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(01211  pHO.BK1;
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[0122] mMN1.2.3.4.8%5;

[0123] nA1.2.3.4.8%5,

[0124] AR 55— ALl 2 X1 &9 5 % R 3R 28 54
[0125]  Hrh.

0O O
[0126] R'AH. o \ H L K/N CH2NHz « CH2NHC (0)
OH
sy e Y Ry
H ™5 O o
(CH2) wCO2H. %7 (Y) p—G;

2
N .
[0127] R*NH. H K/ NHz .NHC (0) (CHz) nCO2H.BZ— (Y) =G

[0128]  RTHEAcPERR SRR UM, 3 H 57 4K T $E 26 F 2R IR 3 AN vl [R5 SAH 5
[0129]  R*MH;

[0130] .

[0131]  7ZikH:

[0132]  -NR'-.-0-.=-S—\—Fed— b I b - - e - A e - - A e - e
Rk

o) R4

&3 & p N-NH— NH-NH—
[0133] 56 5‘ § (5R4§‘ E—g—i‘ o/ 5‘ of ¢
[0134]  RUAH.Joe ik I (4] PR J i I (4] 58 3 BUAR sl A BUAR I 75 3636 [
[01358] Y WLIAIRR 2L 4] s
[0136]  GAREWESE & BRI B R IE R ;
[0137]  pkyoEk1;
[0138] mM1.2.3.4.8(5;
[0139] nMy1.2.3.4.8(5,
[0140] AR HAM J— ANt 2 X i A S 55 e g% T 1 AR IR 28540
[0141]  Hrp.
[0142]  RUAH.BECHNH- (Y) p=G
[0143]  R*AH.EENH- (Y) p—G;
[0144]  RAH, ATHE S 2R SRR A AUNH, £ H 575 AME T HE 45 1 2R IR 35 A5 A [H] s Ay
H;
[0145]  Jrr.
[0146] Y MLIAIRE 2L ] ;
[0147]  GRREWESS & BRI B e IE R ;
[0148] pHM1.
[0149] AR EHE Iy — At 2 G Y 5 S SR EAR I 2854

16
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[0150] .

O O
0] '71'./\ )LMJ'I\ /ﬁ
2 N N
[01511 R!AH. o }f“\> H L K/ CH2NH2  CH2NHC (0)
N OH
A N
% Hﬂh% \ 1
(0] 0 O
(CH2) mCOZH;

>
N
[0152] R*NH. H K, NH2 NHC (0) (CH2) nCO2H;

N OH

[0153]  HiHE4HE AR BIRPLAUAN, 3 H 57 4N FTHE 2% A 2R FIR BT 4 A~ A [A] i SA7H 5
[0154]  R*NH;

[0155] mM1.2.3.4.8(5;

[0156] nA1.2.3.4.8%5,

[0157] AR 55— seita 2 LAk B4 5 G R M BRI 28 S o

[0158]  R'>H.CH2NHg+ B CH2NHC (0) (CHz) wCO2H;

[0159]  R*>H.NHz+BNHC (0) (CHz) nCO2H ; BT #2452 R SR DA AU , I H 7 41 i 42 251
FER VIR 2 A v [ B A9 H s

[0160] mM1.2843;

[0161]  niy1.28%3.

[0162] A 55— sEita 2 LA &4 5 G R M EAR I 28 S o

[0163]  R'>AH.CH2NH;. BECHNHC (0) (CHz) nCO2H

[0164]  R*>JH.NHz+BINHC (0) (CHz) nCO2H ; BT $E A5 A2 R SR DA UM, I H 5 41 w4 251
FER VIR 2 A v [ B A9 H s

[0165] mHM2;

[0166] nH2,

[0167] AR EHE 7y — ALt ik B T A & 5 e R SR 1) -

H
Ox-N O s
N
N Cl
NH .
[0168]
oN 0
\/\/\N/\ cl
NH,

17
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mwoﬁ

[0169]

Ne<ana sty
s, e

[0170] AR B — ARk B L) 2 LIRS Wb AT — A, Herp A Rt sk R R A
Jio

[0171] AR WIH) — MR 1 St 9] & iR 885 Wb AR — A, Horb i 22 1 5T 2 4H AL
L R 1 O AR R R RER R A

[0172] A B thfR flIE L A iR Ak &5 Yo S5 SRk 38 AR e Ak ) D R T JR K 740

(01731 A B 53— S it 51 PR Sl A ST A 510 5 fe 3 B M A B i 14 v
JR 4

R3
|
OxN O
N Cl
R? R2
[0175] B

[0176]  Hr.

18
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0O O
(@] :L"L/\N N/ﬁ
[0177] RUAH. % \ H W 'm CH2NHz « CHaNHC (0)
N
st S O
H ™5 O o
(CH2) wCO2H. B%Z— (Y) p—G;
0O O
SN N/\ ‘
2H, n . 0) (CHo) wCO2H 8% Z— (V) =G
[0178] R*NH. H K,NWOH NH2NHC (0) (CH2) nCO2HBZZ~ (Y) »

o) o]
[0179]  RPAHEW- (V) oG BT HE S 2R \R2 RO H I BIAN A Z0UNH, I 5 7 AN AT 442
RYRPFIRPAN AT [H] 1N 4= 9H 5
[0180] .
[0181] 7ikH:
[0182]  —NR'-.-0-\~S— Kk~ e FE br - - S e 3 - BRAR e J - e - e
FePREE-

g?'g 2 R4NNH§ ONHNH§

_S— —pP— —NA— bl

[0183] (IS), ‘ 5 (')R“E‘ §_g_§‘ 12: ‘ b,l?L :

[0184]  —RUMNH. ek Sk IR fo 5 Sk [ k2 B ARl o BUA R ) 57 e JE A

[0185]  H.v.

[0186]  WikH :

[0187]  —C(0) -~ dk—— b IR e d— R A b i — AR e B — - A e - e S
[0188] Y A MLIR] F 2] ;

[0189]  GAREMESS & 2 HAAM B REE A ;

[0190] pA0.EY1;

[0191] mM1.2.3.4.8(5;

[0192]  nA1.2.3.4.8%5,

[0193] AR B Iy — > S i 5] o e A X T Ak & 4 5 9 92 SR A 0 A 2 fak 9 D77 6 T B )
|

[0194] Hrp.

O N J},)/”\
-2 °N N
(01951 R!AH. % }? H m O CH2NH2 . CH2NHC (0)
e
m Al

(CH2) wCO2H. B%Z— (Y) p—G;

19
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[0196] R*AH. H LN on VH22NHC (0) (CHz) wCOH- 7= (V) =G
[0197]  HiIFEA& &R SRR DA ZIUNH, 3 H 573 41 A B 2 R/ RRIR® 6 & AN o] [ B J9H s
[0198]  R*JH;
[0199] H.r.
[0200] Zi%H :
[0201]  —NR'-\-0-\~S— K H— — e S e br -~ e 3 — - BRAR e J - — e - e
FePREE-
R4 0
1] 1]
[0202] 5—633,—%‘ § ERE ‘ §—g—§ “‘L..):N NH § %?LNH NH §;
[0203]  RUAGH. Jo ik I (4] PR J ik I (4] a8 3 B sl A BUAR ) 75 36 36 [
[0204] Y WLIAIRE 2L ] 5
[0205]  GNREMESS & BRI B R IE R ;
[0206] pAyO.E1;
[0207] mM1.2.3.4.8(5;
[0208] nA1.2.3.4.8(5,
[0209] A& BHI Iy — > S i A5 o e o A X T Ak S 4 5 9 92 SR A 0 A 2 b 9 D7 V6 T B )
|
[0210] Hrp.
[0211]  RUAH. B CHoNH- (V) =G
[0212]  R*AH.EINH- (V) »—G:
[0213]  RPJNH, FTHE S5 (2R SRR DA FUAM , 3 H 573 A AT HE 2% 12 R FIR 5 2 A v [H] I Ay
H;
[0214] Hrp.
[02158] Y WLIAIR 2L 4] s
[0216]  GAREWESE & BRI B B IE R ;
[0217]  pHl,
[0218] A& B Iy — > S i 5] o e A X T Ak S 4 5 9 92 SR A 0 A 2 fak 9 D77 6 T B
Y|
[0219] Hrp.
O O
R,
- 5 2 \ * HM@ CH2NHs  CH2NHC (0)
E“NJ‘MN NWOH .
H LI 0O o
(CHz2) nCO2H ;

20
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0O O
[0221] RzﬂyH\j HMLN oH
[0222]  [i$R4HE AR BRI AUAN, 3 H 7 4N FTHE 2% A 2R FIR? BT 3 A~ A [5] i SAH 5
[0223]  R*JH;
[0224] mM1.2.3.4.8%5;
[0225]  nA1.2.3.4.8%5,
[0226] A BHIP) o) — AN St 5 A2 st A8 =0 T AL &4 5 4 928 Tk AR 2 ik 1) 5 92 T 1 1)
Y|
[0227] Hr.
[0228]  R'JYH.CHzNHz B{CH2NHC (0) (CHz) nCO2H;
[0229]  R*>9H.NHz+BENHC (0) (CHz) nCO2H ; AT A5 PF 2R BUR L AUAM , 3 H 57 4MI) AT HE 4% 1F
FERRIR® P & AN ] [ B J9H s
[0230] mM1.28%3;
[0231] nA1.28K3.
[0232] AR BHIP o) — AN S 5 2 st A8 QT Ak &4 5 4 928 Tk A 2 ik 1) 5 92 T 1 1)
Y|
[0233] H.
[0234]  R'JYH.CHzNHz B{CH2NHC (0) (CHz) nCO2H;
[0235]  R*H.NHa BENHC (0) (CHz) nCO2H 5 FT $& 254 /2R SRR A 20N H , 3 H. 57 AN T 2 4% 1F
FERRIR® P & AN ] [ B J9H s
[0236] mA2;
[0237] nK2,
[0238] *ﬁ%m—A%ﬁM*wﬁ%ﬁﬁﬁ%A%

O\/\/\N cl
[0239] q Ozc' 40 5 T 1 T 1

TR Fﬁ% .
(02401 A I —AMIade () S 7] 2 Tl ad Ak 54
H

N cl
o Tj:l@/ @UCI
[0241] O
QNO\H/\)I\N
H

[0242] %%I&? UPERARREA (1 J5 I ) 7400 o
[0243] A B —AMIEade () S 7] 2 it Ak 54

21
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H
O~_N O\/\/\N/H Cl
IU k/N Cl )
[0244] g o Hodmly2mk3 5 4k
HMO—N
0
JE A B AR TR b 1) 7 VAT B TR
[0245] AR BH I — MR ) S2 it 451 2 Bk Pe A AT — A, Hr g R 3k 2 A
Jio
[0246] 7 %z B £ — A0 32 FO St 91 2 bk P e AT — A, b ok 2R 1 R A AL
MW A UGS A U R IR ERE A
[0247] 45
[0248]  FEARL R IE YA F5 0L BN L RIHIER EH T M 45

[0249]  ATBN BRI

[0250]  AMAS N— (a— T SRR 0 % 3 2. 1R) 3% HA Tk S0 A% i
[0251] BTG AHUR IR ER R A

[0252]  BusN =T

[0253]  DMF N, N— " F 35 F g i

[0254]  EDTA LW 1R

[0255]  EtOH .

[0256]  KLH S W o 15 2K

[0257]  NBS N—R 35 3 Pt I fi

[0258]  SATA N-BE I i S- 2. iR AR 2. 2 B

[0259]  THF IEFR

[0260]  TFA =W

[0261]  DCC E7 N | 4

[0262] DIC TR AR R I i

[0263]  DMAP N, N- -4 - S

[0264]  EDC 1= H5-3 3- I a FE N 5 Bk — g Eh R £
[0265]  NHS N-F2FE 3% P I %

[0266]  TFP DY o i

[0267]  PNP PR ISE =S/

[0268]  TBTU A— (I = me—1-3E) -N N, N’ N’ - U B B AR DY & G 25
[0269]  HOBT N-F2 R A I — M

[0270]  DEPBT 3- (B EL) —1,2, 3-F I =84 (3H) -
[0271]  BOP-C1 (25 AR -3 —vBk e ) TRt

[0272]  DIT TR N

[0273] & X

[0274]  Rif “GR-&W” fE fa il il R g ar

ok

B0 $ B ESE BR ARART 40 S5 o AR A W R A

22
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KHZ SV OFEEDE NI G5 Ko i AR ECR G Ot 2
TAR) BAE— BRI S AR Y, Ny T A RS T LR —1 8%
ANE AL AL

[0275]  R3E“PHuE” ZFH 0 M EiA T2 PR CEPUR R A S E A R, AR
i TR TE 1, 5 72 A SE 5 50RO B i AR B i R 5 iy 43 1 B e % iR 1t AR
F, 7 HLRE SR M B =4 (R, S 5 A N BB 52 i3 .

[0276]  ARiE “Gu 57 s FRRE SRR N 51 K F= A BRAE B 5 N ) i

[0277]  WASCHT L, “Ge % JEPEBAR” & — P S Ve BT il e B B o, R A2 — A
WMEMLBAA S EPURES , TR A ik, Piikge e b 5 e hr i 456 o
P2 S AR T R AR AR TR A R E A RE L -ZHE A Bk AR,
EATTHE A A2 SMIR) 5T I R G 5] 1 32 1 S g% B o SR B - 2 W ] s AR A T
i) 2% ) o ML T V2 EH 2 B

[0278]  w]fsi & Fhik B AR N s e B AEIR il A A g E E B E A
S AR PR I 2R 1 ELE 2R I 1 B L AL I 2 L S R R ORI ER R A
MFEEAHASV RAEA N FEREL AR ER AR AEHEEER.
PEIAMEAL B ARG R (R R W WS R

[0279]  fiZ R tE skt nf R A -2, eIl EE 4G B RN &S0 T &
REW . Z R 12 VE Ry B8 IR A4k 2 B R R R A i B IR S A . 2 R A R
(RIEIR) TR AN/ BN Pk % .

[0280] 4 R AR T AR (XL , EATE B B A 2 F Ui B 3R (H AR R B4
ZHERE—A

[0281] e J5F Ak ¢ s W A 955 ] A< UL o RORE B AR — RO 22202490 02450K (um) FF H AN
I 25100um, I HIEH 270 05um 2 10um . FORL AT A HLE BTG 7 I 1 i Bl R 7 K 1
(1) 2 LI B FLIY AR e e /K I 35 B, — RO 2907221 . 5g/mL , F H 4 Bk RLmT Ry iz BH
(1) 3843325 BH I BAN 38 BA 1) o UKL ] R A2 W0 ek v a4 e ANk A 4 , A0 355 AR BIR ] P s 191 o
WA ARME A IR A 2 S EEBK B (Streptococcus) 4 78 €4 4 BK 6
(Staphylococcus aureus) « KT E (E.coli) AR EE . Bkt vl B AN N &9 6
Jr A B 5L B IR S0 L BT B T A

[0282]  RE “frAE4)” /&4 th BRI & i it — AN B 2 N 22 S 87 il Bl 1 A0 2 A0 & P K
Paan

[0283]  RIEMZEEIIH KUY 28— Fib b &9, Ha SR Fam 5 25 s
YIAEIR )R € B RE T (2 S B BE LU 225 (A W i BE K B 4

[0284]  “FR%E”, “Krill 3+, “WRAEW” 8 AR MAR 10 A& 77 A Bl R 8 4 75 7 AE ml Al
&5 ER 5 F AR KA B W) S i PR B — AN il 2 AR ek Re i 45 &
22 AR AN AR OGP HUR BHTE) 0 73 o An 25 1 AR BIR i) ¥4 75 9] B0, 45 0805 12k 1) or 2=
(Bn">1) Sl () B FLEEEF G i S AP T F B T e A7) AU A9 L A S A TR
FGIEE (1035 FHH R R ERIREEEKFITC 5Dy light 649) \Yukl b2 R EFIAIK
FEFF (a0 = AR T e RO ER) BT .

[0285]  GnASCHTH, “lAIkg” R iRiE I B e IE B BIEE A ECHE 247 45 w4t

23
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JiR S BAAR L B2 5 AR R B2 A AR 1A 27 25 R ) — 3093 o X Ak i) 5% 26 AT o 368 % A7 7 1) D T
PR L DUE A AE T A WGP i 5 SO AT 250 , I LR v RR A “H ML R L 7 .
FH T 25 TC 1) o 140 A 232 R A A R RS 1 SR IR o ) 0 328 1) 1) o 2 B B Bl S ik
(1 o AR B AN T AR PR AR o X S B Bt PT S AR B PN 1) — AN AN 24 R T TR BE P B 7R BE R
Uity ORAT AT B S T B — DB A SR — DB AN R R T Qi 77 R AR R R T,
BT B A B BRI , A A& BRG] AT ARSI BT R A S &R
AT B BB IL & 4% 5T o (A1 B% 2 ] L H6 PR B85 e 3 A A 9 B 1 — 351 29 BDUA R Hh 1) Ji 7
H—As

[0286] 71 (] 225 (A1 A 1) i 7 B 40 B Il T E SR AL AN TR0 E SR R o TE R] R 2 Y
8 T AR T R R R B T A 2 A IR A N AR AR T RO AT e Uik
B AT 1 204N 5 722 1)

[0287]  “HAEIERILH RAGAAET2EPUE B It BT 34t n] AV AT A i L 1
IS H AR, PR R 4 L i T B 3N b R R AR R R S — B4, AT PR AR R
55— (& bR 288 A9 b i T PLX Ao OB R 25 08 i A= 2= LU
BB PR B SE RS A AR

[0288]  [&]fg & [ W] AT e 2 B R -5 A o AN [ B 1) 18] B 72 7 2 DL BE A8 1) AN [) P
PR, TR R BN S KRG A TURTE BOd 18 B 2 PR o 1
W AN [E) AL B R R IR R AL A T RGNS, TS24 R A o [E] B
AT AL S8 7K 33 2 A A1) 8 75 3 7K A o AR ] P 0 v ) 2 B R AT AR 0 o i K P 3 i 2 [
7R B FEAE AN IR T2 S b A SR I ], I 2R 2, B s R 0 R TR S AR 2

[0289]  RIE “SEAZIEM 8 SEAZ Y RS2 SR HE R 7% DUTE OB AR T Ak S B 4 i o R
TSR TR BRI R RS K E SR A TP TN DATE RO R T B 2
9 )i o

[0290] R “HUARHY” & $8 75 B 2 7 BT A o7 B AR I 7 b i &R 71 iR 7 3R
T2 P B S B 1 AEBR ) 1 7 49 0 46 o 22 R TRV FR AL R AR bR L O AR L A
N Ve 38 e N (E- N IR

[0291]  ARAE “fg IE” 7 5 1 A ml AT AN B BE RN S BRI, B AR B ANME YT, HE 2124 )
JRF, I H AR B 756055 2 A T 2 R0 B2 sl R K R 2R ] e S B R E AN IR T H L 4
S NSE- S 7E- N N I S G e S N N RN TR I - N N
2,2, A- = FI LR AR B A e A i A

[0292]  RAE “BRJe 5L 2 FE 1 AN ) 58 20 AN AT BAFR B IR IR IR L [, H i 3 & 104 ik
JR TR o e FE B IE vl AR A7 AE T30 R B dE R R JE 1, 1- 3R T3 01,2, 3-
—HEIR RS A AR R I

[0293]  ARiB“FJHi T &R T SR 7 IR B IR 1, B S AT IR R DA A
R ENRSHFTE.

[0294]  RiF “Hebiie” RABBIEERE NI — A AN % J5 7 78 8 P B B R o A QAT ]
i 7 ) — DA A — AN B AN AR e B R

[0295]  RAB “H<IRIL” AR AE T e (B, MO AN B8 o0 AN A D) 3R, R S = 7T M iR 1 5
F bR TR RR, A SR T EINLOBS o e S HUAR JE vl T3 M A7 7 T34 b o R B HE DU &
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IR gl 5 L POk R 2 IR GE 5 2, 5 Y R e | T IR s | IR 1 2 | Tt P AR B L gt e s
ML K 5 | L A s  EE A R 5 | VDR A e FTIIDR A

[0296]  Rifi “feledt” RARLE G BIVEAE b A BERAT iR JE T BBy =D — ARk,

[0297]  RiE “G b " R IR 4G B & b 2B AR B 7 B 2 b — AR A sl
AHE R

[0298]  BRARSIAMEH], TNAE A B e B SRR TE G £ 2 1240 k5 7 1) B 8%
BOSCHERE A R IS AN PR T AU, | SRR NSRRI SRR AN T AR

[0299]  R3E “be S b L™ 2 5 45 & B A e B B AT A ik S 1 B 28 2> — > e S
il

[0300] R “BR e A A b A" 2 e KR e S| S Y T HLAL G AN 22 1) B B 23 ORGSR
RO WK

[0301] R Tk " 245 45 & B & e BB AR ik IR 1 i) 2D — AN i R AT
A TARAT AR FF HALTE WA BRANTR R 25

[0302]  Rif “WREELEHL” R A8 45 G B E b B BE AR R IR 1 B =D — DRI EE R TR
RIRHL” AR R IR A e i I e ik 57 R Bl T B AR R I

[0303]  Rifs “fe i RIL” & 48 HAT 45 & B b BB AT AT Bk 1~ _b ) B R R A Y Rk 4]
[0304]  ORif “Je 75 7 H55- 2 7-JC H I O MR A 58— £ 10— 7T XU J7 PR R A, LA AR A B4
RIS A 2 EINL OGS — DU AN A SR 5, e rh ORI J 1 AT DUAEA] o VF B0 S AHOIR A A7 AE
T P9 ELFE S IR A 356 | 2R I e SR I Iy I | 2 o e | PR R L DR e | S | S
ERLE SR LLE, SN L= SR N i SN e SN AU 1 A LR (TR
[0305]  ORif “T5 5”7 J2 R HR I Bl I O IR ERE A, A PR 6 B 12Nk o e R AR T AT
EHIAFAE T30 bR B d0 2R 3 IR B AR

[0306]  RifE “F5fe " R 48C1 o e FFE A1, LA 2 07 FEHUARE: /R 9 B 46 R 4 R & kel
FREEHL

[0307]  Rif “BEEE” 2 48-C (0) R, HoPRaONE e A LE i L e Bk
A 77 FE o “TRALF ¥4 -C (0) RaFEHT M E 4> 7 Lo

[0308]  Rif “WEHEL" /& 45 -S (0) 2R ], HePRo S etk R bedE et L s AQbE 5 L 7
BT B HE N I B o “REPRAL R - S (0) sRaZERTINE 737 o

[0309]  AJ3EHIL )iz 2 AT VA A A T VR R AR B N [AIRG , O R AL B T R
PR 5 BAER 7 o 18] B T A6 AN R DhRE ) 20 T TR B, B FAEAT — i B R DR AL A e vF
2 HT S MBI AAR 128 B 0 U B B, L i T A R il FH A ] ) s AR B4y o i 38 F T 5 2
PUSAVE B fe B A S B DL &5 & B3R 1 1) B i 1~ 0 S5 A 50 05 45 & () 3R 1)
RE R AL E o 1A) B DA S0 42 28 2 B SR RN B84 1) D7 VAR AH AN PR T Rk i P 4% : Brinkley ,
M.,A.,Bioconjugate Chem.1992,3:2-13,Hermanson,Greg T.,Bioconjugate

5

LA

It
it

S

Tik

Techniques, .Academic Press,London,Amsterdam,Burlington,MA,USA,2008F1Thermo
Scientific Pierce Crosslinking Technical Handbook;n] F#kH M Thermo
Scientific 3747N Meridian Rd,Rockford,IL USA 61101,ph 800-874-37238%:http://
www. piercenet.com/3R15 5 B SCA S Hmp 1 2228 SOk o FH T T1 i AT R 2 A () 7 2 22 e idi b
0T WA R B i Thermo Scientifich M3k .
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[0310]  Sof - A 2 S A ) B B , R (A1 RS 5 PR B s e PR Bz B 50
A T 1 B A T 1) D B A A B T o T 1 BT 8 SO PRI RN SR A T 5 SR A% Ak A 49 2 A i
W A= s 87 CA T ke s B ) B o Ao B aE YO FERE— 4 I 251 T (90 J5 L 1) & P
R, ARG i, BF T A Ak 27 0 Ar) PRee e B ) B o A2 e BRI R 1 7 11 A2 I i e o ¥ A I
I T7 148 FBenoiton,N. L. ;Houben—Weyl ,Methods of Organic Chemistry,Thieme
Stuttgart,New York,vol E22section 3.2:443F1Benoiton,N.L.,Chemistry ofPeptide
Synthesis,Taylor and Francis,NY,2006 .t/ i35 14 g 60 45 %) -l 2L 2K fig (PNP) N-F2 2%
BRI VP (NHS) AP 5 R JE 8 (TFP) o I 35 i P38 ik AR kb AN 51 & R0 22 Bk 7 v
&, BN AR R 5 WA B S B B & 1 S B, 2 W, :Fieser,L.F. flFieser,M.Reagentsfor
Organic Synthesis,John Wiley and Sons,NY, 1967 LA F H o i) 22 S0k o i Lo m] 544k %
HoB T PR R aox - A R R i (PNP) , HoAb vl B T3 M X - T B (A1 B » toWus$ N, Organic
Letters,2004,6 (24) :4407Fik JN-F2FEBE MV iz (NHS) i 38 i 766 HLB S n = 2 1z 58
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[0385]  [KI g 452 Jod A0 M3 5 FE A 0 0 W AR , VT 23 AT 35 73 25 2 5 A7 AE 48 78 25 W0 e 1k
1) B T [ AR o A A U 5 1) L TS 1 B 2 M (RTA) B IK B 28 W B e (ELTSA) ) %
P2 UTUE AT T B 5 e BE AR 1) 45 B s e

[0386] i A PR M REVE AL ARIE F7 , W J5 55 0 A B0 o o 70 42 1) 2% 22 I8 4 P A g B v e
BIEM R AT EAR A R A7 S B S R B 72 3% (Dulbecco’s Modified Eagle’s
Medium) \RPMI-1640 . F17C 2 JIKH « 22 ka5 ) BTG MLV B 4% 57 2% , Bl 4nUT tra DOMA PFEK
HL-1, EA1 E Biowhittaker,Walkersville,MD. 53 , 242 98 4 AT 44 A A= KK
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[0387]  mTEREHUAA T E L e Bk E T (Tg) 4lifb ik & B/ slalifb 5 35 77 2L 5UIR
7K, BT 7 VA AL 35 (E AR T £ Sk A-SEPHAROSE « F21 2K A 2 1% v L Bt RS HL UK VB T Bt R e 1
NV WS NP

[0388]  FR. g [ oAb v] JE I H A v A W i AESE B B R4, 166, 452 FIAR I T i
DNAZf i B T [ 70 A1 T A R 7 VAT 40 B A 7, 45 Gn A FH S A% B R AR A, FURE ek
G 2 W EPUARE R PUARREIL D, Lk Hh 256 2855 B9 H 5 0w B DA 2 50 T 20 i R 0 4R %
DNA, 20 3 53 Wb 22 58 25 V0 e R B i

[0389] 4yl sE

(03901 PRIk = A= Ry oA vl T S 8 W i LR 3l / 45 22 22 58 2454, AT A 0 2 55 R A
ZIWNHIARAE AN/ BRI A X B 1 2 I A o S 5 A5 2 CF L e s
AT B 7 A4bLL4P) HamptonZ$ A\ (Serological Methods,A Laboratory Manual,APS
Press,St.Paul ,MN 1990) flMaddoxZ& N\ (J.Exp.Med.158:12111,1983) .

[0391] o m R ik &, A& ERrdmyitk ARERMEN XA ST S8 5 2L EY
YRR ST R P (R AR AL AR IR B BR 25 o 1K 2 B AT AR R B A F H
AT g L — Pl Ek 2 PO HEY R 12 R ) TR L R BRI 4 8 24 W BN O IR B
Ml o

[0392] i b ATk , 3555 & n) 0 S A HEY SR RN / B BRI, B AT T & E AR Y 43
M4 o 73 BT ) ) T B vl 3 Ik L R AR I R A &4 SR 53R A5 I bR A ot 1R &5 SR AT TH B mT 22
R HE N 22 FF FH T o0& SR 4 DL S T A A R 3 A WD R VR FE

[0393]  ARARTPREE AL 5 43 AT (9 n 2 5 25 9) AR AS mT AR Hia H A A0 326 1 S i 491 1) 77 v 3k
AT E o AN ST 2, T TRAR BEFE AR , I H AT FE AT 0 5 I AT ART 77 (58 14 1 Joia A k) 2% o DLk
FEAAL B E 7K A BT W=k B g 2R AR, e D0k I S B i

[0394]  JL[R] K ki L I H1E A FRN “Haptens of Aripiprazole” (fREEANZRG S
PRD3265USPSP, % — &% B A\ :Remmerie) , “Haptens of Olanzapine” fRCEEANZRHT
PRD3266USPSP, 55— & HH N\ :Remmerie) , “Haptens of Paliperidone” fLH NZEES
PRD3267USPSP, % — % B A\ :Remmerie) , “Haptens of Quetiapine” fLEANZEHT
PRD3268USPSP, 55— & #H A\ :Remmerie) , “Haptens ofRisperidone and Paliperidone” (ft
N %45 PRD3269USPSP, 55— A& B A\ :Remmerie) , “Antibodies to Aripiprazole
Haptens and Use Thereof” (YR N %45 CDS5128USPSP, 55— % 4 N :Hryhorenko) ,
“Antibodies to Olanzapine Haptens and Use Thereof” (fCHE AN % %5 CDS5132USPSP,
H—& N :Hryhorenko) , “Antibodies to Paliperidone Haptens and Use Thereof”
(AR N &5 CDS5126USPSP, 5 — & HH N\ :Hryhorenko) , “Antibodies to Quetiapine
Haptens and Use Thereof” (%X N\ %45 CDS5134USPSP, 55— & B A\ :Hryhorenko) ,
“Antibodies to Risperidone Haptens and Use Thereof” (Yf{FH N Z %5 CDS5130USPSP,
H—% B N :Hryhorenko) , “Antibodies to Aripiprazole and Use Thereof” ({0FE AN ZE
%5 CDS5129USPSP, 55— & B N :Hryhorenko) , “Antibodies to Olanzapine and Use
Thereof” (YCHE N ZE %5 CDS5133USPSP, 55— & B N :Hryhorenko) , “Antibodies to
Paliperidone and Use Thereof” (f{¥ N E 4 5CDS5127USPSP, 55— K H A :
Hryhorenko) , “Antibodies to Quetiapine and Use Thereof” ((REANZXHT
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CDS5135USPSP, & — & B A\ :Hryhorenko) , “Antibodies to Risperidone and Use
Thereof” (R NS4 5 CDS5131USPSP, 25— A& W] N :Hryhorenko) , i 5 H [ I 1242 ) %
FIREE UL G| T IR AA ST

[0395]  sEff

[0396] Ak BH AR MEAL GV AT AR HE T SCAT IR B — & BT V6 1. 20 (D AL & m]
T I AR SRR AR N B3 L T 7 v 2% o DA SN S A 3R 7 A B 1 S 4 HL 4 AN i AE R
il A o

[0397]  sEfi1

[0398]  4- (S ZEHIJE) -7- (4- (4- (2, 3- &R EE) IR -1-28) T 4 2E) -3, 4- &g mk-2
(1H)

H
[0399] \©,N\)

NH,
[0400]

(04011 1- (/ FH L) —4- Eﬁﬂﬁ 2-hE LR

[0403] 33/%&4:9@%/\%4 FAR -1 -F -2 2 % (218g,1.30mol) 7ECC14
(1500mL) HF ¥ INNATBN (21.7g,0. 138 /R) FINBS (348g, 1. 962 /KR) o fEN2 N [RIAL In# s
VR G167/ J5 , I K FF FCH2C 12 7K AH H $2 5= 4 « BT 15160 6 ALAE FH 37K Bk, 78
NazS0a_F 4 H 2 A ¥ 771 LA SR AR ] 4 , [ A J8 et Ak Jie ity (R e/ IR 16 5 20 1%
i) 2 Ak, DA 3R A5 R 3 60 [ AR i H bR A & EST-MS (M+1) 246 . 'H NMR: (CDC13,400MHz) : &
(ppm) 7.55 (s, 1H) ,7.46-7.42(d,1H) ,7.14-7.11(d,1H) ,4.79 (s,2H) ,3.90 (s, 3H) .

[0404]  VIXB

[0405] 2 (4-FH4RFE—2-FHIE 2R 3E) 2B

OoN O
[0406] N‘\;@/

[0407] ] 4n 0 BRA Pl 1) 45 1 1— (B 268) —4- B AR -2 i 240K (40g, 0. 163 BE/R) 7ETHF
(500mL) FIEtOH (100mL) 5 {1145 #E 1 hn AKCN (26 . 6g,0 . 4085 /R) K K &3 (100mL) o 2 B
BAEPIAEOC N HEHE LN, I HLBE J5 7E %= i Nt — 2R3/ o I NIR A4 7K (500mL)
MiREFF H 7K AH FHDCM (500mL) $2HY , 7 HLBE 5 2R K e, 1ENa2S0a b T I A 20K Fh R
T L R A B Ak AR A B AR A EST-MS (M+1) 193.'H NMR: (CDC13,400MHZ> :
8 (ppm) 7.72 (s, 1H) ,7.63-7.61 (d,1H) ,7.26-7.23(d,1H) ,4.14 (s,2H) ,3.93 (s,3H) .

[0408]  JPIRC

[0409] 39 JE—3- (4-F AL —2-TH AL A IL) IR 415

\Fr
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ON O
41
[0410] EKDZC’/\‘T:I::::I/

CN
(04111 {EO°CF ) 8 BRBT ik ] £ ) 2— (4-FR AR -2 3L R L) 406 (5.5¢,0. 0286 3
JK) LEDMF (100mL) 7 (i) ¥ I ABrCH2C02Et (5.71g,0. 034 /K) AIK2C05 (11.86g,0. 0862
IR) o RIIREGWTEOC R EE /NG, 3F BRI N H P2 /N o 7838 1 TLC R W 52 87 5€ B
J& s TAANIK o [ B B8 SR HE X s FHER /K BEE A WU, FENa2S0a b 45 9 B3 W4  FHL ™= 1)
I R R R i LA B AR A EST-MS (M+1) 279.'H NMR: (CDC13,400MHz) -
8 (ppm) 7.70-7.68 (d, 1H) ,7.57-7.56 (s, 1H) ,7.24-7.21 (d,1H) ,5.13-4.98 (m, 1H) ,4.20-
4.18(m,2H) ,3.89(s,3H) ,2.99-2.97(d,2H) ,1.28-1.24 (t,3H) »
[0412]  JDIXD
[0413]  7-FAJE-2-%48-1,2, 3, 4- DU S v k-4 F i

o N o
[0414]

CN
[0415] ] 4n 20 BRCHIT I i) £ 1 3-F 2 -3 (4-FH A -2 Mg R R L) TR .1 (9. 0g,0.032
JE JR) #EMeOH (100mL) H AV A Sn (19.3g,0. 1628 /KR) , b J& [8] i i\ 52 /MeOH (40mL,
1:1) R AEZE R FHiFE2h. B2 BRI BE 5 I\ 288 2.1 , 3+ B ANaHCO3 7K ¥ ¥
AR R 4 A MR LASRARE =4, e 7R dE— DAt B T~ — DI,
[0416] S IEE

[0417]  4- (FFEH I -7-F & -3, 4- k-2 (1H) —iFH
H
Os__N O
[0418]
H,N

(04191 4n P BRD Pk il £ iR ) 7 A -2 5401, 2, 3, 4- DY S ek —4- 1 Jii§ (6g,0.03
JE /R) FRaney Ni (10g) & #EMeOH (100mL) F3mL = Z fZHITR AW o [ BETRE &Y (EH:
(50Psi) AR T, TR N PR/ o 7518 1 TLC W I S5 87 52 1 i » e R AL 771, I ELBE J5 5
AR AR AR, e gk — P Atk BRI T~ — 2%

[0420]  JDYRF

[0421]  4- (GFEHIE) -7-¥23E-3, 4 A WEmh-2 (1H) —ffd

H
Os_N OH
[0422]
H,N

[0423] i) p1 2 BRE Py ik i 26 O R A 4— (B0 0 R k) —7—-HT 4800k -3, 4 S e k-2 (1H) i
(8.8g,0.0427 B /K) ££ 5 FF e (100mL) H F) ¥ VB0iRG INBBrs (85g, 0. 34288 /) [ — & b
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(IM) I3, B EAE-14°C T atAT , HF H R MR Z i N e Fr i 7% o 728 1 TLC IR W fse 37 58 i )i
EOC NN L KRN, FF HEFZKEFIUAR-E Y, REEHT TP
7%,

[0424] BEEG

[0425] U] 3 ((T-FH-2-E10-1,2,3,4- VUSSR —4-3%) H5L) 43 R i

H
Ox N OH
0126 TT\CF

BocHN
[0427] ¥ L2l BREF By aas i) 4% (0 RH il 4 - (R L) -7-98 283 4- S k-2 (1H) - i
(8.2g,0.0427FE/R) A1 (Boc) 20 (4.65g,0.021 EE/R) = Z % (10mL) i A % 100mL F FE 1, i%
NAEZ e P FE2h AR R M2 B JE, LA K BRIE A, I H IO SR 41 - 7K NaHCOs 7K ¥
WA N, 7ENaoSOs b T4 B 25 e 4 o 18 i B 4 A M P LA B AR &40 . EST-
MS (M+1) 292.'H NMR: (DMSO-de,400MHz) : & (ppm) 9.96 (s, 1H) ,9.31 (s, 1H) ,6.95-6.89 (m,
2H) ,6.33 (d,2H) ,3.00-2.97 (m,2H) ,2.90-2.96 (m,1H) ,2.56 (m,1H) ,2.30-2.34 (m,1H) ,
1.37(s,9H) .
[0428]  DYRH
[0429] T 3 ((7- 4R THEEE) 2-848-1,2,3, 4- VS bk —4-3L) F 3E) & i FH R G

H
O N O\/\/\ Br
[0430]

BocHN
[0431] ) 4n 20 BRHAT IR 1) & AU T 38 ((T-F2 0L -2-%4R-1,2, 3, 4-PU S e mh—4-3E) F 3E)
FIEHREE (1.02 /K ,292mg) A1, 4- 3R T e (1. 122 /K, 237 . 5mg) 7EDMF (1. 5mL) 1)
BRI TE/KK2C05 (1. 222 BE /R, 166mg) « A /e = N kit %7, B ZHPLCAILC/MSHE/R
SN SE R AR AL B AR AW, TR AL B EAT R — OB MS m/z428 (MH) .
[0432] JDIRT
[0433] T2 ((7- (4- (4- (2, 3- & R WRIGR-1-28) T4 —2-%4R-1,2,3,4- VU5
MhR—4-25%) FF 28) 200 FH R T

o O\/\/\N’\ cl

[0434] K/N @/CI
BocHN

[0435] i) A BRH AR 4 AU T 3 ((7- AR T A 3E) —2-%8-1,2, 3, 4- DU S ik —4—
B L) G R S ZEDME Hh (RIS MM 1- (2, 3- & - 2K 5E) -IRIE H R £k (1. 0= BE /R,
268mg) FK2C03 (1.23%ZEE /K, 170mg) R A WFE I N R 7 B2 28 R i 71 Bk
Sy B AE S e A AINaHCO 7K W « 3 BS B HLZFF H 54 —E R B S K 2 o &
HAENZ , IRYE TR R BE Ja & ERE R _EIAEENT  ZZ TR H0-10% B BE — & FF e sl
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T £ LSRN E AR ) H ARME S P MS m/z 578 (MH) .

[0436] BBET

[0437]  4- (FFEF ) -7T- (4- (4- (2,3~ G IR -1-3%) T4 L) -3,4- & k-2
(1H)

H
[0438] ED Q@,CI

HsN

[0439] [ b BRIFTIR Hl A AU T 2 ((7- (4- (4- (2, 3- &R L) IRE-1-3%) T &) —2-
AAR-1,2,3,4-DUE Mk -4-25) Y 3E) 205 H IR I (200mg , 0. 352 B8 /) 75 & FF ¢ (BmL)
BV IML TFA.7E %08 R EER 2. 5/ o B2 28 R VA FIIE B A% 4 4r e 7E — & H
Bt A FINaHCO3 ¥ ¥ - 43 S A HLZIE F A4 & i it & K2 A IFENLE 78
NazS0s b TFJg , I8 , FIR4E o ik At )5 48 2 (ERE G LA IE T L 1% 28T 1 FH10 % H R &
R GE VA ¥ » B I ) FH 10 %6 TN HR 2 ) — &0 R e ¥ VR DA SR H N [ A4 1) B AR Ak B0 o IR i =4
I R e R B 2 i — B Al DU B A BRI B & TR MS m/z 477
(MH") .'H NMR: (CDC13,400MHz) : 8 (ppm) 7.40 (s, 1H) ,7.25-7.05 (m,3H) ,7.00 (d, 1H) ,6.60
(d,1H) ,6.30 (s, 1H) ,4.00 (m,2H) ,3.10 (m,4H) ,3.00-2.60 (m,9H) ,2.50 (m,2H) ,1.90-1.40
(m, 6H) o 118 Castlz0C12N402C, 60. 38 H,6. 33N, 11.74. 45 5.C,60.32;H,5.89;N,11.26.

[0440] =442

[0441]  7—(4— (4- (4 FHE-2,3- " FRIL) IRMEE-1-3L) T HE ) -3, 4- A MEm-2 (1) —EH

H
N On~n Cl

NH,

[0443]  IEA
[0444]  4-H-2 3-S5 -N- 4-HEFETIH) Ky

MeO
\O\/ N
N
[0445]
Cl Br

Cl
[0446]  [H]4—VR-2,3- 5~ ZE[% (3.215g,13. 3T IR) Al1-5 L —4-FH 8 -2 (2.297¢g,
14 7TE2BEJR) 4623mL DMF A (IS MU N BIAL B (2. 214g, 13 . 3228 JR) 164 7Tmg E AL (60 %
W BUA) AE IR NI RE , L 2R R BR GV HAR AR 3 B AR — & e Al i
NaHCOs /K H - 7> B A HLEFH FH A4 & B i IS K Z . & IR HLE , 7ENaeS0s BT
W, L8, FFIRYE TR R BE J5 &S AERE RS _EIAEEAT 1 E TR 30% £ R 20T 1) BRI
PAFRAE A [ AR B AR LAY 5MS m/z 362 (MHY) .

[0447]  JDYRB

[0448]  2,3- & -N- (4-H S FEREL) —4- (R -1-55) R i

42



N 108484496 A W OB P 36/40 7

MeO
\O\/ N
N
[0449]
cl ’ﬁ

N

o L_NH
[0450] 75 % s )5 B e v 1) dn 2 17 0 BRIk i 45 4R -2, 3- & -N- (4-F AR
5 K (3.61g, 102 EIR) IR (1.034g, 1222 FER) JHUT B8N (1.16g, 1222 FE/R) VA=
(VTR ER) —4E (0) (180mg, 258 /K %) 7 16mL F 48 i (R VR & 3 £ 3 4E 100 °C Jhis o b
PO SR AAHNEZRIG, KNIBAEY LR & RAUKF 4 BENZEHH A —
A BRI EKZ A IFENLE, 1ENazSOs b8, 138, H ik 4s - 7R AR bl Ja il i e ek A
(A Z AT alifk, X JZ BT 10 %6 FEEE Y — S0 R Be i, B J5 R FH 10 96 TN FF By — S0 e
VA VR DA B S v R 0 [ 1) B AR S o MS m/z 367 (MHY) o'H NMR: (CDC1s,400MHz) : 8
(ppm) 7.28 (d,2H) ,6.98 (d,2H) ,6.50 (d, 1H) ,4.60 (s, 1H) ,4.30 (m,2H) ,3.80 (m,3H) ,3.10-
2.85 (m,8H) ,2.30 (s, 1H) .
[0451]  JPIRC
[0452]  2,3-"%(—4- (IRME-1-2%) R

HoN N NH
[0453] -/

cl ¢l
[0454] [ 402 AT D BRAT IR H A4 A2, 3- & -N- (4-H AT AE) —4- (DRI -1-2%) 2K %
(562mg, 1. 542 FE/K) 78 A H It (5mL) I INASHL TFA. R MR A PI7E =il T HidES
ANET, I BB G B AR BT SRR R R AR IR RE TR B &R T
RN, TE T A4k MSm/z 245 (MH) o

[0455]  JDIXD

[0456]  7-(4- (4- (4-FHE-2,3- G RTE) IRIE-1-58) T A8 -3, 4- & mEmk-2 (1H)

H
Os__N O\/\/\N Cl
[0457] UU ()Nﬁj[a

NH,

[0458]  [m) 4N Hi AP SR IA il & 102, 3- —&—4- (WRMR-1-4%) K iz (1.5352 FE/K) (TFA#E)
[¥JDMF (6mL) A 0] B TASRAZ (17— (41— T 5 28) -3, 4- &~ 1H-MEmk-2-f (1.535% B
JR) [RIDMF (1mL) Y59 \K2C03 (2.121g) « Allml DMF .44 BT A3 VR SV 7E =0 R bt . it g
[l 4 3 FH — U e Pl o LS 28 RIS WROTE HLAk AR Bl 5 2 2 AR IR B E T %28 R A
0—10 % HH Pt — 520 FF Je T VOB 52, I )5 ) FE 10 %6 TN 1) — 500 R J6e T VR A B B3t D 8T 4k 1
HIrL &Y .MS m/z 463 (MHY) .'H NMR: (DMSO-dg,400MHz) : & (ppm) 10.0 (s, 1H) ,7.05 (d,
11) ,6.95(d,1H) ,6.75(d,1H) ,6.50(d,1H) ,6.45 (s, 1H) ,5.3 (s,2H) ,3.90 (m,2H) ,2.90-
2.70 (m,6H) ,2.50-2.30 (m,8H) ,1.80-1.50 (m,4H) . 5 CsHasC12N40228C,59.61;H,6.09;N,
12.09.45%C,59.44;H,5.87;N,11.77.

[0459] =413

43



N 108484496 A W OB P 37/40 7

[0460]  4-((2,3- & —4- (4- (4- (-5 AR-1,2,3,4- DU EMEMR-T-J%) %) T %) IRIE-1-
) FH) &) -4-FMT R

Chj:fi:[:::I,CL\//x\JzﬂxN/ﬁxj
(N o
CQ\HMCOZH
Cl
[0462]  BiPEsLI2 (115.5mg,0. 2552 BE/R) AIBEFARRMT (50mg, 0. 5% B8 /K) 7EMERE (1.5mL)
W R AE O P R AE 110 C NG 5/ o B2 2R R IB TR E T TR R IR R AE &
B b 9 728 K 2R s F HLBA TS RIS AR AE H B v IR 28 K T8 L = AE T 6 0-20 %6 HI BERY)
T H IR EE AgelasE /KA E B EAE (hilic column) b 44k DLFRE AL 44, Fon] 3F—
A7 38 ek A PR i b R 4 AT AL T AR L P AE40-50 C TR TR LU H AL B NS m/
7z 563 MH") .'H NMR: (DMSO—ds,400MHz) : 6 (ppm) 12.1 (s, 1H) ,10.0(s,1H) ,9.60 (s,1H) ,7.5
(d,1H) ,7.15(d,1H) ,7.05(d,1H) ,6.50 (d,1H) ,6.45 (s, 1H) ,3.90 (m,2H) ,3.00 (m,4H) ,2.30
(m,2H) ,2.20-2.30 (m,12H) ,1.80-1.55 (m,4H) . 1% Ca7H33C12N405°HC, 57 .55;H,5.72;N,
9.94.455%.C,55.92;H,5.85;N,9.58,
[0463]  SLf54
[0464] 5-((2,3- & -4- (4- (4- (-5 AfR-1,2,3,4-VUE mempk—7-35) &) T 45) DRE-1-
) R JAE) -5-FH AR

OTN:O/O\/\/\N/\'
[0465] A 0
cl HJJ\/\/COZH

cl
[0466] iS5 4512 (83mg, 0. 18 = BE/RK) K —PRIF (41mg, 0. 362 A& /K) fEMLAE (1.0mL) 1
(VTR AE SR R AE 110 °C A . B/NIT o B2 28 R 2 T8 R AR AE T A 0-30 %6 FH i
B L Agelasz /K AE FHEUEME (hilic column) (12g) bafifhIE7E B 2SI 7E40-50°C U5
PASRAE HARME &4 MS m/z 578 (MH) .

[0467] 545

[0468]  4- (((7- (4- (4— (2,3~ & ZEIL) WRIE-1-3L) T 43 —2-840-1,2, 3, 4- DU S k-
4-3) FEL) AL -4-FH AT

H
O~_N O~
N’\ cl
[0469] OTUD/ K/N Cl
Ho\rr\)L

N
H

[0461]

(@]
[0470] 541 (24.1mg,0.05= BE/R) FIBEIHFR AT (10mg,0. 102 B8 /K) 7ETHF (1. 0mL) H ¥
WAAEZRW PR ART FRERIERE TR IRRENH0-30% LR & H 5L iE
KRR (12¢) _Faifb I/ E 24P 7E40-50°C F F1 L3R4 H ARfb &4 MS m/z 578
(MH") .
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[0471]  SEH6
[0472]  N-((7- (4~ (4= (2,3~ "G R WRME-1-F5) T &) -2-F18-1,2,3,4- VU S mEmk-
4-38) L) —2- (2,5- 4 4L-2,5- A - 1H-MLM&-1-3%) 2. FBhi%

» q IJDO\/\/\ /ﬁ @/

[0474] sl (4> F&A477.42.2mg, 4. 6 10 BE/R) £E110ul. DMFAI2. 3ul. =T f&H I ¥ R
HIAN= (=I5 34 gt S i ik £ R) 3% 519t V2 il (AMAS, 73 F- 52522, 10mg/mL, 1. 16mg , 4. 6173
JEER) [F1116uL DMFYATR o AT A3 ¥ R AE 20 °C R 34904 B, 7F HLBE J5 A H T 5 s L
EEBEA R

[0475]  sEH7

[0476]  N-((7- (4- (4— (2,3- &R L) DR -1-38) T4 30) —2-%48-1,2, 3, 4-DU A ¥ ijh—
4-38) ) -2- (2,5- U2, 5- - - - 1-30) 2B 1L SR i e A

[0477]  [)3. 23mLAHFL M 11 15 25 19 (KLHAyF5100,00014 . 6mg , 0. 14674 BE /K) 7E 100mMF

PR ER 2 P, 0 . 4MEAL BN AV TR (PHT . 4) N33 Tul. N-3EFHEE I % -S- 2 B i A% 2 FR g
(SATA%> T #231.2,25mg/mL, 0. 84mg , 3. 657 BE /K) IFIDMF AR - BT 19 I ¥ V7220 °C N 3R =08
PEAR LR B LN . ) B fESephadex G-254% I, {5 F 100mM R £ 2% 4t , 0 . 46M& AL 404 , Al
5mM EDTA, 7ZEpH6.0 N 4lifk . 176 . 46mL KLH-SATAVEW (13.7mg,0. 1374k B /K) In AN 6460L
2. 5MF i A150mM EDTA (pH7.0) o FrfS BE R AE20C T A HE a8 HiR & 1/ o & B H
169.6uL N-((7- (4- (4- (2,3-ZFREE) DRI -1-J8) T4 48) —2-%4X-1,2, 3, 4- U S M-
4-3) L) -2- (2,5- HEAC-2,5- A - 1H-MEI%—1-3E) 2 Bk B (o sz 16 Frid i 4%)
(3. 4310 BEJR) AL TR o BT A3 ) VE TR A 0 7E20°C MR AT E 2% EIR F 2/ o ;OS50 . 2um
VG 2R A SE ARk U8, B 5 7ESephadex G—254F F A% A 100mMA HE 35 2% i il F10 . 46ME AL 4
fEpH 7.4 N afifh LAFE LS 6 KLHZE &40 -

[0478] S48

[0479]  N-((7-(4- (4- (2, 3- =GR HL) Wk —1-J%) T %) —2-%4X-1,2, 3, 4- DU S g -
4-3%) L) —2- (2,5- M2, 5- A IH-IE%—1-3%) Z Bk ie—F HOR AR EREE A 2 &)
[0480]  [r)2. 14mLAEHURARERE A (BTG, 4> T #:660,000,21.8mg, 0. 0337 BE /K) 7 100mMis
T5 Eh 22 pP R VA VR (pH 7.5) IMN6L. 1uL N-BEIAME T f-S— 2. BEhiAC 2 Rl (SATA, 4> T
§231.2,25mg/mL, 1.53mg, 6. 6% EE /K) HIDMFYA T « BT 1A 20°C N A i kot LR A
1/} o [ BN AESephadex G-254F_F , {8 F 100mMAZ g 25 2% ipifk , 5mM EDTA, fEpH 6.0 F4lifk.
[0481]  [A]5.79ml. BTG-SATA (20.5mg,0.03 1 fEE/K) HIABTIUL 2. 5MFZfZ F150mM EDTA (pH
7.0) TR IAETRAE20°C N AN FESY LR B 1N o OB 304 .0l N- ((7- (4~ (4- (2,3~
AR IREE-1-5) TR 2-FR-1,2,3, 4- DU A MR -4-5L) B L) -2 (2, 5- AR
2,5- ZE-1H-MEg—1-%) L BERGIAI (Ansele i il ) (6. 27 BE/R) AbBE . ﬁﬁﬁ—»ﬁﬁmﬂaiﬁé
EAE20°C PR LR E 2/ o S B0 . 45umyd i gy 2t JE I g, b S TR
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Sephadex G—254F I fff F100mME R £ 2% i A0 . TAMSE AL AA7EPH 7.4 Falifb LR LS 56
(4 R BRER R A R AW

[0482]  SE459

[0483]  N-((7-(4- (4-(2,3- =GR HL) WRiE—1-J%) T %) 2% 4X-1,2, 3, 4- DU S g
4-38) HIE) —2- (2, 5- —4HAR-2, 5- A - 1H-ME% —1-55) 2Bk a- 905 R 0 a0

[0484]  DURA

[0485] [h]1.0mLURJESR A (9 F44,300,10.0mg,0. 2374 BE JK) 7E 100mMA B 3k 22 il
M (pHT .5) IIN31 . 3uL N-BE ML W fi-S— 2 b iR AC 2 B WG (SATA, 73 T-5:231.2,25mg/
mL,0.78mg, 3. 4§l BE/K) [RIDMFVAE R o TS I MR AE 20 C R AR U HE 2% HIR & /I o s N
100uL 2. 5MFELfZAN50mM EDTAEPHT .0 FALRE . AT A3 A VA AE20°C N AP #E 2% IR E 159>
B, [ BifESephadex G-254% I, {8 FH100mM g £h 2% pii F15mM EDTA, #EpH 6.0°F 4tk
[0486]  DUEB

[0487] i)t WA TR 1) 45 1 BRYE &R I -SH (3. ImL, 8 . 3mg , 0. 187 EE /) MAN- ((7- (4~
(4-(2,3- &R HL) DRI -1-35) T4 —2-%K-1,2, 3, 4- DY S mEmpf-4-J%) H1 L) -2- (2, 5-
T2, - A - TH-R g - 1) LR VA VR (S F6 ik il 4% ) ((185.7uL, 3. 757 BE
IR) o TS VE MR S WTE20°C PR B4 R & 2. 5/0 0 o R BB L0 . 45umyE i 4% 0l
JESLE , B J5 fESephadex G254 48 B 100mM B2 £h 2% i , 0 . 1AMS AL AN EpH 7.4 R 46
A AR AL SAGI6 7 BRTE 8 2 A4

[0488] 5‘?%10

[0489] ] SZWR ML ) 5 5 14 3258 I

[0490] 7 H EIRSLAHIT-9P IR () S SR FEAT — R A e d% J5 , 48 FHELTSAI /N B B2 I
) S o7 1 o I 24 22 980 T W, 5 ELUn R RS FT /s U BL T SAKLHE 71 HY LA 258 980 1) S
(Rl & FEARAENSO ) -

[0491]  3K8:

[0493]  E iRk it 58 S BLTSAB G A RE 15 5 42 75 A2 B] SR A 3G it 220 ] 37 DR PR S
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(04941 &1 375 H £ M0 N0 5 26 B A5 Y P 5 4 28 e 2 T 58 A3, JEL P R s Ao S i e
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RN bk s g v e 1 O i 7/ (S VAR R S O R A= T Y N el e K1)
SLIRME) G BURAE 5 - 2 W AMS, e s AR IR e 28 B EIs 4T (0 70 Bir 4l R L Bl 5 A2
AR P R By S IR AR 7R, T A A b 4 B S o A T G ) S IR A ) R A L E AR
P AL REAAALE 2O FEREAT T 5

(04951 KA 51 FHA B Ay SCER VA 51 5 300 AR SC RV BB W 4 1 A K B I
B LRG0 B SR A 1 Se i, (5N 2 B A B IR S Bt 38R i v N BAT BOMI R A5 K EAT
Py 25 ) 1 3RV A 0 B A 3 ) AR T L e A A B
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