> 134
<212> PRT

Gly Ser

Gln Arg
20

Thr Ser

Lys Ser

Val Leu

Ser Gly

85

Leu Gly
100

<213> PRE-PRO-BNP

<400> 2
Met Asp Pro
1

Leu His Leu

Gly Ser Ala
35

His Leu Gln
50

Glu Pro Leu
65

Gln Thr

Ala Phe

20

Ser Asp

Gly Lys

Gln Glu

version

Pro

Asn

Leu

Arg

Tyr

70

Cys

Cys

Ala

Leu

Leu

Leu

Ser
70

SEQUENCE LISTING
110> EXFI/REFMTFHFRAA
<120> A& B RENBAH Y

3.3

Gly

His

Glu

Glu

55

Thr

Phe

Lys

Pro

Gly

Glu

Ser

59

Pro

Ser Ala

Leu Gln
25

Pro Leu
40

Val Ala

Leu Arg

Gly Arg

Val Leu
105

Ser Arg

Gly Arg
25

Thr Ser
40
Glu Leu

Arg Pro

21

Ser

10

Gly

Gln

Thr

Ala

Lys

90

Arg

Ala

10

Ser

Gly

Gln

Thr

Aspv

Lys

Glu

Glu

Pro

75

Met

Arg

Leu

His

Leu

Val

Gly
75

Leu

Leu

Ser

Gly

60

Arg

Asp

His

Leu

Pro

Gln

Glu

60

Val

Glu

Ser

Pro

45

Ile

Ser

Arg

Leu

Leu

Glu

45

Gln

Trp

Thr

Glu

30

Arg

Arg

Pro

Ile

Leu

Gly

30

Gln

Thr

Lys

Ser

15

Leu

Pro

Gly

Lys

Ser
95

Leu

15

Ser

Arg

Ser

Ser

Gly

Gln

Thr

His

Met

80

Ser

Phe

Pro

Asn

Leu

Arg
80
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ool %

2/2 ;W

Glu Val Ala Thr Glu Gly Ile Arg Gly His Arg Lys Met Val Leu Tyr
85 90 95

Thr Leu Arg Ala Pro Arg Ser Pro Lys Met Val Gln Gly Ser Gly Cys
100 105 110

Phe Gly Arg Lys Met Asp Arg Ile Ser Ser Ser Ser Gly Leu Gly Cys
115 120 125

Lys Val Leu Arg Arg His
130

22
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ROC X1 (95% “gtl” | ER” | BIRFERR
EREES Cl) i PRI HE HE 1k
%% proBNP 0.91(0.86-0.96) B RF 57 178 10
0.98(0.97-1.00) E% HF 57 73 w0
0.74(0.65-0.83) I PE 57 60 A
0.55(0.44-0.66) i DD 57 51 R
0.61(0.51-0.71) PE RF 60 178 W
0.84(0.77-0.91) PE HF 60 73 i
0.91(0.87-0.95) DD RF 51 178 1
0.98(0.97-1.00) DD HF 51 73 ¥
0.87(0.81-0.93) HF RF 73 178 wob
Ky BNP (U 0.85(0.79-0.91) Ew# RF 57 178 W0
& BNP I 0.97(0.94-1.00) E# HF 57 73 wahn
proBNP) 0.77(0.68-0.85) h PE 57 60 W0
0.62(0.51-0.73) E# DD 57 51 i
0.51(0.41-0.61) PE RF 60 178 B
0.81(0.73-0.88) PE HF 60 73 B n
0.80(0.74-0.86) DD RF 51 178 1
0.97(0.94-1.00) DD HF 51 73 a0
0.88(0.83-0.93) HF RF 73 178 B>
R NT- 0.97(0.95-1.00) % RF 57 178 B
proBNP (¥l 0.97(0.93-1.00) F HF 57 73 B
NT-proBNP Fl 0.75(0.66-0.84) ¥ PE 57 60 i
proBNP) 0.50(0.39-0.61) ¥ DD 57 51 b
0.82(0.75-0.89) PE RF 60 178 0
0.82(0.75-0.89) PE HF 60 73 Wi
1.00(0.99-1.00) DD RF 51 178 R
0.99(0.97-1.00) DD HF 51 73 i
0.52(0.44-0.61) HF RF 73 178 Wb
BNP (=BNP # | 0.65(0.58-0.72) E# RF 57 178 w0
U — proBNP [ | 0.96(0.93-0.99) EH HF 57 73 w0
Frul) 0.75(0.66-0.84) " PE 57 60 i
0.65(0.55-0.76) E# DD 57 51 i
0.62(0.54-0.71) PE RF 60 178 m>
0.76(0.67-0.84) PE HF 60 73 B
0.56(0.48-0.63) DD RF 51 178 i
0.94(0.90-0.98) DD HF 51 73 1
0.88(0.83-0.92) HF RF 73 178 ">

*34 proBNP FIIIE KT 5 pg/mh)iH & &

Kl 1A
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CN 102334031 B 2/5 BT
ROC X1k (95% S )
S Cl) “FE “BRIF” | “PBEHEIN | CBIR”N 2k
NT-proBNP (= | 0.98(0.95-1.00) IE% RF 57 178 B
NT-proBNP 5 | 0.97(0.93-1.00) E% HF 57 73 W
O - proBNP) 0.75(0.66-0.84) | IE% PE 57 60 i
0.50(0.39-0.61) | £% DD 57 51 B
0.83(0.76-0.90) PE RF 60 178 e
0.82(0.75-0.90) PE HF 60 73 i
1.00(0.99-1.00) DD RF 51 178 10
0.99(0.97-1.00) DD HF 51 73 1
0.51(0.43-0.59) HF RF 73 178 b
BNP / proBNP* | 0.53(0.44-0.63) E¥ RF 57 178 b
0.74(0.65-0.83) ¥ HF 57 73 i
0.71(0.61-0.80) | IF#& PE 57 60 0
0.70(0.60-0.81) | IE# DD 57 51 BN
0.74(0.66-0.82) PE RF 60 178 Wb
0.53(0.42-0.63) PE HF 60 73 Wb
0.73(0.64-0.83) DD RF 51 178 o>
0.55(0.43-0.66) DD HF 51 73 Wb
0.80(0.74-0.86) HF RF 73 178 b
NT-proBNP/ 0.94(0.90-0.98) % RF 57 178 i
proBNP* 0.63(0.53-0.73) L& HF 57 73 i
0.50(0.40-0.61) | IE% PE 57 60 ¥
0.57(0.46-0.68) | IE# DD 57 51 B>
0.95(0.93-0.98) PE RF 60 178 W
0.63(0.53-0.72) PE HF 60 73 1
0.97(0.95-0.99) DD RF 51 178 Ha N
0.70(0.61-0.79) DD HF 51 73 1
0.92(0.88-0.95) HF RF 73 178 i

* %4 proBNP [l E K F (> 5 pg/ml) B &5

Kl 1B
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CN 102334031 B W BB B M 3/5 71

BNP (=BNP £} #ll-porBNP)

3000

2300 +
2000 -
1500 1

1000 -

PorBNP [j3K 500 -
E (pg/mlb)

0 75 &
Normal(N=77) DD(N=81) PE(N=84) HF(N=133) RF(N=442)
] 24

NT-proBNP (=NT-proBNP [j&;#ll-porBNP)

3000
2500 1
2000 -

1500 -

1000 -

7
PorBNP 3k 500 %
& (pg/ml) i

P . 7 o

7
Normal(N=76) DD(N=81) PE(N=78) HF(N=73) RF(N=182)

K 2B
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CN 102334031 B

PorBNP )31

7

Ll

.....
3n Lo Ou 2 = =2 o
ol v = =
™ [ re
~ =

PorBNP 13k
JE (pg/mD)

HF(N=133) RF(N=442)

Normal(N=77}

K 2c

I

N

BNP / proBNP

S

2.0
1.51
1.0
0.5
0.0

tex

PE(N=72)

HF(N=133) RF(N=442)

Normal(N=63)

K 2D
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CN 102334031 B W BB B M 5/5 51

NT-proBNP / proBNP

2.0
24P
1.51

1.0 1

0.54

%7

%
.

0.0
Normal(N=65) DD(N=65) PE(N=67) HF(N=73)  RF(N=178)

K 2E
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S
[R50 i (% RIAR) A (i)
o (S RIA) A (i2)

S 3T H (B FIR) A (F)
HRIK A A

KA

IPCHE&

CPCH¥%k=

5648

AT
Shapet i

BEG®F)

H—=MSHIR IR

ROC X 5 (95% S WA | SEIREIEE
WAL R ClL PRI Hh o th
#Fk proBNP 0.91(0.86-0.96) RF 57 178 Ep]
> BE 35 % 12 W 01T 3 &5 0750 6508 vE 5 o o
D) S 74(0.65-0.
AEASROEMTESBNPREXN KRN T %, ¥, ARENH K2 L S -
DHER SEMEAS o oo 0D B o 3 T
ARNTHMREBFESHERMNARRMIANEENA SN RAKSE RE 2 ZCuE 3 OB
0.98(0.97-1.00) HE 51 73 ECRA]
0.87(0.81-0.93) RF 73 178 P22
sl BNP (3 0.85(0.79-0.91) RE 57 178 %0
¥ 0.97(0.94-1.00) HF 57 73 Ep
proBNP) 0.77(0.68-0.85) PE 57 60 2
0.62(0.51-0.73) DD 57 51 Ep
0.51(0.41-0.61) RF 60 178 EB
0.81(0.73-0.88) HE 60 73 B
0.80(0.74-0.86) RE 51 178 ES
0.97(0.94-1.00) HE 51 73 I
0.88(0.83-0.93) RE 73 178 TR
Tl NT- 0.97(0.95-1.00) RF 57 178 E=3]
proBNP (i 0.97(0.93-1.00) HF 57 73 EZ )
NT-proBNP 1 0.75(0.66-0.84) EH PE 57 60 EC3
ProBNP) 0.50(0.39-0.61) IE# DD 57 51 R
0.82(0.75-0.89) 2 RE 60 178 ECE]
0.82(0.75-0.89) PE HE 60 73 I
1.00(0.99-1.00) DD RE 51 178 N
0.95(0.97-1.00) DD HF 51 73 M|
0.52(0.44-0.61) HE RE 73 178 IR
BNP (= BNP £ | 0.65(0.58-0.72) E RF 57 178 S
) — proBNP [ 0.96(0.93-0.99) E TIF 57 73 8
Ko gy 0.75(0.66-0.84) =R PE 57 60 I8
| 0.65(0.55-0.76) E# DD 57 51 34
0.62(0.54-0.71) ) RF 60 178 2
0.76(0.67-0.84) PE HF 60 73 ECE]
0.56(0.48-0.63) DD RE 51 178 B
0.94(0.90-0.98) DD HF 51 73 EZPT]
0.88(0.83-0.92) HF RF 73 178 R
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