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[0158] 42 Ji Pk A A 0 W A0, 8 [ A SR o FIORE B2 — M 22029 0. 02 K (wm) JFH
AN 29 100 wm, 3 BIEH AL 0. 05 um & 10 wme ok v] 9 HLETECTEHLET T IK PE Bk
AR MR 2 FLI B AL, Pk HR K B3 B, — 29 0. 7 & 1. 5g/mL, I B4 Bkt ke
AR B ) 39938 TR 1) W BRAN B B 1 o S0RE T A AR 04 i i 2 B AT B 4, A5 AR PR
VER R A0 2040 0 40 AR EL 0 A A4 A8 08 W BEBR T (Streptococcus) « 4 28 (A5 &) Bk
(Staphylococcus aureus)  KIAFFTE (E. coli) Al 5 o WORL R 1] H AN TEHLER S
FE AR 7L T IR 2 BUlE B A Ak
[0159]  Ri& “FTEW” 2 f5 AR AL APl — A B2 b 2 N R AL 2410 S P BX
5
[0160]  ARiBALZEALAEIIRI A" I —Fi L &9, HESWETFHNE S E
YA F R4 B Re A, (E2 R BB B L 25 A0 S R e i TE K B 40
[0161]  “BRZE, ” “Kaill 73, "B &= R BLRR A 75 T 7= AR n R IS 5 AT A
Fo WEERER DT I 5 U B — P W AR B R 4 S 2 S AR v T
W (B HUREEUE ) BT bR RaE R Gl M7 ] B FE O 1 R4 28 (1 4n 1251) |
(il B - IR LA AYIBE ) B A BB S BT ) S AL e e
Bl (BT ROt R AR ERER DK FITC 3K Dylight 649) 3kl k22K J6IATR 657
(Bn A T b ALK ) (BT
[0162]  TIASCHTH, “IRIBE” /& 45 Mt B e e it B E B AN BCE 2 A4 F 45 0 w24t
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JiR HAR | S5 SR RS BRSSP B IS S A I — T 4o T A ) o 2 ] I A A 1) SR
M I B DB E AZAE T A VAL S+ i 77 AT 2510, FF HLR AT #C8 “ A LA PR AL A 7.
FH T 2B T 17 B 0 A 22 A A A0 21 R RS 0 R SOk o JHE TR) A0 32 1) 1) B 2 ELBE B AL
(147 VL RH BCAN VLR (O RBCRE o I LS BBt T HEAERE P (1) — AN B2 AN 26 i 7R B P BU7E B R
i UAAEAT i 7 I — N B AN AR — AN EE AN R T “RETF7 RN E T, &
A3 B A 0 B AN, G A G50 B RN iR P DM AT SRS AR 7E 3 BT A 456 21E A
R B e R AR AT LR PR B i A B E R EE I — 50 43 B EE () SR
f—.

[0163] 7 [H) B2 A A (1) i 1980 B it v SRR A 2 A B IR 40 B R o 7 (R BR 2
(8 s RO T I E R B N 45 2 R I B i A AR SR F A T E . ik
IBEK AT 1 & 20 DEFZIA,

[0164] “EREERILR” RIBAA T - L3t H ol TR ALAT 3SR A7 S R yE PR,
BT E BRI A, B o LI T O A A B AR R R S — B 4, AT AR R
55— (bR sE8k ) M8EM. LPuUR T LUK R 77 2% 2138 g WA 2 U
TERCEPUR I S S A 1R

[o165]  [EJR@ZE W] F TR S5k o AR 0 18] B 7o F 2L DARR SR A4 i AN TR) 2R 5
HEAE PR, T4 % R B S0z Ra i iuiE ot 2. iz iis +
H AN R A B AR 2P E R e 8 T 9% RGN, W2 mbuik i . kg
AT B SR 7K M A B A DA 4 A0 5 7K A T R T R i B DU R AR A o S 7K PRI v B A
(R~ B FE AR AN IR T SR e S R A, (9 A O 0 B R e AR IR R I PR

[0166]  AiE “RRZEEF” BRI AR SR H S DAE R R A S BE A R
ARIE SR RF BRI R RS R B SR T HL 0 DATE ) R Rk A
SR .

[0167]  ARiE “EURH” & e e Bk 5 F T AL B BB R+ - AR 7 5 R+ 3R
FIEF R B BRACTE A E R i PR~ ) G5 o 2 IR &k SR A IR e L A e
SR OE B AR T AR S A A | T R

[0168] ARG “fedk” & HEEASCREIEA, IRAE S 4MEMH, K22 12 Mii+, 3F H B E
B AR EA T EEAMEBIEACFNER . AR EART P, L& HE R
VT RRT A - TEE R - T B L RO PR R 2,2,4- =
R N o T N g e Y 6 E -

[0169]  RiB“MAZL” 2482 £ 12 NMrJE TRk, A8 2 D— AR R~ E)aHE
HANRRT 205 R T 5

[0170]  ARiE “Hlkedd” WM B A A EME AR IR, HE 3 E 104
B F A R o B L B AT AF A T3 b R EREIR RS 1, 1- IR T 41, 2,
3— TR IR DRI DAL

[0171] ARG “H 57 fa 55 7 U B )5 Bl J -, L w2, A 5l i DUAEART
R ANIRSFAE

[0172]  ARIG“IZRbed:” RIBOFATE AR — DB A F 5T LB T B B R I AT AT
R — N EANER DA R R R e A

20



CN 104837838 A OB P 16/37 1

[0173] A& “IRIAEL7 2RI ik (BRI, MM BRGS0 LRI ) 36, Hobh 3 & 7 kAt
THEDARIEFHEG R ETEE N, 0B S, Kk B UL R A £ T3 Lo 7npl
A4 Y SR MR i . S MR i | WR W R 2, 5 PP WR I A MO RS | WR R | 7 D ks | WL
MG ke Ak | NEL R BRI | I A A5 L | W AR R B IR DA e o T IDR A A

[0174] R “Fakdt” AR 4 & BIVHE b A BE M EMIR R 1 B 2Dk,

[0175]  Rif “@ALFedk ” A 45 6 BT ek B AU AR fTRR Jal 7 b 1 2= A —MA S s fh

g‘k%%@o
[0176]  ARiE “Kefa AL he it ” ;24845 & Bl B Fe AL BE M AEATAR i 10 2 /b — A e Ak Sk
EilP

[0177]  RiE “ RIeA b7 e s K A A0 & 9T AR IE S B 2 U 1)

Rk,

[0178]  RiE “Bfllidt” RIRE & 21 A AR BE AT 5+ B D — ek, B

Al A FATATEAIR S I B R AN IR AR R £

[0179]  RiE “FRILLEHL” IR E 6 BV E AR RE T AT i 7 LR D— R . R

VB “RIRIL” R R A Ge 3, I e 3k L 55 LT 5 e Ak AR R TS

[0180]  ARiBE“KEdbpRIiL” 48 B A 44 BV A G AL 8 1T e+ LRI B A .

[0181]1  ARIE“IZRFIHTE 5- 2 7T- TR F IR FEL 8- & 10— JoWIF 5 I HEH], H A EA

BRI EAEE N 0 B80S B— 2 I 44 i+, Hoip UM IR+ 7] DU AT SR v AR S A7

FE o TN FE IR FR IR P I | JR DR A S R By Ji | 2 e mo WA I | PR MR S | TDR PR S | S DB Mg

s el G | o A IR | I A | b R | v | L | AR | e B R Iy S

[0182]  ARiE “IRIFHHE” Bd5 C S bk, HHA e 5 AL . TR B FE R I 2, 5

I 2~ WAEIpRIE TR 5

[0183]  [RAEFAMEH, HMIAE “H " e AASEEF4 61022 12 MR FE

BEBCT B . RS AR L R TR L TR SRR T

[0184]  RiE “IFHL” 4R HIAEL I 5 RIA LA, AP 6 2 12 Mk KRR

ATIEMATAE T30 Lo TR G 2RI IR RN 2R

[0185]  ARiB “IFkedd” BdE C brtb A, HAA & A B EUCR . R eI 2R 2 BB

2—- ZRAEHE,

[0186]  AiE “IRIFHEEL" 45 C S b i, HA 5 R 5 BB AL o 7 M9 B0, 55 ok g P

TR e I 7 22

[0187]  Rif “HHAAE” RIBL GBI 5 AR AR F. RO EREREEMTEE.

[0188]  ARiB“FHILFrAIL” IrL AR UL FRR S . RO B

[0189]  Rif “WisL” e H ~C(0)R,, Hrf RoMFEIHE 5 5L 5 ek 4 5 SR 5 e At

“BRALF K -C(O)RFEERFINE 2+ .

[0190] ARG “Het L ” 2 e A —S (0) R, Hod ROV itk IR be L | i AUGe e L O 2 L 5

Br e e RN T e . “TRABEALTR” % S (0) R EEF BN 2>+ I

[0191] AL V2 2 R or ksl & A I TR B R E R L A K 8] BG , ZE AL B A T i

PR S AR 4o TR R ]S AN TR D B () 4 TF ik, BB I AE A — o B R B VS 46 DL fo

VP55 24 B R R 326 3 P B0 L PP e 32, L 2 1 ] R i 5 T TR0 1 s 2P 400 i R
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T 50 RS B 1 5 B S B PAZS & B B0 b 5k B IR 2 5 AR 5 50 45 A 1)
BARKI D BE SR B 2 o TA) R DA SO 4 28 2 0 IR A B4R 1) 7 VA B R ABL AN R T 3R 0 IR
Brinkley, M. , A. , Bioconjugate Chem. 1992, 3 :2-13, Hermanson, Greg T., Bioconjugate
Techniques, . Academic Press, London, Amsterdam, Burlington, MA, USA, 2008 fi
Thermo Scientific Pierce Crosslinking Technical Handbook ;A] | #%H B M Thermo
Scientific 3747 N Meridian Rd,Rockford,IL USA 61101,ph 800-874-3723 B{/E :http :
www. piercenet. com/FRTFE ENSCAR K o (225 S0k « FI T T2 R RIBR 22k A I VF 22 22 S0
el 7 AT AHERL R 491 40 Thermo Scientific RjIMERIF.
[0192] X T e AR EiR, SRR S LR MR URE R aES
A I 2 i B PRI ) TR) B ARG B R “VE MR B SORAETR AN 26T N 5 SR iz ik A o v
R A N LA A e S B o A8 E B ONAEE — AT RIS T (a0 fa 221 &
A IR, ARz R, BOH T A 2 i) IRFF S8 EE . SR E R~ ol e Bz sE. 75
MEBE K T B T 4R T Benoiton, N. L. , Houben—Weyl, Methods of Organic Chemistry,
Thieme Stuttgart, New York, vol E22 section 3.2 :443 fl Benoiton, N. L., Chemistry
of Peptide Synthesis, Taylor and Francis, NY, 2006, {Ci% )G B X — AL IR ES
(PNP) \N- F£ BLBRHAM WP i lBE (NHS) MDY F < B lR (TFP) o B i Al i AR SIS AR A 5 B
K 2 BTV A0 R R 5 T IR Bt S B S M U S R, 2 <Fieser, L. F. Al Fieser,
M. Reagents for Organic Synthesis, John Wiley and Sons, NY, 1967 DL H &2
BRo IXLLRIREAL BB TE PEBR TS ) — AL ORES (PNP) , HA AT AT MEXL — Dy gefa) ke, 2
Wu % A, Organic Letters,2004,6(24) :4407 firid . N- 2 HEBRISE I (NHS) E& P2
AN G0 = ZFE B 5 R HE CEAFAE S N, N= HRIA MG L R IR B (CAST4124-79-1)
R EBAE IR R BLH] A, 12 RN AE TR BT8R, AE TSRS T 34T, 1 W02012012595
[R5 35 H BT A, BRCE IS A N- e R ETIE VoM 3R Ok ik % (DCC) B E
TR AKFILETC K A T AT il 4 o DYRoRIENS (TFP) WIS AR A HLIRE a0 = C kel — e 2
LIGAFE N RIRS 2,3,5,6- PUSFURSE: =5 L BRI R B 4 5 12 I BEAE AR I8 5, 728
IKGAE R AT, W Wi lbur 25 A, Bioconjugate Chem. ,2004,15(1) :203 FRTHIE . A4
FEORN G IR B, 22 1 Frogs i 1) K% 55 55 B 8 13 F 00 A 77 V23R 45 31 M FH 5 U8 A 1) B 12
AR A A AR PUR B KSR R o VPR IR e R B A E R R A .
[0193] % 1:

[0194]
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@ RiaaLe b oy
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N—O (®)
f*ﬁkoyjp m A 0 #95E B AT 1 A 10 20
®]
(@)

[0195]  7EARIEAIRIAEAE T ELEAR BRI b p e A B A 2F b R R B se At n] 1R
— iAo AR (R 7] A I Al i FH T IR B ) o IR AR BT B R AN PR T 0- O
FE=me —1-F)-N, N, N', NT - [ R R R U R R £k (TBTU, CAS#125700-67-6) , 2 Uil

Pruhs, S., Org. Process. Res. Dev. 2006, 10 :441 ;N- F2FIEH =14 (HOBT, CAS#2592-95-2)
55 — 0% B K R, 8 40 N-N= 3R & ik — WP iz (DCC)  — 5 A & ik — P fiZ (DIC)  BY
1- 28 -3 (3- G ) i Wh B (EDC), 2 - KOnig W., Geiger, R. Chem.
Ber. , 1970, 103 (3) :788 33— ( . Z S FE M Bt 04 ) -1, 2, 3— 2% Jf =z —4(3H) - ffil (DEPBT,
CAS#165534-43-0), & W :Liu, H. 2 A, Chinese Chemical Letters,2002,13(7) :601 ;
(2 %8 AT —3— ook ki JE ) B Bk &L sBOP-C1 (CAS#68641-49-6) , 2 Il :Diago-Meseguer,
J 2 N, Synthesis, 1980,7 :547-51, 3+ H H.'& 7 i T Benoiton, Chemistry of Peptide
Synthesis, CRC Press, Boca Raton, FL, 2005, 28 2 &, fllfH Advanced Automated Peptide
Protein Technologies (aapptec),6309Shepardsville Rd. ,Louisville KY 40228,ph 888
692 9111 ;www. aapptec. comfR At I AR, PL R LA S5 S0k, X BT 00 ik 22
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PUR 5 1A AR E Bk st . REn (3 A RN 7T VR BOFAE A B SCHid I+ 5 T 77 1% A A
T SR A FE R B AT B2 A -F U5 TR R R B 2 Fon, EART
R RIIBLL B o IX LA B% Fo VPR IR B2 3 Bk B R R

[0196] £ 2

[0197]
0 0 0
~ O [0
E‘éN CO.H LN J'CO,H LN __'CO,H
o) o o

n 8 B ENT 1-10 209

[0198] (AR AT LA I /7 2 422 60 A 2 R A B e B Bz 20 7 sk i, 46 TR ik
B A 2B B B RERN PR, & W—BR M 77 R i E) R s .

[0199] 74k, 4 Phu il A SRz 2L B, 4] i e 2k A ek, 4 2 2 B B 1 A8 R 12 1) B
1) 5 [A) B R P IEE DR S G B2 L R el I B A I o FH e 8 28 B B S L )30 0 i AT 0 24
EAR ) AR ART Joe A 25 A1, A461) 4 i X Ao BT P80 I 15 o0 FR R B 5, T FH T3 4RI RG . e
NIV 22 7] 5 AR AUISE AR 53 N, 9 HLBAR R AT LT — M 27 STk e i i H s
Bt et BRI VT 2 S35 3Gk R LT = A 1 Advanced Organic Chemtstry, 5§
10 &, Smith, M. B. , 1 March, J. , John Wiley&sons, Inc. NY, 2001, Ha]fd ] H e 8, &
AR W UR B S  EUER ER T B 5 e B, B S T IR IR T B R BE 1) S R
Z 0 :Li, Z. % N\, Phosphorus, Sulfur and Silicon and the Related Elements, 2003,
178(2) :293-297., [H] K& ] 28 HH -5 e URR B Ak [ 12 ol o ke PP IR I o A PP R W ) S L 422
B REEYUR o R RT AR — i B SRR B E e A e % 5 B8R I B ) B Reis
P IE A AT Z 7054k, L :Annunziato, M. E. , Patel, U. S. , Ranade, M. 1 Palumbo, P. S. ,
BioconjugateChem. ,1993,4 :212-218,

[0200] S T~ A3 R B A PR ()1 0 i, o2 422 ) R 350 45 e B D R0 e 4 Vi A R PR 22 T ol
W B R BE, HORBIERR 3 R, H & TR SCHTIA, BE S AR RIRE & 5 FaEAT
5 (NH,-) S (WNH-NH,-) JJPRZE (—C(0) -NH-NH,-) BifEHE (-0H) 1 B LATE Bl i
e . RS B B, B R PR 43 B AR ORI AL A1 5 = A AL A, BRE A SE
TRERIR ARG/ B0 — 0l 7K, n el SRR, HoRfilfERR 4 Fik 5 iRl . 174E
T RIS 5 S 28 Sk A, T 70 s A B 5050 FH IR AR 60 2 e o] B TR A F Ak
()N S A, SR A R BRI U 5 [ BR AL 2 A e A ] FH 2 e AT ) 2 1 o A

[0201] £ 3:
[0202]
*Na'05S 7 [ o?:_g F—Ccox o /©/ nes
Tiéuﬂog—g <§N‘0§—§ F:CIF X=Cl, Br 2/U\ O
o) 0 . e | BRAE PNP
## 2 NHS #= NHS TEP
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[0203] £ 4.
[0204]
N, Q o 5 © N _©
N ! JO. .. OEt )&\ i /U\ N BFy4
Y R O e O N NcHy),
3 |
o N OFt cl oJ{
HOBT DEPT BOP-CI N(CH3)>
TBTU
[0205] £ 5:
[0206]
el (OO |
NCN NCN NG
ZRARBE T | RO AB TR NCN 1-ZE-36-29 4
(DIC) (DCC) F A )8 = B K HCI (EDC)

[0207]  MEoR i 2 B Al A7 AL T B DR (R B, 6 s Bt i AL 4
[0208]

[0209]  BYoEHL RS, 40 -
[0210]

Q
~p-i
[0211] % W :Malachowski, William P., Coward, James K., Journal of Organic

Chemistry, 1994,59 (25) :7616

[0212] & :
[0213]
o
§-P-OR,
ORg

[0214]  ROMKEHEFRBEE 75 4 BRI 5 3L 5 e it .

[0215] =0l :Aliouane, L. ZE A, Tetrahedron Letters,2011,52(28) :8681,

[0216] 5 A7 P BCER 2 1 )~ fo J ml e 42 3R] B B, A 5 VA B R E A PR T 5 B R [
H,N-NH-C (0) - ZEIA] K& _E T R A - 10 S 2, 25 D <Chamow, S. M. , Kogan, T. P. , Peers, D. H. ,
Hastings, R. C. , Byrn, R. A. fl Askenaszi, A. , J. Biol. Chem. , 1992, 267 (22) :15916., ¥
e R BUA BB B AL A R XUE e Ak )RS L F R ER 6 Rt .

[0217] % 6:

[0218]
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o 9]
0 NHNH,
| N 0
| N N
o] NHNH,
O

[0219] 40 5t Al A0 & I B Ak A, AT 5 384k S 2, 4 2% A A2 ik O i 40 LA (i AT
R B S 1) 2 A o A A A M st DA VA, R AN R T i AR A e A
15 N- R BV ek 2 PR BE P W el (AMAS, CASH55750-61-3) il 7, & 34 JE B A1k IV i
5 (CAS#151199-81-4) VERFK 1 From BATARTXNUE B 7] [ 2k [ 1 s B 460 75 55 SR B 0 i B
e P (1) 2 [ 5 12 5 B3 N AT R AR 3 B0 1 0 i o2 42 B AR 1) I 2 (1) 2 [T o

[0220]  BRWEIE RS EAA 1L 225 0 B BRI B L I n] R BB I i FR e B LT 5k I
[ 2 AR R ST A . B fe i 4 5L B T Pl 5 SR BOLAT AR s A
PRI A SRR S A e B . B Be i 82 2 A AR R i PR 91 2 AR PR AL A I 228 i 76 2
(HORTSCHTE ) S8 RS S om SR R « oo ARGE A2 8 (A L s B 22 A 5 R P e 22 A
70 B2 g 2 A (H,C = CH-C(0)-) BX Z Mt A H,C = CH-S0,-) &= WL :Park, J.W. % A,
Bioconjugate Chem.,2012,23(3) :350, B BEiEHHE IR g2 7t vl A 10 1) B AL 2 A — 50
SIAEAE, B0 5 h R B, I BT SR B S EAT A T M e S e R B, Tt
P AT A R A A 1 1) B AT AR AL, R A A T e S A S R AL R BRI R AL A
a1 B i R B I BUR B A AR, 5 B b R R 2 A Bk AR A S R T R AR
32| F 22 Sk A T 3R e 500 1 77 V2 et R P TR AR ) AT

[0221] R IRALPEE R, B annttne 2 aRik . T AR RS LB el e A, HonT
KA AR - O EE 3 B ) 22 e, T IR A 10 i 8E, S 0 :Ghetie, V. %5 A\, Bioconjugate
Chem. , 1990, 1 :24-31, 31X L& i) 5% m] 36 1 A7 i PR~ e i A5 17 1k IR 1 s I oZe 422, i P IR T
B A L e B A AR A ) (R R L, HOR B AR EA R T7E3R 7 Fros TR L,

[0222] X 7.

[0223]

=
o . 21 4
*Na-o3s\& WNH &o
o
o o
© o
5 I L]
e}
o s N I
N” WV\N s % 0 s. s
seapsasatlicoass
o Y o
o o)

[0224]  Fe & DL A8 B2 A i OF VR IR AR 1) e - RR ] T3 4%, il
fi — B RLTE R REE Ak B ) S . ELFRTE R, B AR T S AR A 2 T (458 N- BRI
S— ZWIRACLIREE (SATA, CAS 76931-93-6) BRI ) ATAEAL)S , Mo R IR £ 1%
HPIL RG], T 5FoUs EWE R BN . i iF 5k B8 n] I8 i A A AN
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I SR SR B BT AR Y AR N B T R AL JFR AR AR T 2- SR O
Z W :Bilah, M. 28 A,Bioelectrochemistry,2010,80 (1) :49, Bi7#], = W Kirley, T. L. ,
Analytical Biochemistry,1989,180(2) :231 B — % 7~ &% ¥ % (DTT, CAS 3483-12-3)
Cleland, W. , Biochemistry, 1964, 3 :480-482,

[0225]

[0226] AR EA AR AL S PTARE T SCHR ) — G iz a . 3 (D) B’ &4m]
IS ARG AN 2 O AR 77 & o PAT N TT SRS AE R R AR K I SE45] H A48 A 5=
FERR il AR KW

[0227] H&1
[0228]

HO 0

o O
[0229] M. LR 0C(0) (CH,),, L4, 3£ H L°K COH IR T ML AW mTIRIE 7% 1 K
il o PR IARE LB -5 PR R BT AL A ) v G0 3% 30 IR I B0 R IST 1 S LA Y4 771 b g
L, fE IR 60°C R VEE N 3ET 4 48 /R
[0230] &2
[0231]
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O

P77 2 kil & . GIEM boe TR U FEIRVE A0 H %R -5 MR S B 1 46 A0 A B /KGRI — 26
O IR TE e AR BT Fia g i — & R e, 72 =30 N , A B o N, N- —
RO —A4- ML E fedh AT o a2 B 20897 F = 3 A BHAT B o 820 N 5 SR B e B se [
L SR B P e ]l I AR AR ATT VAN . B, 5 N- ke ik - B b R A R
(W77 % 2 fiw ) AR RIE a0 — SR BE AR DGR B — S TR 0 Ui S SR T IR — TR R 1)
R B E R B LT Befb et . St HUE H ki e B Re Ak AL A
W 2,5- AT —1- 3L 2-(2,5- & -2,5- & —1H- MERg —1- 5 ) ZERES T AE VAT
G0 DMF A a0 =T e A A

[0233] 52 5l T H A LA 0(CH,) MR T L&) . T3 LA b 5 &
JE 1) boe IRIPE ISR (W10 boc— AN HLIR ) | 18— MK —6  FIE AL BN AE 7 573 4 THE
B, E KA E I N NZ) 6 /N o S5 820 boc TR373E B 9 22 B AL SR BE P % B #e B9 N
W77 % 2 Friki#aT.

[0234] 7% 3
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[0236]  Firb L'y O(CH,),, L8R, JF H L°A (CH,),COH I T LS m iR 7 46 3 ok
il %o WHEE SLERS COH B e 2 A TR 008 f THE o, £8 18- Tk —6 AT ALl o I B
29 18 /N

[0237] 7% 4
[0238]
NH
(j“‘ e ms e
Q\J\/[\/ 2. TFA
o N LN

3. mn DIEA

N0

i

O O
f0238] - Heft LA 0 (CH,) 0 L /}*N N—4 a%cﬁ L33 (CH) ,COM fI=% T FAk &4y

MRAETT % 4 Kifil w6 . W77 % 3 Pkl 1, A i‘;‘éﬁiﬂ CO,H B BEAL IR MR SZHR A N- 4 -1
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SFRFEIRIE  FUETE IR — R TS I S S O AT AN . RNAE S R, R E
BTS2 /0 o WRGRES F (9 5 AR T o0 R 58 A - Je 77 6 2 BT 1) = 5 L FR IST AL 2
Pt Ji e 3ot 5 X T I B 5 D G T B ok PR ST A A 3 B G — R TR SR AR AE T
RBL 3, ARSURE AN GG AR BN 7P (WRME L Pl 77 48 2 Biridk A -5 R Bt 0 ik
HRe N T,

[0240] 7% 5
[0241]
o
~° o
S/N‘ M _s._cH,
o de \g/ i
B8 F—NH; R }ﬁmN/LL\/SH
H
2. HN-OH

[0242]  HREUIEREE AL AP U n]RIETT % 5 s iiE R & B E AR &EABER
PRSI N BT Sl A N- BRI RZ S- 2R L BRER (SATA) Bk « - &, ME)a
RIFEIOKIE S— CBBEIE I, P A SRR S S B o ST AR 82 5 S R0 AT AR AL 1
PUR (— 7% 2 bl &) MZALH Michael IR REHT . A8 & (B4
HERA G EAR T HARAA R M &0 RRIRERE A RS E A

[0243] J7X 6.
[0244]
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241 DCC/DMF
}-O’H‘M L ’"

JIJJ*Q

S

q Y FEH—NH;
/Lz\/;f_z e

N

EEH /ixf\,)i.z——ﬁ
H m

[0245] BRI FE BB HURAIRE 7% 6 RNz &R EA . 5 N- AR5
VAN 3 AR DGR G0 — B O A W Jie S Bl o =T G AE ¥ 703 0 DMF A, 7E49 20°C
(R T RONEZ) 18 /NI, TS 5 B VR AR IR « W A R e 2 AN~ 40 Ji B i Pl A6 9 7713
pH7. 5 FIRIR Sh R, 7240 20°C FRFSEZ) 2.5 /ML B R EA . AEEA KL
AR AN A T 3 AR AL BRI 8 1 L 2F BRI ER 8 1 R B 2 1
[0246] iﬁ j@ﬁl ﬁ
[0247] IR EW)] H T il & 456 22 8 9Pk, Pk 2 2 290 (i 2 ) ™
Ao XEEHUR T H T i U R B A AR 2 B AN/ BLE . b e v a
f“%‘%”*uﬂ HBAECHIA A &S8R 2K ERlnTHT 2408/, 84 51 e
5E 2SN 25 A (RS I, A 128 B R3S DR N | PR T BT AT AR
%Eﬁﬁﬁ%,ﬁtﬁw{uﬁﬁﬂﬁmﬂl HIRLL G B2 e N RV VR E@%\%W}J\T@wlﬁy\ﬁ;
FAE—Fhe TR, Z TR T BF e SR DR % 8 255 R AR KBRS % e 2
& HE—Myoe TR, & TR T e e S DIREUES < w8 2 T EK B 25 FF
97 4 e B B AR DA (R AL B SR FF A AWK P B A 27K 5 Il it $R 604 B AKX pK 7K
FREYE , T8 B S sh i m 291697 s T-I00E 222 29 AE 2 A7 Bk B 24k
RIS s F TS B 07 A RGEIE 254 — 29 AR G sE I ; DL F AR B R
HEBRAE M AR 150 4 B REAE I R A8 R 45 78 IF HAR i 2 B 0 e R 56 2454 7 SR AR
PNEHE DRSS

31



CN 104837838 A OB P 97/37 B

[0248] LR T AR TR IS A Y, LA AR TR G 9% R PR AL, Refe
EfUE, B0 2 e B RE R A AL UE, BN SRR E A . BAR AR
PO 5 5 ve B AN 22 v R AR DL AR AT B B Bl A B 1, AT S PR 4 A A I
A/ BUXEEHA I — DB AT AMNE X . Lk, JUiB &6 2259 UL AT HAEE 1 24
e PyE PR .t R G s SR M AR R 2 A W) P B R B, PR IR RV A
SRR/ SR Z P AS SOR B TR BB o 6T 1A% L BR (9- B2 AL FIELRR )
A B B R AN B S R R e e R B BRI A 0 7 SRR RS R AN N- 25 ke SR B R 1 52
N it ] HHEE S S FR AR LB A O R U, AN S 7- B RIRTER B N- 24
SRR B A S5 87 D TR U0 R 5 T B L 32 L 25 32 Ly ME A A 2B . S dth, T RE
HHEE 23 A N 2538 2 3 PE A4 FIRTERAT0E R S2ER , R I AR I EE RS AR A,
T IR EAAN N- Do e LR EL R . ] A Rl T S 250 A0 / BAR A G 2 A B ik, 51
AT AE RS T BRI 2 B BAE (PR PR E PR R R A A RN ) o AdiiE S —Fd
2 ML E YIS A 2 v FEUH S B b vl o F RO S 1R, Fuikss S &4 —
e ey /R

[0249] il & MR BRI TTIE AR AR R R A (BN 5% IR AL & 0 A G % S5 v
Ak ) BARERES MM E 3. AERTE T EMEAR T /AR KR ERKR T8,
O R BRIR VPR IR KPR IR N RS R AR I G % R AT AT Rl . )% 7 VAT
AAUIF SE A AL IAE 2 A SCHRATH AR 7 4% “The  Immunoassay Handbook”, £ 2
Fi, BH David Wild 4% (Nature Publishing Group, 2000), A H 5| FH 22 Cik .

[0250]  fJLif s, A 2 W 1) H i D HLARRRAIE 45 440 55 3l B R0 &6 6 it FH 45 1 32 520, B 0 3))
YIEk N o A3 A B R E AR T Freund SBLF) W AR AL (L) VA T Hi i
RRICHBE (Bordetella pertussis) ISR I BERLAR T A— A e e RE XU I B8 1R
fis (MPL-TDM) .

[0251] 2 Sl HUAR AT AEM FLah 1 32 o BT — IR B2 R G % TR R S AR A, S TR RE AT
o5 5 B — RS o 30— IR B TR T VS BRI A S e SR B R SR
BRI A A E N LB TE b . L, SR P AT 20— A, I AR b, BEAT R
JE B A ] o S A AR 1) 22 SRR A T 43 1 3 AR ST i 7 v A4k

[0252] B GE R HUAR T IE L B2 2 37 1) Kohler A Milstein 2% 42 98 77 v il 2%, 1 40
Nature 256 :495-497 (1975) . AT J7ILIEH W K R 1E 80K B 15 Rk 4, iR
3 WA B v B AR BRCEL A 43 WAVES 77 ()b EEL A M, %% bk L 440 e 5 T B 3 B A At e R, 9 HL 3%
P4 WA PR EE I B e PR AR [ 40

[0253] 1 3 BEMEA o )% DAAR Bl AR B BB 7 AE G %IRRT R PE BT Kbk ES e . S e
ML AR RE S HEAT AR AN S % o G0 SR ARG, T P A A I Ib A e, (EL R PR3 R
"B U L B A SR 1) R it bR E

[0254]  WREL4N I RE 65 5 0 PR IEVE AL 41 M AR kB LA G R A TR 40 I, 3% & — ] it )
BRI 2 BRI R 775 @I BRIER 77 32, m]AE A I #Ak Sk TE R 3G FE Ak 11 98 AR Y
MBI AR VBN BRI A I . AR T I e 2t A IR At i () A A, FAEDN T R Y TR PR
WFEACAI . RIL, fEBL A S, NIRRT 70 A 3G B FR R p AR K, iR SRS R Bl A B TR
S A L ) AR K AT 90 B e R P e = Ok B VR A I WA T B AZ M AL R (HGPRT) 19
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RAZE R AR BX — BB, AEIX— 7, ARG R T W | MG M4 R i J s e 4% 6
ANEiFe3E (HAT Hi7e2E ) DABHIE HGPRT- S 4i fe 1 A= K, RIS So i 2 A9 AR Ko

[0255] L, A7 X R -5 1 D0 PR 14 9 Ao 240 i ] e S A i 9 1 0 HAT mPode 98 1 40 8 VR
AR, I HAERL G J5 4EFF RS IO S KT I fiAk Rk o e 19 o B 38 B A0 4 il J A0 i
BRI AN &R, o E 35 [ Y B =Y AR O (American Type Culture Collection,
Manassas, VA) o

[0256]  [R] A A2 T8 4 Ml 5 7E A0 Mo o b i AR, ] 43 A i 77 2 8 T A7 AE 2 8 A3 e e Pk
(B e FE AR o A A1 485500 s 491 G TS P ez e (RTA) B BR Sy W BRI 52 (ELISA) [
G T E A T 00 2 5 v FE BRI 25 5 R e e

[0257] I8 I A BE AR B IE AL AR EE 37, 7] 23 18 4 b BRI 70 4R 1) 2% < 90 40 LA R B v
FE. A bR R AR EAR T8 /R0 5ok R R B F22E (Dulbecco’ s Modified
Eagle' s Medium). RPMI-1640.MIJCZ IKH . 2 R & K B ML B3 92 58, 414 Ul tra
DOMA PF B8 HL-1, B4 1M E Biowhittaker, Walkersville, MD. ifedt, 2455988 40 o ml 44 14
ARAIEK.

[0258]  HLprfEHUAA T IS E I IEERE A (Te) Ak Tk BB M/ Biaifh A R 7= AR5
JEK, iR I i 5 {H A IR T £ ik A-SEPHAROSE . #2878 2K A7 i v0s BRI Fi ik B Al R R i
DLVE VA SRR 18

[0250]  H v R Hu A4t m i ok # 2H T VA A%, i AR SE [ B R 4, 166, 452 TR 1) 77
DNA b B [ HU A4t W] A3 FH B8 R T V24T 20 S A e, A9 sl FH S 2 B R AR, AR e 1k
452 METVAT MR IURREILD, Rk as 4 2 95 B 5B o BT 2% 58 8 40 M R i8R
DNA, 140 0 22 73 h 22 58 29 0r e R I BUAA

[0260] A& dilsE

[0261] PRI bR ml A T a0 I e LLIR A / 456 22 22 23900, ARG D i 35 R AR
YNAFAER ) BUE . Pidetth, P i 202 3 e PE Sy M e 2. il s 55 AT e )
TERAT (BT H4LLA4E ) Hampton 28 A (Serological Methods, A Laboratory Manual,
APS Press, St. Paul, MN1990) fl Maddox % A (J. Exp. Med. 158 :12111,1983) »

[0262] A4 (LKA &, HAEw Erd ik, REEMEKA ST EEE6 2% E
2R SR R AR LS R IR B BR 25 3 1) 2 08 ZIBLHAT R SR I B A 5
HAR AT AT — PhEL 2 PRI AED BT, iR A B AL O 2 1 2 58 25 B 2R I b
HH o

[0263] 0 L Frik, W57 & vl B &R AEY) B AT / BON R BT, E AT S O & 1R = 1
SR A TR B P I B EOGRIS IR A 45 R 5 R A8 BIFR AR 1 45 BT I R, nl e
iRz Hh 22 9 F TR Bk A DA A T e R A A o A W R S

[0264] AR PREE AL 5 43 AT T 22 s 25 1) B AR AR mT AR YR E AL 18 1 S2 e 48] 1) 77 5 3 AT
Mg . R L, AT HALEREA, 35 H Al 72 AT E AR T @R B il . Plikth,
FEANAD B 5 KA i ok B i 3 ARV, e pIiade I BT

[0265] & [F] 2K th # & A B 3 4 FX Jy “Haptens of Aripiprazole” (U A % %
5 PRD3265USPSP, 5 — & Bl A :Remmerie), “Haptens of Olanzapine” (f{ I A %&£ %
5 PRD3266USPSP, % — & B A :Remmerie),“Haptens of Paliperidone” (A% ¥ A
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Z % 5 PRD3267USPSP, % — & B A :Remmerie),“Haptens of Quetiapine” (ft
N & & 5 PRD3268USPSP, % — & #H A :Remmerie), “Haptens of Risperidone and
Paliperidone” (f{¥E A %45 PRD3269USPSP, 55— K #J A :Remmerie), “Antibodies to
Aripiprazole Haptens and Use Thereof” (fUHE A% &S CDS5128USPSP, 58— KB A
Hryhorenko) , “Antibodies to Olanzapine Haptens and Use Thereof” (fUHEANZRHS
CDS5132USPSP, £ — & A A :Hryhorenko) , “Antibodies to Paliperidone Haptens and
Use Thereof” (fCHE A Z ¥ 5 CDS5126USPSP, & — & B A :Hryhorenko) , “Antibodies
to Quetiapine Haptens and Use Thereof” (fCHE A & % 5 CDS5134USPSP, & — % B
N :Hryhorenko) , “Antibodies to Risperidone Haptens and Use Thereof” (ACH A
ZZ 3 5 CDS5130USPSP, 5 — & B A :Hryhorenko), “Antibodies to Aripiprazole and
Use Thereof” (fRHE ANZH'T CDS5129USPSP, 55— KM A :Hryhorenko) , “Antibodies to
Olanzapine and Use Thereof” (f{FEAZ%ES CDS5133USPSP, 55— KW A :Hryhorenko) ,
“Antibodies toPaliperidone and Use Thereof” (/CHE AN & % 5 CDS5127USPSP, & —
% B N :Hryhorenko),“Antibodies to Quetiapine and Use Thereof” (L A& %
5 CDS5135USPSP, % — & B A :Hryhorenko), “Antibodies to Risperidone and Use
Thereof” (fREANZEH T CDSH131USPSP, 55— KW A :Hryhorenko) , i3 5 3 M 258 1
LRHIGE A TS FE AR,

[0266]  SEfI]

[0267] AR RARKR SV PTIRYE T SOk 1) — & BT . 2 (D K’k &4)7]
LA SUR AN R ORI TT 5 2% o LU SER SRR IR AR R 1 S2 4] B 48 A s 7 PR
HlA A .

[0268] S 1

[0269]

[0270]  WAWESLHER (10g, 23. 45 ZFE/R ) FEF N, N- I —4- ikneh% (0, 5g 14, 09 ZJE/R )
FPRIAELET (18. 3g ;182. 86 Z£FE/R ) —EIAM/ENLIE (100mL) H1. VR EWIEE TR T, 1E
60 CHEEE 4 /NI, IF HAERIE R HEEE 48 /NI MR AW KR IFIE WA & F bt / FrE
(100mL/10mL) AI7K (100mL) F1. KAHA A F L/ FEE (100mL/10mL) EFLIR. HAHA
BUZ, 75 Na,SO, E T B 20k FR AR ET R ik (F80/20 2 70/30 &) / LBE
BV ) ditb. F=vs e s A EE (50mL) it Had JE i3 iIdise I 5 A B (10mL) ¥t
o BATHRYUE IRMCH A AR B b &7, EST-MS (M+1)528. 'H NMR : (DMSO—d,,
360MHz) : 6 ppml. 75-2. 75 (m, 23H), 6 3.5-4.0(m,3H), 85.74(m, 1H), 87.28(td, J =
9.15,2. 20Hz, 1H), 8 7.69(dd, ] = 8.96,2. 01Hz, 1H), 68.02(dd, J = 8.78,5. 12Hz, 1H)
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[0271] sS4 2

[0272] IR A

[0273]  3-(2-(4— (6= A IE [d] Fpeip —3-JL ) WRmE —1-Jk) 2.3E ) —2- FJL —4- 4L -6,
7,8, 9-VUE —4H- MEmEIf [1, 2-a] MENE —9- & 3— S0 S0 A PR I

[0274]

[0275] MR W& 7 B (1.0g,2.34 2 B /R ) /£ = & HF % Qoml) & B & W H
Boc—b—Ala—OH (443. 65mg, 2. 34 ZEFE/R ) , —FF CLHEHE — W% (483. 79mg, 2. 34 ZZEE/R ) AN,
N- R —4- mEngEfii (14. 32mg, 0. 117 ZFE/R ) AbH . R BAEGE AT, fEE IR M dE. 78
18 /NI Ji 5 5 I MR B M 21 25 /K M AT B BR B ANV VR (20mL) mh JF I &R b B3 7K
7 (FREL= BK 20mL) o« A IR A HLZAE MgS0, T8 sk eIt Hik4a . s it fEfe
ik (& F 5 / BEE (95/5) ¥t ) dife LURAt BARtA4. EST-MS (M+1) 598,
[0276] LIEB
[0277]  3-(2-(4-(6— 2K If [d] T B 3 3L ) WRuE —1- ) 2, 3E)-2- It 4 F
X —6,7,8,9-VUE —4H- MEmE If [1,2-a] BELE -9 B 3-(3-(2,5— 4 —2,5- & —1H- i}
~1- Ik Al
[0278]

N0
g O
F
H \H\N
N\/\H,G

O
X
O \/\\ﬂ/
G 0

[0279] WA UR A i 46 [ 3- (2- (4- (6~ IR [d] SFolmk —3-3%) kg —1-3%) 2
H ) —2- L —4- 4K -6,7,8,9- PUE —4H- ke I [1, 2-a] BEnE -9- & 3- F Bt 2 3L A IR
Bg (901. 5mg, 1. 15 /R ) /£ & ke (20mL) M= LB (5. TmL) T RVERAE IR T
FE 1N, FIX-—IRA YR/ O AN N- B oRELE -3- AR (233. 8mg, 1. 38 /R ) .
TR (13, 94ml) VHILRERE — 25 (306.57 uL, 1. 81 ZEE/R ) A S HEE (2ml) [
TS REIREIEG AN AR N 1/ R BHREYIERIK (20mL) #9F
M SRR G KE (FRE=IR, B8R 20mL) o & FERIANLZLE Na,S0, B4, i 3, If
Wds. FBIREW/E HPLC At DRI AR G4 . ESI-MS (M+1) 649,

[0280]  =Ef 3
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[0281] ﬂ? ,EIFX A
[0282] N-(3-((3-(2-(4—(6— L 2L 3 [d] 5 =% —3— L) WRmg —1- JFt) £t )-2- H
JE —4- 540 -6,7,8,9- U —4H- MEmg3f [1,2-a] Mg —9- J& ) &) AL ) ki

[0283]
N-C,
o F
. /“NJ\J(\/N ' O
gt

H
) N\er\:g,NNN//\jg,ﬁ

[0284]  WAWE Z.FA (746. 26mg, 1. 75 ZZEE/R ) fE THF (15mL) VAR 3- (Boc— &L ) A

FEIR (500mg, 2. 10 ZEIR ) L 18- ik -6 (231. 25mg, 0. 874 ZZE/R ) MEALE (60 EE / &

=%,139.97mg, 3. 5 ZZ£FE/R ) A IRAEMEEIE THEE 6 /b 128 ZBRIE R, HIEMAE

TEHLE /K (50mL/50mL) H, 3 H A &R SRS KR (IR, BRK 50mL) .

A HLZAE NayS0, B8 o s Ik 4 LA ik Btk &4, HobmRdt— LFQMGED)EHJPF—

IR

[0285] LIXB

[0286]  9— (3~ G T 40 ) —3— (2— (4— (6 K 3T [d] Bl —3— JE ) R —1-J£) 2,

) -2 B -6,7,8,9- PUS —4H- mEmEdf [1, 2-a] Mg —4- ffi

[0287]
N“Q

@/’*@

o
“ ¥

Q‘”I”“
\
N

HalNL o o0

[0288]  #1 b B& A Ff iR i % 1) N-(3-((3-(2-(4-(6- & 7K JF [d] = »Zomg —3- L) Uk
g —1- 4L ) Z% )—2— PR3 —4- 448 -6,7,8,9- TUE —4H- MEmg Jf [1, 2-a] BEIg —Q—ﬁ) )
L) BBz (1.482g,2. 54 2ZE/R ) £ & 4 (10mL) A= LER (5mL) HRERAE
FIRTBEE 1B, RNIREWIE Porapak CX FE Falifb ARt Binit &4, HoeFH—»H
A ) Ny 7
[0289] AHIEC
[0290] 3-(2,5- % -2,5- & —1H-MA% —1-FL ) -N-(3-((3-(2-(4-(6- K [d] &

1[I:l: 3 % ) [UEI]E _1_ % ) ZA% )_2_ EFI% _4_ /f&/ft\ _67 77 87 9_ IJ_II/%:L _4H_ HH:%}JF [172_51]
mEE —9— 3t ) &) HAL ) HIER%
[0291]
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[0202] GB35 B i il 4% 1) 9- (3- AT 8 5 ) -3 (2- (4= (6- FURIF: [d] Sk -3- 5E)
WRIE —1- ) 0 ) —2- FJE -6,7,8,9- [UE —4H- WEwe 3 [1,2-a] BENE —4- R (0. 303g,
0.627 ZEE/R ) /£ ~ & FHE (Gml) T ERAR TR T, H ZmAE LI (218.54 0L,
1,25 2R ), N- Bk -3- ZAEN MR (163. 88mg 0. 940 ZZEE/R ) MIFEIERER — LK
(159. 19 B L,0. 940 Z£EE/R ) AbTE . 7E 18 /NG, 1 I BEVR S BTE 2125 /K R i B 2 BN
W (20mL) IR TR GEREE KR (B BRK 20mL) « A I BIA HLEFE Na,So, b
T, SE0E, ks . FLHIIRE A YEET HPLC 4idk DURAE B ARfL &4, EST-MS (M+1) 635,
[0293]  SEf[ 4

[0204] 6= ((3- (2= (4= (6~ 2K IF: [d] 5 "k -3~ ) WRwi: —1- J ) Z.) -2~ I 4~ %
X -6,7,8,9- PUS —4H- HEWESF [1,2-a] WENE —9-JL) () U

[0295]
n=0
f\f“l
2 )
F
O Gt
) @N |

HO)L\/\/\/O
[0206]  1H % L ER (1.0g,2. 34 £ /R ) £E THF (16mL) ™ & W, AE & U T 18- 7
fik —6 (309. 88mg, 1. 17 ZZJEE/R ) (6- IR TR LB (628. 76 n 1, 3. 52 ZZJEE/R ) FEALE (60 E
=/ HE%,937.80mg, 23. 45 ZE/R ) AL, 1E 18 /NN T, 1 S RV A W B £ /K A
PRIR S ANTE (20mL) P IEFH 18 CERR IS K E (IRER =R, Bk 20mL) » & /K2 218
FEACIF ] 2— H S THE $REL (JR B =K, BFK 20mL) « & AL 2- A& THF JZ7E Na,SO,
LT, ST, MG FRAYIETE HPLC 2k DR BE BRI A9, EST-MS (M+1)541. 'H NMR :
(CDC15, 360MHz) : 8 ppm 1. 35-2.00 (m, 11H), & 2.10-2. 30 (m,8H), 6 2.40-2.80 (m,8H),
8 3. 20-4. 00 (m, 5H) , & 4. 24-4. 30 (m, 1H), §7.07(td, J = 8.97,1.83Hz, 1), 67.24(d, J
= 1. 83Hz, 1), §7.76(dd, J = 8.60,4, 94Hz, 1) .
[0297]  SEfI5
[0208] IEA
[0299] 4= (6-((3-(2-(4—(6- L 2 IF [d] 7 ~Fwdk —3- B ) WRug —1- k) 7 H)-o- I
H—4- %48 -6.7,.8,9- [T —4H- mkwe3f [1,2-a] Mg —9- ) &) CUFE) WREE —1- BB
e

[0300]
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-0

; 4y

O /a

~w~\ ~F
N’Htj::f\f;N\\
~ H
O N

\i; gg»«'\i,\gj\/\/\/ﬁl‘

0

[0301]  SEf5] 4 (200mg, 0. 37 /R ) £ ~ & e (10mL) H FIVEBRAEG R T F N-$UT
APRIEIRIGE (89. 57mg, 0. 48 ZZAE/R ) M R L% (77.42 0 1,0. 44 ZEE/R ) A3, [
TEEFERE AR P INNGUL SRR — 2, B5 (72. 06 1 L,0. 43 Z£FE/R ) o fE S0 N IEEFI/INmf
Jii » ¥ R SR S ERIZK (20mL) A &R ERIREKE (PRI, Bk 20mL) o &
FHIAHUZAE NapS0, EF48, 1y, 3Rk 4a . HMRERAMRA#H— DAL T T — 25K,
(408mg, ESI-MS (M+1) 709)

[0302] FIEB

[0303]  3-(2-(4- (6= FRIF [d] Sl —3- k) WRNE —1- k) £HE) -2~ FFIHE —0- ((6-

£ —6-(WREE —1- &) o) %) -6,7,8,9- TUE —4H- MtrEIf [1,2-a] BEnE —4- ff
[0304]

N=C

i

0 e Q .

N‘jkﬁ/\/m{
O Q*‘m"*\

(\NJJ\/\/\/G

HN
[0305]  fu1 2 B A P 3& il % ) 4-(6-((3-(2- (4= (6~ 5 2 IF [d] 5t =% ek —3- ) IR
e —1-3& ) £.3E ) -2- AL —4- %X -6,7,8,9- MU & —4H- mbme I [1,2-a] WEng -9- &)
A OBE) WRME —1- REBUT B (408mg, 0. 58 ZEEE/R ) /£ &kt (Gml) ' IIVERAERS
AN, H=H O, (435.62 01,5, 8 ZEE/R ) AR, EEIR FHEE 72 /NG, B N A
1903 B 2 K LRI BR AN VA (BmL) PR A P RS K2 (PRI =R, BRIK 5ml)
A I A HLUZTE NaySo, -4, 138, Ik 4s. M= g — batb BT T~ — P K.
(EST-MS (M+1) 609)
[0306] ILEC
[0307]  4-(4—(6-((3—(2-(4—(6— FHEIE [d] T —3— JE ) WRmE —1- B ) £ 3 )-2- H
H-4-5 40 -6,7.8,9- TIE —4H-MkmE I [1,2-a] MEmE -9 ) &0 CFE) WRIEE —1-38) 4%
1
[0308]
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N-Q
O
O
=
S Qd
O Q}q
o [/\N O
HO/(K/\\H/N\')

O
[0309] 4B BE B Frid &Y 3-(2- (4—(6- F K [d] Speoi —3- JL ) WRig -1- 3% ) 2
Bt ) -2 FHL -9-((6- A -6-(WRME —1-J&) k) %) -6,7,8,9- T —4H- Mtugdf [1,
2-a] WEWE —4- i (239mg, 0. 39 2&BE/R ) £ “H ML (Gml) B AVERAEE T, HIBRIAMR
BF (43. 15mg, 0. 43 ZEE/R ) Fl ZF AL (68.35 1 1,0. 39 ZE/R ) A, ERETH
P2 /NG B SRR A PEERIK (Bul) FrIEH SR bE / REEHRIUE KE (H95/5 (1)
—EF g/ BRI TR, B AL o A IFHE LR NaySo, T, g, Rk 4. bR
AIETE HPLC 2ifkJF 5 — R AR i B DR AL E bR 549, (ESI-MS(M+1)709) s'H NMR :
(CDC1,,360MHz) : 8 ppm 1. 10-2. 80 (m,31H), 8 3. 20—4. 00 (m, 13H), 8 4. 24-4. 30 (m, 1H) ,
§7.07(td, J =8.97,1.83Hz, 1H), 67.24(d, J = 1.83Hz, 1H), 87.76(dd, J = 8.60,4,
94Hz, 1H)

[0310]  SEf 6

[0311]  3-(2,5- /& -2,5~ & —1H- Mg —1- 5t ) -N-(3-((3-(2- (4—(6- FEIE [d] 7
wlf i —3— ) WRIE —1-FL ) 20 ) —2- Bk —4- S8 -6,7,8,9- JUE —4H- itmEf [1,2-a]
W —9— ) ) Pk ) PR - Pl RRE S ] - HEY

[0312] [l 4. 22l BIAL KRB TEE T (KLH, 18. Omg, 0. 18 SUEE/R ) 7 100mM TR £ 5 nRL,
0. 46M SLALHN. PHT. 4 1 (IR AN 83. 2w L N- BEHIBEW Iz -S- ZBERARZFRBR (SATA,
25mg/mL, 2. Img, 9. 0 fHBE/R ) ) DMF V8. FIrS O¥AHLAE 20°C MR HE 48 BRI A 1 /)
. JRM7E Sephadex G—25 Kt 4ttt FIH 100mM BEES £h 22y, 0. 46M ZALAN, 5mM EDTA,
pH6. 0. [ 9. 37mL. KLH-SATA (17. 1mg, 0. 171 #4BE/R ) AN 937 wL 2. 5M ¥, 50mM EDTA,
pHT7. 00 FHRIERAE 20°C P AR IS 25 LR A 40 408 RAEREH T 5 oS i - 7
AU A M.

[0313]  [alsk 3% 1 9 KLH-SH(10. 3mL, 0. 171 S BE/R ) NN 770 uL 3-(2,5- %4 -2,
5— A —1H-MEE —1- ) -N-(3- ((3- (2- (4— (6- FIETHH: [d] Feeoms —3— ) WRRE —1- 3£ )
) —2- BHE -4- F A0 -6,7,8,9- TUE —4H- Wewe JF [1,2-a] WEng -9- %) &) W) |’
Bfi (nsedl 3 Pkl 4, 10me/mL, 12. 1 fUEE/R ) B DMF ¥ PIrfS RVEMUR S 4 20°C
TR FIEE AN RBDE 0. 2 1wn PE4S 83 T U 2508, B 7E Sephadex 6-25
L AH T 100mM BER L2, 0. 46M GALANAE pHT. 4 T4k,

[0314]  SE2f 7

[0315]  6-((3-(2-(4-(6- A IF [d] Fewfmp —3— L) WRmg —1- ) 23 )-2- FH —4- 4
AR 6.7.8,9- U 4N~ WEigIf [1,2-a] WE0E -0 ) 40 C1E6 - AAURIRERE - B4
k)
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[0316]  6-((3-(2- (4~ (6- FFIF [d] el -3 JL ) WRIE —1- 3 ) 2.0 ) -2 F & 4
£ -6,7,8,9- P& —4H-WLwe JF [1, 2-a] BENE -9- ) 5) O (st 4 Brid il 4%, 5. Omg,
9.3 R ), N- Bt PR HTEE W ik (NHS, 3. 9mg, 34. 2 FlEE/R ) AN, N— 38 At — I fig
(DCC, 7. 1mg, 34. 2 fhEE/R ) 7£ 300 w L DMF A1 3 u L =T & BVATRAE 20°C FHidk 18 /Nt
WS B IER 30 L &40 AEE (30 1L, 9. 3umol) JAAF 1. 52mL 2F AR AEERE E (BTG,
7.6mg,0. 011 TEE/R ) £E 100mM B R Sh 22 Pl (pH 7. 5) WA . FT3MIVEMIR 5L
20°C N IHFESS FIEE 3/ )M TT 0. 45 wmyd G 28 503 JE 28398 , B 5 78 Sephadex
G-25 # AR 100mM TR £5 22 /i, 0. 1AM EALENAE pHT. 4 T afifb,

[0317]  SEfIS

[0318]  4-(4-(6-((3-(2-(4—-(6- TR IF [d] Fe=Tms -3 KL ) mRme —1-J) 2L )-2- F
Ht -4 AKX 6,7,8,9- VIS —AH-MLRE I [1, 2-a] MENE -9 FL) ) CLBE) WRME —1-J%) —4- %
IE& _ Eﬂ mmv! nzg QXX/\&FZI

[0319]  4-(4-(6-((3-(2- (4~ (6— FAI [d] =T b —3- JL ) WRNE -1- &) 20 )-2- F
He-4-% 48 -6,7,8,9- PUS, —4H-MEREH: [1, 2-a] BEIE —9- %)a) CBE) WRME —1-28) —4- %4
T (ansefl 5 prik i) 4%, 10. 6mg, 15. 0 TUEE/R ) , N- B BLBRIAEE i (NHS, 6. 4mg, 55. 5 Tl
JEIR ) AN, N- —FR O LRk — W% (DCC, 11. 5mg, 55. 5 BUEE/R ) /E 400 uL DMF fldul =T
& F BERAE 20°C T HeFE 18 /NI o KBTS VRN 81 w L S5t (3. 0 RUEE/R ) A
2. 75mL BHFL R ML & A (KLH, 12. Omg, 0. 12 fEE/R ) ££ 100mM T B2 £k 22, 0. 46M &1L
NP RIVETR (pHT7. 4) o TS RIVERUE S WILE 20°C FARRIEHESS HIRE 2.5 /M ik, pvET
0. 45 umyF G #5 Fd yE 25 1L 8, B J5 7 Sephadex 625 F FAT AT 100mM B 12 £ 22 P, 0. 46M
SUALAENAE pHT. 4 R4tk

[0320]  sE4 9

[0321] 4= (4= (6= ((3=(2-(4—(6— G KIF [d] S oI -3 L ) WRmE —1-JL) 2L )-2- H
H—4-5 4% -6,7.8,9- U —4H- kg If [1,2-a] Mg -9 JL) &0 CUE) WRME —1-JE) -4- %
T - A RRIREREE H - &Y

[0322]  4-(4-(6-((3-(2-(4—(6- F I [d] S eBmp —3— ) WRuE —1- 3£ ) 23 )-2- H
-4 A48 -6,7,8,9- PUS, —4H-MEBEH [1, 2-a] BEIE —9- %)%&) CBE) WRME —1-2) —4- %
TH (st 5 Frik il 4%, 17. 1mg, 24. 1 FlBE/R ) , N- B AR BEFIBL P ik (NHS, 10. 3mg, 89. 3 1l
JEEJR ) N, N—= — 3R LR — WP R% (DCC, 18. 4mg, 89. 3 TEE /R ) ZE 600 L DME I 6 nl =T
Fié HR B RAE 20°C TR B 18 /B o S FTAS ROVAE TR 462 u L 25 URE (18, 4 FUEE/R ) AN
A-FURIEBREE (BTG 15. Omg, 0. 023 fEE/R ) £ 100mM ] pH7. 5 B IR #h 22 Py (1) 3. OmL
TS FTSRVEMIR S YAE 20°C MRS LR E 2.5 /0o [RBLEIT 0. 45 wm {E 5 2%
AL PELR LI, BE 5 7E Sephadex G—25 4% A8 100mM B 2 £h 22 3L, 0. 14M SALEALE pHT. 4
et
[0323]  SE4[ 10

[0324] 1 ST i

[0325] fﬂ% rbﬂzﬁmﬂ / %UP@H%E%& — RFHE 5, 5 ELISA a8/ B B v
)R B o @DIMZ%U‘L/@/&%HQDF%% 1 A1 2 Fro i BLISA $d 7~ t Ul 2% 52 98 )
SONPE (RLA AR 2 NSO 4/ ) o W3R 2 Fiow, s 24580 2A5 Rl 5GBS i o
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[0326] 3 1:

[0327]

[0328] % 2:

[0329]

s

[0330]  FLiHIL ELISA S NLPESE S va b I » 5o ELISA AT 2 5 ML S AR SR A 77
PARAE O R B 1A 2 75 tH RSSO B 5_9 1) ELTSA S8 O MR SE Ao B4l o XS
AR5 B S AR D W i ST BRI 7— S RS ) S R

[0331]  thidit 5 4+ ELTSA Il i v DA E 5 1515 5 A2 M B B0A i 2 B e PR o
3 7N ARSI TR 205 HOSE A o B 3 oA 5 B R v S R 2 S R

[0332] V& 4 75t AE MR 5 2 L 1o Y ) 5 5 P S 0 s o, L il SRR R 15 B/
R 37 B e F 5-9 TERIEL & 4 A 2 Ot RE B RO R F R I 48 5 — e DI T b
FEQ R 4 Pos B M58 S PERE S, ARACT I i (iR Bl ) S EGR{E 5, m=ACr i)
ot R L) T EURAE o AEAT R IR LER 8 & RE R 5 A7 AE 2 RS HEAE
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AAH LR R AT TH S o 5 Zn U RIREER / A% SLER T 5-9 A8 Rl At 3 20 71 &g 1
2o
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