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R4 a R AN EKRRATIR 72 F 2 EER 38-44 BB 2 FEHLIR
AR K 7R B S0 PR B BT IR 2 F-BY 77 3%

[0001] A R A& 2 BL N HAE I 20 & g - 1 iE H 2004 4F 5 H 12 H s HiE 5 -
200480012497. 3 ;K EH&FR :[F F.

B G

[0002] A B By e R A5 & U R KT 7473+ (proBNP) YEHEEI KRR proBNP K151
A RIR proBNP R HAS I 77 V25 i 28 AR proBNP 7KF 550 ) 22 52 Wi 2 [BIAH MR 7
15 RER proBNP ARSI & DL K 7= AR TR AR proBNP HLiR I 24 AS R 4l i 3 o

[0003]  REHTE 5%

[0004] 0 Jy3Eubyse— ARG, 7P 5 AU ANtk . 4% Roche =221 #L (Urban &
Schwarzenberg, 1993) , /L ) 35 35 & 7E12 By IN B0 FE 22 75 R SN /0o JJ DG v Sk BN P b =
ARG T 06 75 I ML, B AN BELRUEFRIK[PIAL (AN BEIRRALAALH ) o PRIRHISS T Lol 2R 2
Ao O REMB IR R AR R A% . o, 7R LR 2 K2 O LI 28 AR AL R AR ME AR A e R
BINCHE R B G e DR 0 R ZE AN o 3% BN AL A AL DO S PRI 3R 4 B i 1 )y R
BRI LA DA B G (oK) S BRI B R S 8%

[0005]  fZMEALCMETS (New York Heart Association,NYHA), R]7EWG3H )5, FABESL
B0 138 3 R A NYHA 0531 <1 4%, ;e $R 10 IE W AR a3 Ja 58 WA 9% s 11 4, 2 4a
P IIIE BN 2 BN RAEPR 6 sTTT 20, TR 7R J1iE 3 52 27 B R IV K, e R4 )35 5)
HR AT RE N EANTE R, A2 AR K 2 AR R I 8] Fh A AN TE SR

[0006]  Xf T FHAHE 72525 L B P 5K 25 . ACE FRIFIAT / 5 B — FEAFFIGE 0 ) 32 R4 T
HRLWIGETT AR UL, B 5, W R e 158 5w RS W 0 ) 3 vl , A 0] BE IR U, $2 ™
R A 28, S iR #3671 7.

[0007]  FEARL, CEWFI T —L il iE bR i 4E A0 ) 32 58 5 82 W 0 bs e s 8 &, 41
W1 ANP (0 5 B PR K325 ) FH proANP ONP (C- R Ik ) 5 b B B2 s AR IR YL P B 4
I R BNP (4 JR K ) o ANP T proANP 7E3H 8 E IS W0 ) 3208 1) & 18 bR d 598
1M, 7E S5 e b, EATAIRARE , 83 A8 M A FL A A0 K 2 75 3, 3 00 RS Wi M o ok
Vi A T EmBFA (Buckley, M. G. 2%, Clin. Sci. 95(1998) 235-239 ;Cleland, J.G. %%, Heart
75(1996) 410-413) »

[0008] 51 A B SCIIFRIC A2 BNP OB Bh IR K ) o 5] BNP 2 7058 i a4 0 R 1 o
BNP J27E L5t AT i B 3ZRMIT ANP (0 B8R IE ) 19— F0o i (Sudoh, T. 4%, Nature
332(1988) 78-81) » A BNP Hi 32 N IEFRA pl, &2 .0 S - FFAE AR IR P 3R o 4
BNP 7E 12 Wiksid, a2 a0 EP-A-0 542 255 FPAFA1H . BNP HA 7+ P Zhi iy HoA2&—F
AMBRER T . HEDIX St T I AR BRI B A IR, I DLE W AUR TRk 7 fif . [RIBE,
He e A S lbrid, IR AR E I b 2N O AR AV E R Masuta, €. 5§, Clin.
Chem. 44 (1998) 130 ;Tsuji, T. %%, Clin. Chem. 40 (1994) 672-673) ,

[0009]  BNP [ §7 14 43 ¥, Bl proBNP, J& H 108 4~ & 3% MR 41 ili. proBNP #% ) # i b ik
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32 A C- i & FE R (77-108) (FK 2y BNP) AT N- ui & % MR 1-76 ( FX 24 N- ¥iif proBNP ( 5%,
NT-proBNP) ) . BNP. N- 3fii proBNP (1-76) UL J & 43 % 7= % (Hunt, P. J., %%, Biochem.
Biophys. Res. Com. 214 (1995) 1175-1183) H7EME TGN . WA 564 FE 15 48 B 75 5¢ #LRiT
K5 (proBNP 1-108) WAFLEFIMZK A . SR, AHEX (Hunt, P. J. %%, Peptides, &
18 &, 5 10 # (1997) , 1475-1481) , 7E M 2 Hh Rl A I B 2B TS proBNP (1-108) , {H 2 Al
MAE N= S AR PR (R 53 7 ik, BT L — S B R s NP AT

[0010]  IE4nASII T AR, N- i proBNP (1-76) #% A0 JJ 3 AR id L —

[0011] WO 93/24531 (US 5, 786, 163) /T N- ¥ proBNP [ i 2% 58 2 LI K %
TIERIPUE. £ W0 93/24531 1, il 48 T EFXT—FFK B N- I proBNP AR 2 silEdifk. O
2R W, fEsep R, P PR RS & ik (= EER 47-64) .

[0012]  7EWO 93/24531 H priffAT s MR8 b, Arid I Ik 47-64 1A 7R ERY) , S5
it ) proBNP B AR BRIC K BRIV 47-64 7o MEGE Aok BRIEN L wiEbiik. BE
48 /NI I OB B P 5 4, 25 3R R FRZN 250fmol/ml . 7E H ML=, X5
FIRE SR 304 U 5 125 4 P R 38 I I TR) 9 8 2 AN T 4252 1

[0013]  Hunt, P. J. &, Clinical Endocrinology 47(1997)287-296, /44 T H T4
N- 3iij proBNP ¥ 55+ PR iR A o 7RI & b, FEREAT I 22 017, 75 AT M A B AT 2RI
PO 53X MT BE S B T IR IR RN 2 R 2 o« BT RTINS f2 #2 WO 93/24531 117772, il
ok A B IR EAT S i i R A A2 = Y o Hunt 238 A N- % proBNP S FE/R 1-13 BT 0%,
AP , HAE A HZZERR 1-21 BT AR IR E A R o X T2 0R 5, 75 ZAC N )
WE. EWE 24 /b G, BRIFRH TR 1. 3fmol /ml.

[0014]  Ng,L. Z¢1E WO 00/35951 F1 4 T FH T2 W N- I proBNP ¥ 55— J7¥2. %715k
TR R TN proBNP G IS 65-76 (K4 BT = A= I TR IR R H

[0015]  Hughes,D. %%,Clin. Sci. 96 (1999) 373-380, ) 1& T N- ¥ proBNP [F] P FHAS[E] I &
T7 i e AR RPN E J7 5, AT H F L3 6 Y T proBNP 24 2R 12 65-76 [KA MUK IR fe i Jr
PR 2 DU AR A e J7 R, 3BT VR R 2 e DU, (R X Y T2 2k
Mg 37-49. 2 Hughes, D. Z&H & YR, 1 proBNP ZJEMR 37-49 AHMN kP £ FF 52
R IHUARTFA S 5E 8 NI proBNP SR . RPE X FERTINE , Tk X AUEE 0 E D
B 5 (%) S R TE 3 A R o X T35 T proBNP 65-76 [RII 22 34 1, W] AYE 2% 1 X 5l [R]E 1) 2
T

[0016]  Goetze, J.P. %%, Clin. Chem. 48 (2002) 1035-1042, /44 T FH T N- 3 proBNP (K] fx
N- Ui 2 FE R (1-21) [RINE J732: o I E J7 V55 TR0 R T AH [F] ) proBNP 2 245 1. (1-21)
(I TR T = A 1 2 e B BT

[0017]  Goetze, J.P. &% (Zx W E3C) Wyl sz 75 A 75 2 504 T AT it S 3 mp i 0, 45 £ 45
proBNP. $EFK, 1% & 77 V50 BE A AR AERE R R 2

[0018]  Karl, J. ZE4EWO 00/45176 H 1 IR 2 I, ZEIE L0 G2 I 52 H v BAXT N-¥iig proBNP i3F
AT RO PURHAT I . 7E WO 00/45176 1 A FFIIPLIER AL AT N- Ui proBNP ZFE/R 10 F
50 2 [f],

[0019]  US 2003/0219734 5| fH 73X —F52 « [/ —FE 5 th 7] LLAELE SR [ proBNP (1-108) «
BNP (77-108) LA N- ¥iis proBNP (1-76) 1) 22 P AS [R5 ¥ BNP 45K 2 K
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[0020] Mair, J. %%, Clin. Chem. Lab. Med. 39 (2001) 571-588, .45 45 T Lok bR kI 72 %F
O w2 W AR R o A5, B AT e R e ds AL, B E A 1A A A
PRUEHAT PR » 7E—28Evirh, 2 TR K . BRIk, Ak B AR A wy A I R 571
BRI R e A BF M ER . Kk, 2k BRI TR 275 X AR Pog RO T
FH ) BARIN 2 2k U A2 A R, (H R ASBESME R N- i proBNP (I

[0021] #% M [ — K %, Goetze, J.P. %5 (& W LI ) F Mair, J. (Clin.
Chem. 48 (2002) 977-978) yEE 2, AIF K N- ¥ proBNP Wl & i 2 (M 2 57, Jo ik & 94
it HIRIR S8 b, 6 T s id ik & i) 2 A8 ki, #R A K )

[0022] 4R, SR HEAE NG N- 3t proBNP I 52 vk, ) 4 8542 1 S AT S bR UEAL  SE TSR AR
B/ FIIE RAH S 1 SELF ) N- I proBNP I 5%

ZIAAE

[0023]  AS B —A H R A — i SRR S R R0 7732, FH T 5E N- i proBNP A
/ 8% N- % proBNP I ARAH G v BLBR WA .

[0024] 4T Tk F8 A0 Lt iy B ASUR 2 SR A5 2 SR AR AP 1) R BH 22 /D38 A3 itk 1 AR AR L N )
—AEE A,

[0025] 484 N AT Hb R B, w] DURE S5 PR AG DU A6 38 A 47 46 09 BT B proBNP 28 Y (i,
proBNP) f—ANEHF . % HERR A FRAR N- it proBNP B fiFR 4 “ AR proBNP”, 5| AvEH
(1752, KAR proBNP MEHE LU L &L proBNP it B AT 5847 i s PRAH Gk

[0026]  {EAE— NSt 77 S, Ak I JORE S M4 6 R AR proBNP [ B P 1

[0027] A% BH 35 Fo 48 S MR T R AR proBNP (17732, BTk iR AFE F iR IR 4E id e
FHTRAR proBNP HLik — KR proBNP EAWIIIEAE T, A MESEEB T A& A proBNP I 5
R e MRS G RAR proBNP HTARRE L, AR 5 TR I 25 o

[0028] AR WA TF T2 Wio 1125 1 75, BTk 7 ik A FE R I R AR proBNP Jf#f 2 K
SR proBNP 7K 5.0 7 3208 2 TR IAH G o [RIE R AR proBNP (113X — AH AR Ut BH 0o ) 235 1)
[0029] Ak B B ¥ K2 I 52 K AR proBNP A 5 &, b 157 & B 6 R S MR 45 A R AR
proBNP FIHTAFTH T A0 R AR proBNP AT R8BSR AR3 43 7] 2% A8 988 41 3R MAB
10. 4. 63 FIMAB 16. 1. 39 /= A B0 vu B DA, TR 40 B 387 AEHIRAR proBNP [ 7 Pk B
S PLA I H AR T DSMZ .

[0030]  FRATTAEIE [v] A% A BH ) SE 36 b AR A, L R I T8 8 A AR 22 /D A7 E AN proBNP
R Hor—> proBNP BEARE RAE A W] H S i% 2 75 VBRI #) proBNP 43 - (i K 2 4L,
ZHEARRR A “ 57 proBNP. FATTIAFFT 423 BH, RIS 4 & proBNP ] proBNP 7+ @A B
A ILF PRz L 451, HYERI M proBNP (2] 10 A& IR £ 4 66 {1 R MR . PLikl it A
KB 5 A 5 proBNP HAL S EJE R 10-66. IF WA T2 BRAR 1, AT ok 40 5%
27 E T 5 A PRI 52 B IS0 I 52 SR 25 2 MRS I HE TR 5 proBNP . Ak FH S0 5 SR A I
Jh proBNP o AT S 0o 52 R e v A T8 43 31 45 6 RAR proBNP KA C— v AT N- i IR A
SR, A AT LA G A BEREAT 2 00 52 F B85 R AR proBNP A7 1 N- S R4 5 N Bk, ok
R &S proBNP. 1M &) DL (1Y A2 » ZEIXAE IR EL proBNP {158 4 M0 2 BRI ol i 5 AS b s FH
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HURER proBNP Hrik,

[0031]  ARiE “ RN proBNP”, @45 FAFTEA MAB 10. 4. 63 Fr FUnl (4 47 IXAF A7 proBNP
o UL EE—BAE R IR, ZRALANAFE T A proBNP 23 11— /ML HE (R
“ 1 "proBNP [ —ANEHE ) b FRATRINFFBER 2 5 & proBNP (13X — MEAFFR A “RAA proBNP”,
Al R s G EAA A LI 2 s EDUATL / B sE DU AT AT .

[0032]  FRARIR proBNP EHF L E AR — 2 K Bt RER proBNP £ IR A n] A%
b0 FHBTE ] FR4R proBNP [ 3.0 o 52 I e %8 7 1K 22 40 73 13K N- 3 proBNP (1-76)
B B AT DA T e A & 2 AR IR 10-66 1) NT-proBNP J7 B 77 X, 837 KAR proBNP
[RTRSTIN 754 o RAR proBNP [FHFMEAZLE A MAB 10. 4. 63 ikl IR IR proBNP A7,
[0033]  TE— NSl 77 b, AR EH S JORE S M 45 G R AR proBNP [T, Horh Bk Ry =
G545 IR proBNP IHUAEIXFE FIPLIA « 50 8 5 4 it Il 1516 proBNP {E 1 &, fridbifk 5
MAB 10. 4. 63 FIAHE R r— 2D r = 0. 95 B H .

[0034]  J& T AR IR A TN B FILREA, AR N 505 Re % 2 0 58 M pEO P 14 2
P S Mk G R AR proBNP I8 2 5 proBNP. MAB 10. 4. 63 # A Ky 2 4% S Pk 454 R 4R proBNP ()
U R AL S, 1T MAB 18, 4. 34 #2456 &5 proBNP [RIHLAA 1) JR 2 S o AF47T proBNP
MEEEY, Tow A4, BB DLy 3 PR HE X R AR proBNP Bl s proBNP (1) 45 & 5

[0035]  “RpSFME4h 57 RKAR proBNP [IPLASEIXFERI BT <l 38 FF P BT UAS 1Y) proBNP
BT 5, ik HifA 5 MAB 10. 4. 63 IAHKM A r— {2 /b r = 0. 95 B 7o AR IR PR
it PR KR proBNP 45 G FE M 5 MAB 10. 4. 63 25 B RePEAHOCHE . A 220 20 MR R
% 25 N IMIERE S 12 E KR proBNP [ NT-proBNP-7KF->4 10ng/ml 2 150ng/ml [ i
o M Biacore®3000 R4 E 5 proBNP 454 . i 2 il 2 {55 H MAB 10. 4. 63 il 15K
KA proBNP (B2 8] AR DG, 3@ 2 1tk RV 3 A AT SR 25 VP4 o ik is FH MS—Excel 1)
Ay = ax+b BRI, KA RS v FIREA . L2 B0 T B R A HE 5, proBNP
HE MAB  10. 4. 63 T 5 A 2 A EAHFIFIRAR proBNP SEAF, For 4 e Bk 77v2:, A |
FH R R 1 45 G 15 BRI r = 0. 98 B o

[0036] W LLIAH,MAB 18. 4. 34 &5z i proBNP (R FLIA . A FAEMRE 745G KRR
proBNP BT (A an b BTk AR RIAE S R0 538 ) SRkt 5 MAB 18. 4. 34 B1 5 & proBNP [
FHOCTHEE H B 5 MAB 10. 4. 63 [RAHCHEAR . Lk MAB 18, 4. 34 5%5 R PE45 4 proBNP IR
SR proBNP YE 3 43 IBTR A EE R v = 0. 94 BUEEAR . L2 FLEZAR L r = 0.9 5%
B, B K3 r = 0. 8 B H K.

[0037] 4 bk & FH BT 3 7 v LU 5 T D 45 1 26 % & 1, 5 proBNP (1A I 77 ¥ 24 5 MAB
10. 4. 63 AHLLEE N, SR AF B2 2-20 %, 72 R ZEUE I T4 2-5 55 & proBNP fH. BT
IR E BIAH R ME AR, 78 DL BT R LU R Ry S M 456 R AR proBNP RGBT A4 1) 4% 28 A1 /)
T 150 BANERIFEAT 0.4 8 1.5 Z 0.

[0038]  fLIEFTIANE FME 45 & R AEAE S5 Aok A f by 107L/mol i o X6 R AR proBNP 2K it ,
Ry S I S A R SERE SEARIE R 10°L/mol, 8 HE 2 Hfikh 10°L/mol .

[0039]  4n b FTfdRE T, MAB 10. 4. 63 ff— N AEH B B AL LR IE 20X — F 5K % PRI
A ORI RAE S TP T AL 2 1R 5, proBNP [40 5% FZ 50 % 2 [ AT A5 3 4% o

[0040] ¢S5 PE45 G RAR proBNP FRIHTAAR I R 20 56 2 F v [ MAB1O. 4. 63 Jr /™= A= ¥ 5 b

6
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B, 7EE MAB 10. 4. 63 %58 T DSMZ., MAB 10. 4. 63 454 5 MAB 16. 1. 39 =4 FAH[FE] )
RAT o SR, KA MAB1O. 4. 63 X RKER proBNP (155 R 8 &y, ATk B 20k 2 i PR 1E ks =
ML RIR proBNP () (HEUlE ) PLiARI IR L,

[0041]  $2 M8 St N Pk ) 0732, ©4er 48 MAB 10. 4. 63, B A XN T 58 2 8
(%) proBNP J5 51 (KA Bk, 2% H MAB 10. 4. 63 B H S B FT IR BIH proBNP F & A7
HEAT T %08 RIEFAER . Z07E 2 A3 F#7 A PepScan 43 #7 o

[0042] i1l 52, DG L T L7 proBNP ] 8 MNMIELLE IR 69 NG Uk, Tl & ik
A9 8 N- i U288 RIS 2 AR 2R o BN IXAE IR IRET A N- 3 28 C— S In {228 1 M2
FEMR o PRI, K LA 2 JE IR 1-8, IR 2 A0 B 2 R 2-9, LUK 2R, Ik 69 f, 5 2 S5 1R 69-76 .
[0043] &KL, MAB 10. 4. 63 5k 35 ( Z M 35-42) % 38 (‘A LM 38-45) HHE R
N, BT IR AL [/ AT proBNP 1) 38-42 {7 28 SR . 5Tk 37 (#5718 proBNP {12 241K 37-44) K]
SO Bt R, T HERT MAB 10. 4. 63 5L EH proBNP Z &L 38 2 43 8 44 4l ik
(R R A R

[0044]  IEUIHEIARN GH TR, RALAFE S SHRE T =985 —FUEim. S5 W
TR FT S5 AR, MAB 10, 4. 63 FIHLARIR proBNP [ H BBt AR 7EIX — J7 [ HA e ik
(RIS, FF HAN 5 JURFE S AEFER R 248 proBNP 731 KA RN . R4 R & i PepScan
JEAS K AT g BT = 20 45 R sl — 464, BT LA E MAB 10, 4. 63 T 1R 1] 1) 28 47 I 3% 42 R A5 1
(17, BRI A AR TR “RAR” 2 1

[0045] 473 S0 5 A0 LG B e PRAE (0 A IS )+ BT A5 19 A Bk proBNP (1-76) Fi
proBNP B, 2 FHIRAR proBNP HUAR I & FIA I 5 proBNP (13 2 76 & M5 S R H &
EMEZESR A G R proBNP (1-76) , W LAY 2 U Sl 75 vE - ARiidl o A8 F X PRI 52
Mg BCHE LA R BCE AN FERARFE S (B A5 ) 55 B proBNP, 7RI P Al s
Bt B 7K P AR TR o AR 1T, A AT EF (02, A7E I PR AR s il s R AR i (A Iy )
WL I proBNP B, RIL T WEME R

[0046] 43 7 A¥ F 5 &5 proBNP J N [T (51 4 B wd [ B 78 MAB 17. 3. 1.18. 4. 34 8%
18. 29. 23) SRIFATINE , B R BEAST I H 1ALV ¥ TP A7AE (R ITH proBNP 73+, BILUE proBNP. 4H
Lez &, Z T 5 KR proBNP M IFLIR (11 MAB 10. 4. 63) UK EZ 5 proBNP i — /s
oy

[0047] AU B AT LAUERH, J& proBNP [JFRAR proBNP EAFLE IR IK b 2 7R H 5 24403 7t BNP
TP AE DM o 28R, 7E DI 5E BNP 1), L2882 T X T HUORE A A B2 A SR EHERf BNP (5L iy
AVEREFI . AT IRAR proBNP I E KU, o e 5 Al 2 IR BUAE i b 2 IR I A 4 A3
=YiR

[0048]  FH AN B N7 1) I A1 08 #05 AE MR B, 7EAC R B 28 5] (1) H 5 MAB 10. 4. 63
SPGB RN A IEPURIR proBNP HUAR EER AL, TR, B MAB 10. 4. 63 AT iR A1
ZRAR proBNP AL W] AT KA BH 7] 2L iR A B G921 73 ik B s 2 &
U TAZRAL, 743 MAB  10. 4. 63 FERAKFRE L8564 838 e A2 A TR i sk 241
proBNP, #5445 FTdd &1 1) “ AERAR” proBNP FRAT 1] proBNP {NAE & proBNP Jil & Hhm] B B4
SES]S

[0040] Kl A H: Py 7 (1) v B2 BEIW I, BT DA B2 ma [ P A 2 A R 2R proBNP ik T H o
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b, FE— AU R S 77 S8, AR BHD TR S 1 &5 5 R AR proBNP I 8 5g BB A

[0050]  IEUIHE AN GO S BRAA R, W DUR I & Boa BB, I Bk LL i MAB 10. 4. 63
K ULTEL PepScan JIK 35-38 [ e BiE Bl RILHH/NZE 7o HURIR proBNP 15 58 BE B i4
LB HE R, proBNP (1) — N PR B0 25 A & B R0ORS 4ft, L 5 5 proBNP B (A AT
Arf3F Bk MAB 10. 4. 63 FT4E AR AR proBNP W EEHIAH G R r— (2D + = 0. 95 805
Fo PTIRFHKMEE M Biacore ® RAMEATIN @ H Ul EIR AT G0k 25 0P . EL 2 AL iy
B g FE DTS IN H S proBNP HE MAB 10. 4. 63 T 25 & A EAHFRIR R AR proBNP I
T, Horp g I8 B3R 07 idk, WP A AR B B R A G + = 0. 98 B .

[0051]  7E— AR 1L R St 7y 28 v, A BH b S —Fbifil o8& B S B B AR 1) 7532, Pk U7 s
BLHE T IR IR ] proBNP Fu s Gl (1 4R NS, ik Bl KR S B4R 3, TS 3
FEAEHUARIN B 41, F X £ B 40 i 55 A 355 9 B A A PR A, AR 05 XS FR A0 I SR AT (1) 24 A8 98 B
PR BIPURRT R AR proBNP [ S M P BEAT R 600 DI AN 3% HE XA (1) B e B BT AR O FH T H e
T5E AEBTE KB FES P ATIA g LIRS MAB10. 4. 63 IAHEHE A r— {522/ 0. 95, 40
PTIRRE FTR AR AT VR o D0 A G proBNP BUE B A% AE e AR ) proBNP B H
2 /DAL proBNP SR 41-44 (1) proBNP & BURERIL i B, AT 9%

[0052]  HIAE, % MAB 10. 4. 63 RT3 20, 244Kt ] DL % . a0 R4 e vl T4 S A
TR proBNP (£ ol k. BN, HAT 2RI, 1T L4  Aidb B R SR proBNP (£ 74
PR (PAB) 3 HA% M H 5 MAB 10. 4. 63 FAHICHEBEA T RAL .

[0053]  IEUIHEAR N GO S BRAR R, A 25 Bl 7 27 A2 456 K2R proBNP [ PAB. 4R, i 4n ]
LLAE AN 5] PR R 30 (1) G 92 S AR S 2 H AT FH — ol 22 Pl A IR AR g B S W B 571 o

[0054]  HTLR AR proBNP (1) 2 5a & B ik KB SURT I H 5 proBNP [ — A7 B it A i 25 A
RIAORE o, o 5 5 proBNP B FTALE (1K 91 H o MAB  10. 4. 63 BT 455 KRR proBNP W
RERIAHDCHE N r— HZ D r = 0. 95 B & T AH G 2 M Biacore ® R AT I 52 I
FITREAT G E VR . SRR SEARIE PR 22 5 B B R A A I HE R proBNP H Ok MAB
10. 4. 63 P45 & I FEA AR (KRR proBNP NV #F, Horpf e 3k 7 vds, St kA b AH =) 0 R
(&5 EAF RIS + = 0. 98 B /o

[0055]  SEEXATIAHIRAR proBNP (1) PAB [ —Fp 75 ik i, B4 =4k & B 4216 proBNP
AT S92, 30 1k SR alifb R 4k B SRR A3 R AR proBNP [FRr S PR, i b Bk i o i o
FERORT U 3R A 1 2 Sa B BUAR AT VPA

[0056] [, 78— MLk (1) Sl 77 S b, AR b B A 2 v B B B 7, BTk U
ALFE IR IR ] proBNP Fu i A3 (1 AE NS, A3 2 2 s A, SR 5 AT i an itk 3R
13 BIBUANT K AR proBNP (1) 5 N PEREAT AT 40 DL (3% IR A (1) 2 SR B vk OF R 4%
proBNP Rl iE AEAIE R E R, A 2 s EBUR S MAB 10. 4. 63 IIAHK A r— {8
2/1>0. 95, W1 E PR Tl AH S HEGEAT VY

[0057] X FATA S PE 45 A K AR proBNP £ v BTk ( AR RS A 732 ) ki, %t
MAB 18. 4. 34 [ AH ST, BIXT S proBNP (1 AHSCPE B AR T 5XF MAB 10. 4. 63 AH K.
N2 s DU &P B A A FIREE RS A b, UL MAB 18, 4. 34 X TR R4S & R
proBNP [FJRAR proBNP VI 4 1 2 se b HLAR ARG + = 0. 94 B K . ER RS
0.9 BUFAR . JLikRr 7 Pk 45 AR AR proBNP 1% v PR HI 545 MAB 10. 4. 63 FIAHSSME N
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r=0.98 S5 &, M5 MAB 18. 4. 34 FIAHMEN r = 0. 94 BRSEAR, 8 5 MAB 18. 4. 34 K]
AR MR LR r = 0.9 LK.

[0058]  DLIEAE FH A A proBNP BRAE A% 1 = b = A5 1) proBNP B3 H 22 /A7 proBNP 2
KPR 41-44 () proBNP & U IRER I B SRBE-AT S22, ASRAFHIRAR proBNP £ se STk,
[0059]  {EFRATTAISE R IR A, O AL AN [R] R I 0o 0 5 v T il 4 o B AR S N L T R &
AN A ) F 35 2710 I FH TR proBNP. 3K E8AN [A] 1 o 2z 27 1R KT 20 5 36 B, R 22 5500 5 V2%
BARHFER L proBNP BEAT I E

[0060] L& B, AR 7T Ak proBNP I g VR B HI XS BNP F BRAH S, 5.0 ) 3598
WGBS WTHER PE R DIAH DS, 2 400 Mair, J. 20 F 3.

[0061]  #RTfT, LUAD FEAF IS )X 73 NYHA O 2l T 20885 A NYHA TT 20,111 el 1V 2058
B Nk proBNP BRI g A Ui, BAE ST T AR IR proBNP B E VL. X 3B
) 3% by SE A R AU E) Tl PR 5 01

[0062] PRI, 7E —AMLIE S 7 S b, AR B B — Bk ¢ MER I R AR proBNP 1) 77
2% I T3 G N IR IR AR SVE TR RGBT R AR proBNP Hit K — KR proBNP 454 i 411
5 AEMSBEE CLANE A proBNP IR il B e 5 M 456 AR proBNP HIHTAR SR, SR 5 A i T
I E Ao AT TR S MER IR AR proBNP (¥ 52 F SR X 5 NYHA 0 Z0F1 T 25 5 NYHA
IT 2% 111 2sk 1V 2%,

[0063]  “HIRAR proBNP Fifk — KIR proBNP 54" R K “Pifk - RIR proBNP H &
0.

[0064]  ARIE“HUAK” 45 B e DAL sulE DU ik & DR B IR DT A sl m] 8 i 2R
TRRFHI I EPUR, URERN R BRI B aHiik B B F(ab” ), Fab’ B Fab Jy
Bto ATLME AT R AR proBNP HA G idir ek ) H B 45 650, SRR s i B Hab
IPRAUEAURE 72 1 5 6 R AR proBNP, RIZRLLT- MAB 10. 4. 63,

[0065]  IF W1 He AR N 53 Bt BEAR 1, 1 VF 2 5 A8 L Rr 5 P 45 & KR proBNP ) BT Kok
K I AR proBNP, JT 73X 48 77 VA AE AH 5% ZORE B B VR AN A 4 (2 DL T Ti jssen,
P., Practice and theory of enzymeimmunoassays 11(1990)Elsevier, Amsterdam Bk
Diamandis 2§ 3% . (1996) Immunoassays, Academic Press, Boston) »

[0066]  /EAKBAMIIE L, &8 Biacore ®FZE, 708 T H FHLIILE proBNP s K4k
proBNP (i ¥F Z AR & 5 FLA a8 73 4 R WA S /o

[0067]  FEImPRE FLZ Wb, 10 A0 H 25 T AN — B S B I e Vo AR AR IR — ML IE 5K
Jti 77, RAR proBNP [N 75 12 2 5 4 M Ho 5 v o

[0068]  FL %= S AU Pt A A FE SRl s o SR Py S Pz v, T B i Ag - B - Bk R
G WK e i

[0069] 7AW —AMILIE SEHE T G2, AR proBNP FRIARE S P A4S I 7 V2 2 SR B 3
EVE, o Al 28 — PR AR proBNP HTAHI S —HTS proBNP ik, JF H I Tk 5 — 31
proBNP Hi /A5 —HT R IR proBNP T4 W # B 7E A [F R AL_E 455 K IR proBNP, MM TE AL
(55— ) HURIA proBNP Hifk — KR proBNP- (55— ) Ji proBNP Hiik B G,

[0070]  EHIHIA N G2 BRAAR R, ] DS Rl BT proBNP HURTE NS — (43K ) Pilk,
M BTRIR proBNP HLAER (FRER I EFRIC ) 58 —Hidk, LA R AR proBNP L

9
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ek

[0071]  ARIEME RAR proBNP (1] ATk Sy A8 TP IR

[0072] &) WEHES S HEHIE T 45 & B AH I SE F 1 25— R AR proBNP- KE S MEHUAEATIR &
BE S DAL A BRI S —RIR proBNP- fr R MEHUA TR G,

[0073]  b) {ETEHAE —Hiihk - KRR proBNP- 28 —HiKEZ AW AT T, B ZE S P
proBNP [ 55 “HUAIR A, FTIR S —PiiR 4 & 2IRAR proBNP KA BRIMURAL b, R RALLTF
TEF KA proBNP FILE proBNP b3 H A bR,

[0074] o) {FFTIE IR AW & I A

[0075]  d) A4 [ AH MBAH T 20 25 H K

[0076] &) Fil—AHERP A KIFRIE o

[0077] 75 & IE T, FHHE B AR proBNP 1 A ARUE Sk AT FRE I 2 , I ELAERE &
D2 2 G 3EAT 508 £) 5 BB bR vl o 1 mbr v h 2 55 0 W o £ o it 4R 30E AT L 2, AR
SR proBNP FRJAH MK .

[0078] X RAR proBNP HARE M ()4 —PidAn] LLE R S AH 4SS &, 80 @ i S Ik 45
HXF RGN L A o GPUAAL BN G 2 A0 077500 i AW B 5 X S5 [ AH e gt . 48
HRBMR S SN RGINE: EATH, 5 —PiAE PRI proBNP HLAAFIRE 5454
X RGN —FAR RO S o 5 T2 B0 R G e Fa i L e Ry S 1 &5 A O A A
o PG IR TR g A sl B TR R R a6 RIEMA G hilE s
MPLAEY R E O BEEIUEW R E A SPUED R PURFIPEHUR PO Fe i BEFIHL
% Fe FrBpiiR sk FREREHE R . NI RRPUEDN R T AN G 8 Y R b5
PUEMREAMASFAER R LS RS,

[0079] Ry RPELE G0 RIS B AR e AE b LR RS TR R B A st
W EE . DI EER N R ORI ARAE 775, B R 2 A XN R AN A A 45 5 2
AL o LRI, IEM 55 DLW PR 45 A 802 A id 1

[0080]  FH 3R K £ 45 s 23 AL S A i) e 4D ) AR A sl B i e A A IE 0 F L R R
GEA T RGNS AR AT A . A IE AR A PR R R RS R, 491 4 LR SR
SR o 1 AR AN B 3R Bk .t n] ot FH AR B AL 4T 4 2508 g A R SO0 4 A o |
FIT I8 ()R S P 5 5 2R 40 10 B TP A B0 (O R o 14 5 I T2 S Y. LT BRI S 2 R &)
S84 B AH b5, T DI ok ) sk 9 S 0 B a0 R R ORS8RI
I3 B X BTk o AR, TR UE v, RN 5 B AR 25 G BAR 104 (BRI B 78 VRAH BR
P EIARIC) )

[0081] 5 &% proBNP 45 & 158 —HiAR 26 RAR proBNP RALRR AN IZRAL, Tk RALAELE T
AR proBNP FILEL proBNP o X PHFFHTARIR AT BEIR] I 45 4 KR proBNP 43+ L RIX P Ff
AL, R LET TS O R WA BT e 254

[0082] %% B IKIAIFSY A 5 th % 2 Y proBNP b 3R AT, Tk A7 365 384 T ik Je .0l
o

[0083] 44T KRB TTEDUIA. AT LUfE, HFAETE L proBNP I %52 W T H £ AL HL
[FIFEIE A T 52 S AL P ) proBNP.

[0084]  FEA I3l HE LR 13-16.27-31 F1 64-67 2353 B4k MAB17. 3. 1.18. 4. 34
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F118.29. 23 BT iR I8 = AR AL, B RAFAE T 48 K £ 40 (N- 4t ) proBNP 4r T b, B2 &2
proBNP [ AT . IXLEZLATI £ T 2003 4E 7 H 5 HARI T DSMZ o HIX BB 34898 7 A FIHLARAR
KT IE S proBNP (AR T B, BBl A 155 40 M e vE B S5 AH BB 5 &S proBNP
SR PAB A FH e 0o s HR N, BT DL 55 M i S5 proBNP,

[0085] R4k ¥ FEl B Ak A FH & RUFE P BB AR ) TR 9 A I8 T 4% 20 1R 3 o, A R
B AR 3% 19 2% A2 98 40 e 22 MAB<NT-proBNP>16. 1. 39 ( = MAK<NT—proBNP>16. 1. 39 = MAB
16. 1. 39) « MAB<NT—proBNP>17. 3. 1. MAB<NT—-proBNP>10. 4. 63, MAB<NT—proBNP>18. 4. 34
I MAB<NT-proBNP>18. 29. 23 { jik T £ & & T A= 9 & J& ' 0> (Deutsche Sammlung von
Mikroorganismen undZellkulturen GmbH(DSMZ), 5[ ) .

[0086]
IR PR S Dk H
MAK<NT—proBNP>16. 1. 39 DSM ACC 2590 07.05. 2003
MAK<NT-proBNP>17. 3. 1 DSM ACC 2591 07.05. 2003
MAK<NT-proBNP>18. 4. 34 DSM ACC 2592 07.05. 2003
MAK<NT-proBNP>18. 29. 23 DSM ACC 2593 07.05. 2003
MAK<NT-proBNP>10. 4. 63 DSM ACC 2654 06. 05. 2004

[0087] M PR 4 B R IRAF I B4R AR % B AN IE S0t 7 56 o

[0088]  ZEAG IR AR proBNP B, {16 75 & Lol 52 A, A48 FH b B il i BT &S proBNP A2
v BT BLACRE Fr MR 455 AR proBNP IHTAR . XA, BTl S 0ok A 311 72 SO L proBNP
(1) R AR proBNP MV #f IRy S PR R I 45 R o 72 FH T I0 58 K2R proBNP [0k, LIk Hi o
proBNP [RHL AR IEA b4 B 45 A LT 13-16.27-31 Fl 64-67 [RIHTK . 1% L83 461 11 43 1)
B MAB 17.3.1.18. 4. 34 1 18. 29. 23 AT, skl 4s &= F MR 27-31 fIPuik, #lan
MAB 18. 4. 34, HI Tl 72 KAR proBNP [y .

[0089]  Hi AR N i LI BT AE ) AR ST FHAE R AR proBNP A4 SRE St PRSI 7 5 I A
fho ARIEH TARSME I ARE S 2 PRV, 19 T A L X075 1002 D R e 28 o R S0 3 A T
TH BUM K

[0090] [ T 4 b P o 1) P VO S IR R0 6 B VB RN 2 A AR AT A A & TS I i
BUE IE B U I BT R UE T 0322 o 3 2600y sl A5 1438 1 EP-A-0 186 799 [¥]
TR 2K B A A it 2 A B T8 1 73 8 4 6 A0 — N304k F

[0091]  7E—AMRIE I SEHE 77 229, AR W B— Rz 0 ) 32 s 1K 77 1%, Brid 77 1546
R AR proBNP H-1ffi 5E AR proBNP /K- 5.0 )1 s A7 A6 Z AN IAH DGt o IR AR N
SYBRMRIVY, AR proBNP ZK-F-tH m] FH T 0 ) 3 om A7 A B H ™ SRR

[0092]  tHALIELE L )3 8 35 IRt U7 DL AR VAT I 428 TP A FH R AR proBNP [ A W bR o
[0003] ) — AR IE IR St 7 S0 B — Pl s RAR proBNP IR &, Bk 177 &t Fh oy
SIS ARAR proBNP BT AR AR proBNP (14 Wik .

[0094] "R IEEAESE R 23 SOk AR A, DL BhER g AR BRI BT B AR R A
HRgh IR S TR YE ] o AATTENTE , 7E AN 2 A% BH IR AR 145 D0 T, o] AR BT B HH 1) 7 8
HATIE

11
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R 1 152 AR

[0095] & 1 :MAB 10. 4. 63 [R5 {7 %58

[0096]  IEILATH 69 M ASFEK1F B proBNP (1-76) JFA A=Y 54k 8 ZEAKAK, 747 T MAB
10. 4. 63 BN PEREDL, BEABRES IR BT 88 L AL PR, I 78 55 T proBNP (1-76) 40T
Fo 25 HITEDOGAE, BRALA mE. WELRINT K 37 F 38 My i WV

[0097] K] 2 :Biacore 73 HH i FH IR #% B

[0098]  FHiZIE 25 Hi K] Biacore ®3000 7 AT A (IR AE 77 3K, ¥R T ASRIIHL proBNP Hif4
ST RAR proBNP [R1E 5k

[0099]  [¥] 3-8 :MAB 10. 4. 63 5 A Al 5 v BT proBNP HLAARHI 2 v ST proBNP UM IAH G
[0100]  FEJE.LodllzE 7, A A Biacore 3000 43 #74X, 7387 T proBNP ¥ EEZ) 4 10mg/m1 FH LA
b CIEAE A MAB 10, 4. 63 ZEAT I 5E FFAEH & 8 proBNP AE AR EY) ) 1) 20 g3 AN ifLig . H
MAB 10. 4. 63 Prillf#3 FIUEAE X Bl Fgg i o BTl 77 v B e A8 A B9 o4 B i 43 (R AH RV 254
ZEY #h 45 H . MAB 10. 4. 63 5 MAB 16. 1. 39 .MAB 18. 4. 34 MAB 18. 29. 23.PAB 30-38.PAB
44-51 1 PAB 41-46 [RIAHYE 73 ] W] 3.4.5.6.7 F1 8.

[0101]  SCjEf| 1

[0102]  FE4L N- i proBNP (1-76) [¥1H4 771k

[0103] 1. FEZH N— i proBNP [{] 55

[0104]  IE L EEEEIA A il £ N- Ui proBNP ( 2R MRT 41 1-76) IR TTIRITH). R T ilixdk
RIFE R AT B (E. coli) H3RfF m L3Rk, 40 DNA J7 4038 T oK i vt vh e i A A 1) 25
o HT RIS RERNEZTRTWT -

[0105]  Pro5 ‘(SEQ ID NO:1) :

[0106] 5 ‘CCGGATCCCACCCGCTG3 ¢

[0107]  Prolhum(SEQ ID NO :2) :

[0108] 5 ‘CGGGATCCCACCCGCTGGGTTCCCCGGGTTCCGCTTCCGACCTGGAAAC

[0109]  CTCCGGTCTGCAGGAACAGCGTAACCACCTS

[0110]  Pro2hum(SEQ ID NO :3) :

[0111] 5 “CGGTTCCAGGGAGGTCTGTTCAACCTGCAGTTCGGACAGTTTACCCTGCA

[0112]  GGTGGTTACGCTGTTCCTGC3 ¢

[0113]  Pro3hum(SEQ ID NO :4) :

[0114] 5 ‘CAGACCTCCCTGGAACCGCTGCAGGAATCCCCGCGTCCGACCGGTGTTT

[0115]  GGAAATCCCGTGAAGTTGCTAC 3 °

[0116]  Pro4hum(SEQ ID NO :5) :

[0117] 5 ‘CCCAAGCTTAACGCGGAGCACGCAGGGTGTACAGAACCATTTTACGGTG

[0118]  ACCACGGATACCTTCGGTAGCAACTTCACGGGATTTCCS

[0119]  Pro3 “(SEQ ID NO :6) :

[0120] 5 ‘CCCAAGCTTAACGCGGAGC3 *

[0121]  fif X 2L |4, i@ i PCR (A MgsE X RN ) » AT SE R i) 2% o 9 18 i 2 R v
B A& K ZR AR AN 2R AR pUCLO FP, SR 5 I 37 o X T8 215304 pQES Fp v [ 1 L IR ke 43, 18 i
FRAITI AL 2 Bam Hi Al Hind TTT, ¥4 AR FEER B4k pUCLY BN T >k, 2R )5 LAV R

12




CON 101967190 A WO P 11/16 T

HAN-um 2 18 - bric 8 B 0 07 R 21800k pQES I, 2R 5 4 40 K I B M15 [pREP4]
[0122] 2. N- i proBNP 7E KIAT B b [ 8 ik

[0123] 4 TAERMAT B P RIS AR I A, A KA 3 v 6 1 i 85 R 14E Luria V%
(ZH 1000 g/ml W FFHFEHRM00 g/ml RIBE ) ALY 1/60 JFAE 00550 A 1 B H
IPTG ( S SR EFLME T s InM 29K ) B3 BR)5, W T 3T°C RIS 4 /P, A
S L TR O, B Al T OB AE H0mM B PRAM S iy (pH 8. 0) 5300mM NaCl A7, i it i
PG B BT VR 0, VSR EFE R NI-NTA (IR EZE = L8 ) . FH 50mM 12
gz (pH 8.0) 5300mM NaCl ;20mM DR MEAT HE 5, A 50mM @R B 22 #H % (pH 8. 0) ;
300mM NaCl ;300mM B M it 20 220 B8 — K110 ) N- 3 proBNP. S EEBEIE A4, X 50mMTris pH
8.0 HATEMNT. A T4y B4, WIENT R _EAER) Q- IR A . 4L N- % proBNP Jit
I8 MALDI-TOF AT E « KIIZHI&Y) (=F 4 proBNP) 41 proBNP 1-76 Hl proBNP
1-66, Ja & IR n] BeARR FEAA ™ -

[0124]  =SZjfs] 2

[0125]  NTproBNP (1-76) i fI& ik

[0126]1 i FAEAL B AH K& Al 7 & (Merrifield (1962)Fed. Proc. Fed. Amer. Soc Exp.
Biol. 21,412), ¢ ABI 433 k& sl I, & 5 NTproBNP (1-76) [k H% (swissprot : # & 5
P16860 s Z IR 27 2L 134) » 1M 5 2, EMKLE Rink-Linker &4 [f) 258 K £ 4 [ AH
b B ERES S 8 Gk B IR A, Tl 2 5 R A AR A I R BE AN FR e
Fmoc— 35 [ Fl 7k A [ BE AN B 52 1 tBu—BOC— OtBu—. Trt— 8% Pmc— JE A {547, 3% B gl T~ 4 o
REo A T RS 2 A B, 10 £ R 2 B Al S A IE SR 2 BRACHE o HhAh, 4 TR A1
Befidt, L C ol il {4/ Rink 1inkage MMERZAL. 25005, MEIAE EHCTF 58 R4 K, @t
H =3 O 5 A 1 B B 15 B ) VR A AT AL 38, B TBUK A DR3P 28, A Jim 8 1 il 45 22
JAH HPLC 24k 73 il ik o 3 4% 125 wmol ALK& hi 73 45 2 16. Omg 17. 1mg 1 18. Omg
RP-HPLC gz (T4 )« H B4 FH MALDT Buitéfn EST FiiiE B [8439. 4],

[0127]  sLjafy] 3

[0128]  HT proBNP BRHTIRAR proBNP (1) 5 L FEHUAR S H 1 il 24 A it

[0129] 1. FRHEUHL N- ¥ proBNP |1 5L v B ik

[0130]  H] 100 1 g N— 3 proBNP Hi J5t BL & 58 4% 9 [ 1), IR P 522 Balb/c /Bl (8-12 J
W) o 3 AT F B ALK LA SR I DR i i) 4 1K) proBNP (1-76) /R A f e /I iR . 6 Ji
Jo s FREAT 3 A, JLRIRG 4 J o S Ja— kS fa 1 RERAL, I R sh A L BT
IR o MNP BN /) BRI A SREX B Ak E2 40 i, b5 7K KPR B W9 40 i R i o 4 IRAR
B4 Kohler fiiMillstein (Nature 256,1975, 45 495-497 W) W7 VESHTREIG « FHH
T V2480 G ok T B R 40 Ay 3 A s TR L A FRFARE 7, T I BH PR AT R (1 AR B R
[0131] 5 T /=418 7K, 45 Balb/c /N BRI PY i B 5x10° AN Z4As B 4i i, Brid /) iRz mr i
Z8H 0.5ml Pristan AbHE 1-2 7K. 2-3 i J5, W] W/ SRUET BB K o AT 42275 B 7 18 A
Iy E P,

[0132] 2. 4 BIHL proBNP jik & F¥ proBNP A1 A I 1% 1 #] proBNP f 8 7 B i 44 (i it i 1k
[0133] i 17 %5 S 24 AT IR Al i 355 7 _E 5 MR BT proBNP FUAR A7 7R, 12 B = IR I e I e Ty
G2 W P w7
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[0134] &) XI4&rk N- 3 proBNP [ s Mk

[0135] 7F = WL &, 76§t #F I ff 5 & % 2 & (Nunc, Maxisorb) 5 2.5u g/ml & %
NT-proBNP (VENHLIR ) 76 100 w1/ FLAFEGE Tl (AL 22, 7= H 35 0726 559, Scil
Diagnostics, GmbH) " &G 1 /Mo fif 20 f5 AR TR AE PBS 2Pyl ( BIRZE i $h ¥ ¥, Oxid,
Code-BR 14a) Fl11% Byco CHZEAT 30 73Bh. Bl f5 , FHUEER 2 (0. IM SAL BNV, 0. 05%
IR 20) BEATVRGS . fEZIE T, EBEREMT 100 0 1/ FLEUARE ST 1 /M. PRSI
PRV 2 K. RIS, AR F 5 100mU/m1 . 100 » 1/ FLEIIFHL & PABM-Fey> (L
F —Fab' ), HEMMEESEY (Chemicon, ;™= 5 H 35 AQL27P) JFE 1 /M. FHYERSZ
MBFRHRPEES T » FHE BU7 000 e ok S AL 0 mes ot (40 an A ABTS ®, =538 30 4380, F ELISA
AR A% 2 405nm I G 2240, B 470 mU) o

[0136]  b) i FH-& HUKREAT SR AL R AR BEER AL 73 8 F

[0137] & T HFATRAL AT, W far B B2 L AR W) 2% B VKA Vi 8 AR 5 oK B proBNP 741
(1-76) Wik - EVMREEY—RIFE . N 69 1> 8 BAERMCKIAHI 53 proBNP 741, frik
69 > 8 ZEARIICHE I AN FF A I AR L A2 BERR MR, B4 4 1-8,2-9, 3-10, 4-11++-++
66-73,67-74,68-75 F1 69-76. 2K T 5 SN AW FEALF 41, 73 AL & 1-10.8-18.
1-21.16-30.30-38.32-43.39-50.47-57.50-63.62-70 1 64-76 {7 [ IERE « 4K &AM
JE BT PBS PR (IR G2 P Eh VAR, Oxid, Code-BR 14a) F10.5% Byco C H % 250ng/
mlo A T BT IR, KRR AT 100 1 1 2 BLgh i i e R A R 4L, AR G E SR Tl
MFE L /NI SR, SRS ZE R (0. OM SUALAMVE TR, 0. 05 % Il 20) BEATBEVR. W1 |- a)
JIT IR AT BRSSO B AR SR o R AT 28 NT-proBNP JIKA S S, i A AT DA
2t B e BE DU B v BEDUAR BT UM I R AL A B

[0138]  PepScan [J—ANSEFIUIHE 1 FT7R . BHAXACHRE 10. 4. 63 73 WA (1) 5 s FE TR 5 K 36-38
(RSN B R B o 3T Y. T 427 FH proBNP 201K 38-43 (SEQ ID NO :11) ZHRERAL. BIK
TR AE ML S 2 5 1k 37 F1 38 [WysR sk B B R VA, TT LUK L R A AR S 2R 1R 3842,
[0139]  ¢) HERFEFET proBNP [ M

[0140]  FEZVE T, FEDEFERD S e (Nunc, Maxisorb) #fLA 100w 1/ fL#&% 510 g/
ml PAB< A proBNP>S—TgG (IS, (1-21) BY (30-38) S—1gG [IfaEmik (k2 m, 7=
H3%'5 0726 559,Scil Diagnostics,GmbH) fgk | /M. fai#k oG AL BEAE PBS 220y (R
e W, Oxid, Code-BR14a) I 1% Byco C AT 30 438h. ARJE, FHBEERZZME (0. 9M
FUALHAHET I 0. 0596 ML 20) FEATVEVR. (R T, fEHEHEIT 5 1000 1/ £LAT PBS Z2 b
M RE 2 M B RARPUR —RIFE . PRI G, AR =R T, fEBFE 5 1001 1/ 4L
HACIE FIBHIEE 1/ o ARJE VRIS TR 2 G IR, e BRE 5 100mU/ml |
100 1w 1/ FLIE IHAK PABM-Fey> L% -F (ab’ ) - iSRS 54 (Chemicon, i B
S5 AQL2TP) PRI E 1/ FHVESR G IR PR IR D gR a7 V200 e ik S A e v
(U ABTS®, Z3 30 4380, A ELTSA AR A EEL 405nm B3 GAE AR AL, S4724 mU)
[0141] {56 =4 16 N- Sy proBNP 8k 5 A IMLYE A 1) proBNP A5 BH M S5 A 1 24 A8 98 5 7%
WAT I — D Ab

[0142]  SLjiaf] 4

[0143]  Hi N- i proBNP [ £ vu FEHTUIA ) il 2%
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[0144] 1. ﬁ‘j’%

[0145]  FHEEZH N- %ii proBNP ( Z DWLSjlifs] 1) UL 584 9k IRAE I Sz 4. & 5 H 3
Y 0. Img. 7£ 10 ™ HW, 1% 4 KR ER R, H—xam 6 AR H—&, 3R
M, W58 SLRURAE TN o

[o146] 2. M#p=EifmiEalith % v hifk

[0147] M AHEEZH N- ¥ proBNP #2145 2 1 JRU46 75 146, A aerosil® (1. 5% ) AT
NEALTE, W25 G B sy AR JE I A BREC UIUE (M) 7 B ey 3K EE o WA DITE AT 15mM
KPO,, 50mM NaCl (pH 7.0) i%#7, 7 DEAE Siekl&te FibATEMT . FEVEl A, SREX 1gG W4y
( = PABNT-proBNP>S-1gG (DE)) »

lo148] 3. HI T4t 5 proBNP ELA 4 5 (0 £ v B BT AR (K S A2 T

[0149]  Xf THRe s PESS A 8 proBNP 2 silEdifk (= PAB<KNT-proBNP>S-1gG (IS, 1-21),
B PR PAB<1-21>) [IsER4ifk, {# ik HPLGSPGSASDLETSGLQEQR—C ( (1-21) 21-Cys, SEQ 1D
NO:7) o AEIEMEEA Img Bk (1-21) 21-Cys 15 2m] ThRWEIE V5 AL I EAH B5IR BEEERL 4B
(Amersham Biosciences, P= i H3x'5 17-0569-01) , 44 g fl3E .

[0150]  #FFHIEFE T 10ml SEFIEL R IEH 50mM KPO,. 150mM NaClpH 7.5 (PBS) HEAT P-4 .
2g PAB<NT-proBNP>S-1gG (DE) bHERIZAT T 417 H PBS F1 20mM KPO,.500mM NaCl.0. 1%
Triton X-100.0.5% 4 IHERE (pH 7.5) PEig. H ImmunoPure®Gentle Ag/Ab ¥EfigEr
W (Pierce, i H3x'T 21013) YELRE R4S G o0 FIEE B 16, JF HFR A PAB<1-21>, 3§
FFLH IV AR 7542 FF7E PBS/SaN, HRAT o

[o151] 2Rl 5 vk H T 7™ A2 X J2 proBNP H A ¢ ¢tk 19 25 1 4l 4k 1) 2 g B Bi 1k
PAB<NT-proBNP>S-1gG (IS, 30-38) , 8k faj Fk PAB<30-38>) (Karl, J. %%, WO 00/45176) ,
[0152] 4. H T I8 XRAR proBNP ELA R S M 2 ve e DA i S AL 2 M

[o153] 1@ & W /3 3% M JE M, 38 B BL R SR proBNP ) 2w BE B (=
PABKNT-proBNP>S-1gG (1S,41-46), 8{ fi] # PAB<41-46>). % M tw b Ar & #H [
(K 75 ¥, A8 B 3 A B o 9 K BI CEUEU-SLEPLQE ((37-43) 37—Cys, SEQ ID NO :8).
CEUEU-SPRPTGVW ( (44-51) 44-Cys, SEQ ID NO :9) F C-EPLQESPRPTG ( (39-50) 39—Cys, SEQ ID
NO :10) (EUEU ME— D REARAE N Ja BRI E 8k ), Rl #% 3 NSRS gL . B8, ¥
PAB<NT-proBNP>S—1gG (DE) FAEEIML ik (37-43) 37-Cys HISEMIIL 5T I, LR K FEHE &
NT-proBNP J¥41| 37-43 KT 2 wilEdifk. ARG, isr PRSI IK (44-51) 44-Cys 55—
SERNFL T, U 3R = 454 NT-proBNP 3741 44-51 (£ bk, b Bk, Yefid I i se
SiGMPA (=PAB44-51D) o d5tfa, 5 R FIAAL KA/ B & Ik (39-50) 39-Cys [1I4S
SORMEER B BT, Pel R R A A IR, FH CURIRRA PepScan Zr AT IR VA AT
TE, NS = SR EE LW BT RT R 81) 41-46 ( = PAB<41-46>) w47 B 45 50,
JITiR AR BB A 37-43 M 44-51 2 [A) K H AL AT

[0154]  SLjitaf] 5

[0155]  HT proBNP [¥] 5 5g [E B AR £ 5w FE B A Biacore 23 H7

[0156] A Biacore 3000 ZrH7riX, i3 1 <5 & 1L 4%, W2 HLR R NT-proBNP [ 5 73 [
FUAT 2 S HURIIRE 1t FITA 2R 55 & - LRI E # T 25°C L&A 9T 4 Vb 1%
A G I) Biacore 3000 HHAT . 1Z4T42 M4 HBS (10mM HEPES, 150mM NaCl, 3. 4mMEDTA
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F10.005% P20 ( = Polysorbat), pH 7.4)

[0157] 1. Fi4& PAB<NT—proBNP, 1-21>S—TgG flH E 4k

[0158] 3% FH 4B IBEAL. 2%, 1 F /R 3 NT—proBNP [l R T B AR B 2 4k (B IBEZ /T,
oL 20w 1/min IVEIETEST 10w 1 0. 1% SDS.50mMNaOH. 10mM HC1 A1 100mM &% i , T &b 34
FEIRER S o FH 0. IM NHS (N- SR 5 PR HIBEE % ) 7 0. IM EDC(3-(N, N- —HE - &%) N
BEN- ZEER W) KL LIRS 200 1/min BV, WEAL T A W R 5 408,
PR 30 1 g/ml T 10mM ZPRAH (pH 5. 0) HIBCARTE S RIFT A 4 RIS A bmin, 7
5 4350 IM Z B (pH 8. 0) , BT, 3257 5 30 #21 HBSwash (100mM HEPES pH 7. 4,
1. 5M NaCl, 3. 4mMEDTA, 0. 05 % P20 ( = Polysorbat) ,2% DMS0) . 100mM HC1 F1 2x100mM %%
R, LR L AEAN 25 A IR . BC A% E 2R 16. 000RU.

[0159] 2. A EAESL A NT-proBNP [#¥K & il 5

[0160] & T 7E Biacore 3000 HiEA4T LU T 775, A6 A B 2 B B R 7o A8 FH A FE 24 OnM,
2. 5nM.5nM+ 10nM. 20nM FT 40nM ) & i NT-proBNP (1-76) amid F¢) 20 % b IfLyF (I 1 5
HBS+1mg/ml ¥& FELAIFEMEAZ | ¢ 5 4R ) VRS EM . 0N R 576 SROBE S 0 ol 1375 e 3
AR AR S R AR R R4S o

[0161]  HA3 > 10ng/ml KAX NT-proBNP (1) S35 5 A & Img/ml 2 7 254 S B (1) HBS
1 5 Wk,

[0162]  BbrEW A B EZFESLLL 100 1/min FIRGEES RBITA 4 U@ P IE 10min, $
LA 100w 1/min LIS EET 30 #21 HBS vE5, LBR 22465 et 454 T sy« 14
& HA R R IR B, LA T HBS (19 500nM ¥R A\ LA 10 1 1/min FALEE S 3mine AEM 1
R PR 1, WIE 2 APk 2, DI . 23 BN E PUIAR R &5 A 80 (AT (RU) , 1R T
STHUARET 10 F2 iy B 5 RN — N HUARE HBS BT 10 R w2 [/ i 22 7

[0163] & T itFHE B E RN NT-proBNP IR &, 12 H BlAevaluation #8458 4. 1 iit. X
TRRBUA, FIFEAPL A2 H] A B NT-proBNP (1-76) amid FAZ IE IIER, HH5E 1 @ 5 BB
ABEFE NIRRT . WRE L. 5 13RI RGBS F NT-proBNP K FE

[0164] 3. FUAE: SR E
[0165] & T IsE PRS2 &5 A AN ILIE B RAR NT-proBNP I8 J2& &k NT-proBNP, ¥ F BT i 5%

HIGLAR IS NT-proBNP ¥R/ (y 4l ) X 225511k MAB 10. 4. 63 TS RIAHRFE IR (x
) AEE. J2H MS-Excel KRG y = axtb BEZPER] T # 4 IF TH AR SC R KL v FIRbR

[0166] 3K 1 : AN[FIHL proBNP HLAAIREE

[0167]
EANE Pl KA | &G proBNP HBZFER  proBNP
MAB 17.3. 1 RIEM 13-16 | +++ o
MAB 18. 4. 34 RAIEMR 27-31 F+ Tt

[0168]

MAB 18. 29. 23 ﬁ%@f‘i 62-76 +4+ 4t
MAB 10. 4. 63 RIEIR 38-44 - +
MAB 16. 1. 39 TR 38-43 ot n
PAB<1-21> R 121 g 0
PAB<44-51> FAIR 4451 +++ ++
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[ PAB<41-46> [ %0 4146 [+ [ + |
[0169]  +++ ZKINA i proBNP FLE F AL 5 H K proBNP #BEAE IR _HAR & a5
[0170]  +Z& /R 5 & i proBNP TS HIEAR LL, 5 888 FE F P ) proBNP ) S M JE 4 15% o

[0171]  R¥EER 1 IRBIR, 48 K24 proBNP KA H R LUAHIFT7 XAFAE T4 i proBNP Hl ik
TR A T proBNP b o SXFEISLA] 43 A2 MAB 17. 3.1, MAB 18. 4. 34, MAB 28.29. 13
FI PAB<1-21>,

[0172] SR, A —PRALE K FH A CUAHF 7 XAFTE TG 1 proBNP L #1 5 h &A1
proBNP . iZRATFEA I TR 41-44 41 IF HAE MAB 10. 4. 63 BLJ PAB<41-46> FTil
o 7R X L8 G 1), A e TR B8 A i TP AP AR S proBNP (1 — AN . 473 70 G
proBNP Il 52 V2B R AR proBNP I e 24 A0 i A5 44 P 1Y proBNP B, 7331 B B AN RN 45 3
b proBNP W AGZ P A R HE T RIR proBNP Ak MR AT .

[0173] MK 3-8 F B 2y Wiy 22, BT HLR IR proBNP Hif4, Bl MAB16. 1. 39 FIl PAB<41-46>
RN MAB  10. 4. 63 Y AE & & B AH K P, 1151 proBNP IIHLAK, B MAB  18. 4. 34, MAB
18. 29. 23 I PAB 30-38 I 5 MAB 10. 4. 63 [AHIMEARIE £ . AR JE, PAB<44-51> &
K A SR A, ANREAE AR MR 255 R AR proBNP LA, BRI E X MAB 10. 4. 63 K AH
FKMHALT r = 0. 95,

[0174]  SZjjEfe] 6

[0175]  KAR proBNP Fll i proBNP Il 2L 114 E [l IR LL 5
[0176]  FEIGIRIFFTH, 23 Al ek H T R4R proBNP FlE proBNP [0y il g, 737 T

T2 B8 HYHA TR ZEHT 246 BB ZIUFR S R T £ 2,

[0177] 2K 2 AT RIR proBNP HLEL proBNP [ HLAE M ) #r
[0178]
NYHA| n 246 FAR proBNP (L& A7 NYHA X/ NYHA O & proBNP  (pg/ml) NYHA X/ NYHA O
0 119 337 1.0 638 1.0
1 32 355 1.1 717 1.1
2 62 655 1.9 1072 1.7
3 30 2947 8.7 3609 5.6
4 3 12755 38 15902 25
[0179]  IlfwhR AR BB DX A S AT BT IR o /2 (HYHAO 28 A0 1 40) BLK

IEFE BRI (NYHA X = 2 EkFEE ) o AR 2 af L, AN O/1 B3 2 RN TE (=2, 1 i %
PEXG I, X FITE R 2 9.3 O 4 R UL, X FE RSN RAR proBNP K it L X &5 proBNP
FINEE . XU FRIR proBNP LU &L proBNP S i HA S AT (1) RARE / 45 5 1 DL K i
PRSI

[0180] =

[0181]  Buckley, M. G. %, Clin. Sci. 95 (1998) 235-239

[0182] Cleland, J.G. %%, Heart 75(1996)410-413

[0183] Diamandis 2844, (1996) Immunoassay, Academic Press, Boston
[0184] EP-A-0 186 799

[0185]  EP-A-0 542 255

[0186] Goetze, J.P. %%, Clin. Chem. 48 (2002) 1035-1042

[0187]  Hughes, D. %%, Clin. Sci. 96 (1999) 373-380
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[0188]  Hunt, P.J. %%, Peptides 18(1997)1475-1481

[0189]  Hunt, P. J. %%, Biochem. Biophys. Res. Com. 214 (1995) 1175-1183
[0190] Hunt, P.J. %%, Clinical Endocrinology 47 (1997)287-296

[o191] Kohler, 6. flMillstein, C. , Nature 256(1975)495-497
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ol

<{110>Roche Diagnostics GmbH
F. Hoffmann-La Roche AG

<120> RAR proBNP [k 75 vk
<130>21732W0

<150>EP 03010591.0
<{151>2003-05-12

<160>11
{170>PatentIn version 3.2

<210>1

<211>17

<212>DNA

<213> KFF# (Escherichia coli)

<400>1

ccggatccca ccegetg 17

<210>2

<211>79

<212>DNA

213> Kkt # (Escherichia coli)

<400>2
egggatccca cccgetgggt teceegggtt cegettecga cctggaaace teceggtetge 60

aggaacagcg taaccacct 79

<210>3

<211>70

<212>DNA

<213> KFF# (Escherichia coli)
<400>3

19
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cggttccagg gaggtctgtt caacctgecag ttcggacagt ttaccctgeca ggtggttacg 60
ctgttectge 70

<210>4

211>71

<212>DNA

213> KIFF# (Escherichia coli)

<400>4
cagacctcce tggaaccget gecaggaatcce ccgegtecga ceggtgtttg gaaatcecccegt 60
gaagttgecta c 71

<210>5

<211>87

<212>DNA

213> K # (Escherichia coli)

<400>5
cccaagctta acgeggageca cgcagggtgt aeagaaccat tttacggtga ccacggatac 60
cttcggtage aacttcacgg gatttce 87

<210>6

<211>19

<212>DNA

213> KFF# (Escherichia coli)

<400>6

cccaagctta acgecggage 19

<2107

<211>21

<212>PRT

213> & A\ (Homo sapiens)

<400>7

His Pro Leu Gly Ser Pro Gly Ser Ala Ser Asp Leu Glu Thr Ser Gly
1 5 10 15

Leu Gln Glu Gln Arg

20
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<210>8
<211>12
<212>PRT
213> NTJF4

<220>
<223> Z ik

<220>

<221> HAbF 1k
<222>(3).. (3)

<223>Xaa F7~ B - WK

<220>
<221> HARFRFAE
<222>(5).. (5)
<223>Xaa K7~ B - NZIR

<400>8

Cys Glu Xaa Glu Xaa Ser Leu Glu Pro Leu Gln Glu
1 5 10

<210>9
<211>13
<212>PRT
213> NTF4

<220>
<223> ZJiK

<220>
<221> HARFRFAE
<222>(3).. (3)
<223>Xaa 7~ B - NZIR

220>
221> HAbAFAE

21
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222> (5).. (5)
<223>Xaa K7~ B - NWRR

<400>9

Cys Glu Xaa Glu Xaa Ser Pro Arg Pro Thr Gly Val Trp
1 5 10

<210>10

211>11

<212>PRT

<213> & N (Homo sapiens)

<220>
<221> HAhFFAE
€222>(3).. (3)
<223>Xaa 7~ B - NI

<220>

<221> HAMFFAE
<222>(5).. (5)
<223>Xaa 7~ B - NZIK

<400>10
Cys Glu Xaa Glu Xaa Leu Glu Pro Leu Gln Glu
1 5 10

<210>11

<211>6

<212>PRT

213> K # (Escherichia coli)
<400>11

Leu Glu Pro Leu Gln Glu
1 5
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Mab<NTproBNP>M-10.4.63

(334000381 (M4-41)34Bi  (3542-35)Bi  (3643)36-Bi  (I-44)37-Bi  (36-45)36-Bi  (3046)38-BI  (40-47)40-8i
8 JRARBK

K1
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NT-proBNP ¢y R Z A2 /5, A 20 AEFH &, 8 M RE K, Biacore %5 fv
BIACORE 3000 4% #| .4+ % 4.1 p &k AT

DEFINE APROG Sandwich
PARAM %apo %anr %aco %bnr %bco %c1po %c1nr %cico %c2po %c2nr %c2co %c3po %c3nr %ce3co %cdpo
%cAnr %caco

KEYWORD anr %anr
KEYWORD aco %aco
KEYWORD bnr %bnr
KEYWORD bco %bco
KEYWORD ctnr %cinr
KEYWORD c1co %cico
KEYWORD c2nr %c2nr
KEYWORD c2co %c2ca
KEYWORD c3nr %c3nr
KEYWORD ¢3co %¢3co
KEYWORD c4nr %cAne
KEYWOROD c4co %cAco

CAPTION Sandwich: AG: %anr %aco mit %bnr %bco, AB; %cinr, %c2nr, %c3nr, %canr

FLOW 10
FLOWPATH 1,234

DIPNEEDLE r2e1
* QUICKINJECT %apo 100 Icalibrator/human serum
-0:10 RPOINT  -b BL_start

FLOW 100
* QUICKINJECT raf6 50 IHBS

FLOW 10

FLOWPATH 1
DIPNEEDLE r2e2
* QUICKINJECT %c1po 30  {AB1/5
-0:10 RPOINT -bAG

FLOWPATH 2
DIPNEEDLE r2e3
* QUICKINJECT %c2po 30  1AB2/6
-0:10 RPOINT  -b AB1

FLOWPATH 3
OIPNEEDLE 204
* QUICKINJECT %¢3po 30 1AB3/7
-0:10 RPOINT  -b AB2
FLOWPATH 4
DIPNEEDLE r2e5

* QUICKINJECT %cd4po 30  1AB4/8
-0:10 RPOINT  -b AB3

K] 2a
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FLOWPATH 1234
FLOW 100

* QUICKINJECT r2f7 50
-0:10 RPOINT -bAB4

FLOW 20

1HBS

* QUICKINJECT re10 5 !HBSwash

* QUICKINJECT r2f3 10 1100 mM HCI
* QUICKINJECT r2f4 10 1100 mM phosphoric acid
* QUICKINJECT r2f5 10 1100 mM phosphoric acid

EXTRACLEAN
3:30 RPOINT BL_end
END

DEFINE APROG Regen

{baseline after regen.cycle

CAPTION regeneration cycle

FLOW 20
FLOWPATH 1234
* QUICKINJECT r2e10 §
-0:10 RPOINT  -b BL_start
* QUICKINJECT r2f3 10
* QUICKINJECT r2f4 10
* QUICKINJECT r2f5 10
3:30 RPOINT BL_end

{HBSwash

1100 mM HCI

1100 mM phosphoric acid

1100 mM phosphoric acid
1baseline after regen.cycle

END

DEFINE LOOP AG

LPARAM %apo %anr  %aco %bnr  %bco

TIMES 1

! %apo %anr %aco %bnr  %bco
r2al NT-proBNP 40nM HoSer/CMD 20%/1mg/ml
r2a2 NT-proBNP 20nM HoSer/CMD 20%/1mg/mL
r2a3 NT-proBNP 10nM HoSer/CMD 20%/1mg/mL
r2a4 NT-proBNP 5nM  HoSer/CMD 20%/1mg/mL
r2a5 NT-proBNP 2.5nM HoSer/CMD 20%/1mg/mtL
r2a6 NT-proBNP OnM  HoSer/CMD 20%/1mg/mL

r2b1 HuSer1 1:5 HBS/CMD 1mg/mL
2b2 HuSer2 1.5 HBS/CMD 1mg/mL
r2b3 HuSer3 1:5  HBS/CMD 1mg/mlL
2b4 HuSer4 15 HBS/CMD 1mg/mL
r2b5 HuSers  1:6 HBS/CMD 1mg/mL
2b6 HuSer6 1.5 HBS/CMD 1mg/mL
1207 HuSer7 115 HBS/CMD 1mg/mL
r2b8 HuSer8 1:5 HBS/CMD 1mg/mL
r2b® HuSer9 15 HBS/CMD 1tmg/mL
r2b10 HuSer10 1:5 HBS/CMD 1mg/ml.
r2ct HuSer11 15 HBS/CMD  1mg/mL
r2c2 HuSeri2 1:5 HBS/CMD  1mg/mL
rc3 HuSeri3 1:5 HBS/CMD 1mg/mL
r2c4 HuSert4 1.5 HBS/CMD  1mg/ml.
r2c5 HuSer15 1.5 HBS/CMD  1mg/mL
K 2b
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f2c6 HuSer1i6 1.5 HBS/CMD 1mg/mL
r2c7 HuSert7 15 HBS/CMD  1mg/mL
2c8 HuSert8 1.5 HBS/CMD  tmg/mt
2c9 HuSeri9 15 HBS/CMD 1mg/mL
2c10 HuSer20 1:5 HBS/CMD  1mg/mL
END
DEFINE LOOP AB
LPARAM %cipo %cinr %cico %c2po %c2nr %c2co %c3po %canr %c3co %cdpo %cdnr %cAco
TIMES 1

rat AB1 500nM ria2 AB2 500nM r1a3 AB3 500nM rtad AB4 500nM

rb1 AB5 500nM rib2 AB6 500nM r1b3 AB7 500nM ribd AB8 500nM
END

MAIN
RACK  2Themmo_a
RACK 1 Thermo_c

detection 1,2,3,4

LOOP AB ORDER
APROG Regen
unclog
LOOP AG ORDER
APROG  Sandwich %apo %anr %aco %bnr %bco %C1po %cinr %cico %c2po %e2nr %c2co
%c3po %c3nr %c3co %cdpo %eAnr %cdco
ENDLOOP
ENDLOOP

APROG Regen
APPEND continue
END

K 2¢
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100,0
90,0
80,0
70,0
60,0
50,0
40,0
30,0
20,0

MAB<NT-proBNP,27-31>M-18.4.34

10,0 1

60 80 100 120

MAB<NT-proBNP,38-44>-10.4.63

14,0 160 180

K 4
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MAB<NTpro-BNP,64-76>M-18.29.23

00 20 40 60 80 100 120 140 160 18,0
MAB<NT pro-BNP,38-44>M-10.4.63
Kl 5
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PAB<NTpro-BNP,30-38>S

0,0 20 4,0 6,0 8,0 100 120 140 160 18,0
MAB<NTpro-BNP,38-44>M-10.4.63

K 6

30



9/10 7T

=
[~

i)

3

CN 101967190 A

S<1S-pP'dNg-0Id N

>

gvd

4,0 6,0 10,0 12,0 14,0 16,0 18,0
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14 1~y = 0.95x - 0.1}-—

10

PAB<NTpro-BNP,41-46>S
[~ -]

o “ ° ".“ A 1‘ “ . . . .‘ - s " ) r . ,"' : L. B i .. ) .'.'--II _:A;..,, - “ T
0 2 4 6 8 10 12 14 16 18
MAB<NTpro-BNP,38-44>M-10.4.63

Kl 8
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