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256:495-497(1975) o AR V200 0 I S 1 FBOR B 1 32 B9 IR 40, W3R i . e
W ST AAR B A 43 A s 7 R AR L2 4 B, 15 9k C2 440 M 5 DI PR 34 0 A 4 B B, 5 LI 3% 4 i 3
SR B e LA 2

[0355] i 3= BE 8 8 H i LA A ™ AR BRORE % 7 A Ho 0% JEURs S PRS0 A4 Dbk L A e o gk vt
W 4A L Re 05 BEAT AR AN G35 W S HHEE NS0 Mg, m] 4 FH 41 Ja Iypk E A e, H 2 ik ke B
"B FL AN AU ) AR 24 e Bk 2 4 i

[0356] bk E2L 41 i £ 4% 5 T PR 164 58 10 40 i Rl 6 DA TR W 2R A8 SR A0 ML, 3% — frm] Je ik ) A
RE R IR & AR JE ) 7732 I IR Y Ty 3K, T A A e G A R T PR B 1 ) AR AR
Wi A ZN ) A BN B R A0 o B AR BP0 2 A R A ) 2R A, LR T AR R 1 T PR
JFE AN B o DR 0L, FERR A IS, A AT AE Al B IR 2 vh AR G i R A A R Bl A 1 TR PR
S A0 R ) AR B 5 491 e e R P S = R B VR A I NEE A Tl PR A% W A% i (HGPRT) 11
RAPH B AN RIS 23X — H 1 o AEIX — 7 H , AR IR S A | S I | D IR Ji e v A% 7
AR FRHE (HATH: 7255 ) DARH IEHGPRT-HR AR 4 Mo i) A, RN fo VP ss i AR K.

[0357] et , 43 28 il 1) A PR 38 B 14 440 e P J ek A0 355 57 1 A HAT P 38 5 11 40 25 F VR
AR, I BAERL G a4 RRRR AR KPPk Ak o Pk (1) Jo B 3958 1 40 e R KR &
WA i &, o 5 56 [ s A 87 2 W47 9 P o0 (American Type Culture Collection,
Manassas,VA) .

[0358]  [K] 4 248 Je A M 38 5 AE A M 40 2 AU AR , P o A 5 57 B A2 15 47 A6 2 8 29 W s e 1k
(1) 5 b B BUAAR o A A1 255 0 5 190 A TS A B % D s (R1A) BSOS IEG 97 9% W B 00 5 (EL1SA) Y 47
P UTVE T T W0 & 5 v B ProAd () &5 5 e e 2k
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[0359] ik 7 PRARREIE AL AREE 3% , W] 70 15 20 Wl 51 o A8 A4S 1) 2% 22 R T LA g B el
BT B R A AR T8 SRR S o R AP A& /R 5 972 (Dulbeceo” s Modified Eagles
Medium) , RPM1-1640 FIJC 2 KK « 2 IR Jak & ) BRTC MLV B %5 57 4% , Bl 40T tra DOMA PFEX
HL-1,"Ef1 E Biowhittaker,Walkersville,MD. i H , 2232 S8 40 il n] 44 P9 A= KB K
[0360]  FLygfE fudk mlid L IS Bk 1 (1) 2lifb J5 vk B B A /B 2lifb B 85 772 B
K, B 7 ARG EANR T £ IRA-SEPHAROSE 52T 2K A (o i vk L GE B FL Ik B AT IR PR EL DT
VE LA SGRE AR TE

[0361]  H B Huddk th nl a5 40 7 VA il &, 1w i AE SR [ L R4, 166, 452 HR 1 7 1% .
DNAZw A B [ 044 1 AT {58 R VA AT 2 S RN, 91 450 FH 3% BRAR e, HUARs ek
a2 R ETVAEA R URREIED , Rk 454 2 595 B R on B BT 2258 8 A0 R IR EE
DNA , 40 0 3 73 b 22 58 20 e e P B B AA

[0362] 4y IUE

[0363] PRt AR I B AT BT G 0% I e LA IR I / 45 6 22 22 )2 29 ARG I B 38 A A v
LIV AFAENN /B A, W0 5 A5 2 5 A P 2 N A o S 0 s A R HL e v
HiA T (F% 7 A4 PA AN ) HamptonZE A (Serological Methods,A Laboratory Manual,APS
Press,St.Paul ,MN 1990) fllMaddoxZE A (J.Exp.Med.158:12111,1983).

[0364] oAl $R LGN E, A S Eird i dilk AR MEN A & AT S5 2% EY
ML BT B SR B B AR B BIFR 253 7 1 2 2 AW B AT AR I KU 2 69 F HAR
AR b A — PHES 22 PR HEA 5T, A2 o B, O SN 2 1) 22 58 2 BRRE OC B AR TR i o
[0365] 41 b Brads , 357 & n] A & RS AR AT /8O0 BRY o, ‘e AT B & E A= R AR E 1 2
WP o 53 AT P R S T A Bl B SR AT I R AR 25 SR 5 3R 45 B b vfe o () 45 SR AT 1 . ml &z 1l
R it 2 FH T2 I h SR A DL S FH T e R A 3 AT DR 2

[0366]  fRAMTPR5E A5 73 M )19 T 22 58 25 W IR AE AR PRI B i DIC 22 1) 8 e 481 ) 7 V2 04T
e R, TR IR A, 3F BRI FEA T 00 5E P ARATT 7 (R I A Joa v i) 2% o DLazk b , A2
A B KA B an ok B 18 3 BRIV, S Lz I R B -

[0367] L[] Rtk i) L H FHiE 4 FK N “Haptens of Aripiprazole” (fRE ARG S
PRD3265USPSP, 55— &K A\ :Remmerie), “Haptens of Olanzapine” (fCHE AZR¥%ES
PRD3266USPSP, 85— % B A\ :Remmerie), “Haptens of Paliperidone” (X ANZEHS
PRD3267USPSP, 25— % Bl A\ :Remmerie), “Haptens of Quetiapine” (X ANEKHES
PRD3268USPSP, 55— & FH A\ :Remmerie), “Haptens of Risperidone and Paliperidone”
(fRFE N E 455 PRD3269USPSP, 35— & M A\ :Remmerie), “Antibodies to Aripiprazole
Haptens and Use Thereof” (fLFE N &% 5 CDS5128USPSP, #— % B A :Hryhorenko) ,
“Antibodies to Olanzapine Haptens and Use Thereof” (LR AN %4 5CDS5132USPSP,
H— I N :Hryhorenko), “Antibodies to Paliperidone Haptens and Use Thereof”
(fCH N ZEH4'5CDS5126USPSP, 5— K H] A :Hryhorenko) , “Antibodies to Quetiapine
Haptens and Use Thereof” ({UFE N &% 5 CDS5134USPSP, 8 — % B A :Hryhorenko),
“Antibodies to Risperidone Haptens and Use Thereof” (fCHE N 245 CDS5130USPSP,
H—% I N :Hryhorenko), “Antibodies to Aripiprazole and Use Thereof” (fCHE A%
%5 CDS5129USPSP, % — &% B A :Hryhorenko), “Antibodies to Olanzapine and Use
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Thereof” ({fRHE A 455 CDS5133USPSP, 85— KB A :Hryhorenko), “Antibodies to
Paliperidone and Use Thereof” (fCHE AN L3 5 CDS5127USPSP, B — & A :
Hryhorenko), “Antibodies to Quetiapine and Use Thereof” ((KIEAZXRES
CDS5135USPSP, 5 —% B A :Hryhorenko), “Antibodies to Risperidone and Use
Thereof” (f{FE N 235 5 CDS5131USPSP, 55— K W] A :Hryhorenko) , i 5 5 H: AR 442 1 &
RG4S UL 51 -7 R AAR S

[0368]  scfs]

[0369] AR EHEIARER AL A VIR RS T STHTR 1 — & 26 il X (D Ik & 1]
T I AR U AR 5 N 7V 2% o LA SEBIAN S AR R s AR B I Sk 45 HL 48 AN i AEFR
HAR K

[0370] 52451

[0371]  (1-HBE-4-(2-F 10028 FE[b]EWy [2,3-e][1,4] R4 58 )RR -2 5L ) FH
IS

[0372]
[0373]  JDERA
[0374] -] JE3-FUIEIREE -1 - R PR G

O
[0375] N*\/\N.J]\Oxk

AN,

e

[0376] DL/l il =T H:3- U WR R -1 R R R (21. 1g, 0. LEE /R ) FIAETHF [ 5 7K FR 1%
(24g, 37 % 7KW B BUMAN FEEINE N (31 .58,0 . 5B /R ) o MR A WIE RIS T
P I A, B IS KA R I FH 1R £ B B o VAT S A BN KV M B i A AL, 75 0K AR R
By R LR B A IR L i  kE E M AL DUIR M B ARk A TH O NMR
(400MHz ,MeOD)64.23-4.18(m, 1H),4.01-3.97(br, 1H),3.92-3.90(br, 1H) ,2.92-2.89(br,
1H),2.88-2.87(br,1H),2.65-2.62(m,1H),2.378(s,3H) ,2.36-2.33(m,1H) ,1.47(s,9H) .
[0377]  3I%B

[0378] T FE3- (G FEF 3L ) —4-H FLIRE -1 - R IR A

0
[0379]  H,N \[/\ ’!<

(03801 [ G120 BRAFTIA il £ O LT FE 3R I —4-FF FENR R~ 1 R PR (10 .5, 4T BE /R )
[ B B (200mL ) VA VUM € B4R (10g) FT =2, 1% (BmL) o FESAVSSAA R (50psi ) , AE PR 16 &
IR AL AR RER -] Fe3-Fl Ak -4 - LR -1 R IR IR, D IR &, )F HE
WA TEVR DL R AR A T I3 (IR ) 4- R IR MR- 1 R s, KA T T 4%, 1
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[0381]  JLiEC
[0382] AT HE3-((1, 34 M|k —2—k ) Y 3 ) —4 PR JE IR I — 1 R I I
P

[0383]

[0384]  FEIRSGIRSE T » A1 A0 W20 SR P il & OB T 23— Rl F 2 ) —4- R LRI — 1 -
IR (5. 5g AL ]) HIRIRZHA (2. 52g , 302 B /R ) 7E VU SR (100mL) R VR S ) I 21~
S22, 1, 3- -1, 3-8, LB (6.59g, 02 BE /R ) 75 PY SR (20mL) H ) ¥
W ALBEFE30 781 5 , 1L DEBVFI, I HLIRGH IR A B2 (A 4, @ R A JE A i DL A
H AR A4 "H NMR(400MHz ,MeOD) 87 .87-7.85(m, 2H) ,7.87-7.80(m, 2H) ,3.94-3.90(m,
1H),3.75-3.65(br,3H),3.43-3.41(br, 1H),3.30-3.28(m, 2H) , 3.49(s,3H) ,2.39-2. 38 (m,
1H),2.30-2.28(m, 1H),1.36(s,9H).

[0385]  HIED

[0386]  2—((1-F FEWRWR —2 5L ) B ) 7t ik ik —1 , 3~ i

R

$
HN—'

[0388] 7 =5 I i 0 Bl A0 SR P i A& R =T R 3-( (1, 3— 3 S| e —2— 0 ) R 0k ) -
4-H BEIR IR -1 R IR TR (8 . 6g) 7E S AL & FF i (20mL) IV VL L /NI o AE 25 TR 2R VA R DA 42
f2-((1-F LR IGR -2 ) B 3L ) S I wiembk— 1, 3- i, LT N — B I, B i — P4tk '
NMR (400MHz ,MeOD )67 .88-7 .86 (m, 2H) ,7.82-7.80(m,2H),3.99-3.95(m, 1H),3.77-3.73(m,
1H),3.24-3.23(m,1H),3.29-3.23(m,1H),3.17-3.14(m, 1H) ,3.04-2.84(m,2H) ,2.81-2.78
(m,1H),2.55(s,3H),2.46-2.40(m, 1H),

[0389]  BIRE

[0390]  5—HE B2 (2RI ) 0k ) ey —3-H i

[0392] |2 k-5 FR RLMEmy —3-FR i (13.8g, 100ZZEE /R Fll-F—2- g 3L 75 (16.92g, 120
SEEE R AE R AN VAN NS SRR (11, 2g, 20022 BB /R ) K I NI S WAE =R T
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BEFEE A - FIKFRBEIR A 9T Bt JEFT 191 B VI o T 9k A SR 165 - B -2 ((2-hig 2
L) E LR -3 i e — Rl A, (IR B Ptk ' NMR: (400MHz ,
CDC13)69.69(s,1H),8.27-8.25(m, 1H),7.56-7.52(m, 1H),7.23-7.20(m, [H),7.0-6.96(m,
1H),6.80(s,1H),2.49(s,3H) .

[0393]  BIEF

[0394]  2-((2-GEIR Ik ) ) -5 FF SEmEwy -3 JiF

e -~ ~
N::::"*.\\ ™~

s

[0395] HN - NH;

[03961 [ f12 Bl 25 B P ik | 4% 1) 5— Y ik —2— ( (2T ik 28 0ok ) S ik ) e Wy —3—FR 5 (4.3 3¢,
0. 157BE/R)FEZ R 2,16 (500mL ) W VAN 10 % B 38 40 (8g) o EEV AR R L AEF I T it
PEEEAAE IR AL o MLOMS 278 K2 05— i -2- (2~ AL 25 0t ) (B ) I 0y -3~ IF 52 =V
FEAS , 1L TR A W IE HLIR 45 DR LRt 2 - ((2- & FL 283k ) & FL ) -5 - FF L E My -3-F 5 . "1
NMR (400MHz ,CDC13)67.29-7.21 (m,1H),7.11-7.10(m, 1H) ,6.86—6.79(m, 2H) ,6.48-6.47
(m,1H),6.42(brs,1H),3.75-3.70(br,2H) ,2.28(s,3H) .

[0397]  3b3%G

[0398]  2-FHHL-10H—"KJF[bMENT[2,3-e [ 1,4] ~%UIR-4-f&

NHy
- N=(
N‘ S". e
H

[0400] iz Hif A0 BRI IA ] £ 1) 2- ((2—Z FE ORI ) 2 L ) —5— Y JE e Iy - 3-FR /i (22.9g, 100
ZLJEE IR ) AE ST (150mL ) AR B3 /K VAR (50mL, 18% ) H [KITR A WIAE80 C R I3/ N o 1t
BT A3 B V900, o BT e g AR (o 4 6 B AR 1) H bR L& . 'H NMR(400MHz CDC13)8
7.14-7.12(t,1H),7.7.12-7.10(t,1H),6.95-6.93(d, J=8MHz, 1H),6.81-6.79(d, J=
8MHz , 1H) ,6.70(s,1H),2.30(s,3H)

[0401]  BIRH

[0402]  2-((1-FPAE—4-(2-FF B -10H-RJF[bMEWy [2,3-e ][ 1,4 ] “5UIR-4- 58 ) IRIE-2-
5 ) B S|k -1, 3- i

v
L

e

[0403] K Y

[0404]  f D BRDFTIA ] & 12— ( (1 -FF FL MR -2 -3 ) FF 3 ) S| e bk — 1, 3— — i (100mg ,
0.38ZZ EE/R) , WP BRG ATk | & [ 2— B - 1OH-J8 [ b 1EWY [ 2,3-e [ 1,4 ] 5 24— %
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(150mg,0.5222 BE /R ) Il — e 4 2, 1% (0 . 49¢g , 3. 822 JBE /R ) AE — FF AR (0. 5mL ) o ) VA Wk
TELT0°C T HE2/ N o S B2 7K A B 3T FH 4B S BEHR X - R 46 A ALAE 9 Ho sl M2k
PLERAE 1 Bmg Y 2—-( (1-FF 24— (2-FF - 10H-2RJFF Ib IMEWy [ 2, 3-e [ 1,4 ] 5 F—4—5E ) IR e -
235 ) FR L) S Itk — 1, 3— i . 1H NMR(400MHz ,CDC13)87.76-7.73(m,1H),7.45-7.35(m,
3H),7.18-7.17(m,1H),6.98-6.95(m,2H),6.75-6.73(m, 1H),6.46(s,H),4.28-4.25(m,
1H),3.96-6.92(m, 1H),3.71-3.64(m,3H),3.47-3.41(m, 1H),3.29-3.28(m, 1H),3.12-3.09
(m,1H),2.87-2.86(m,1H),2.67-2.53(m,3H),2.28(s,3H) .

[0405] z?g%l

[0406]  (1-HABE-4-(2-FBE-10H—RJFE[b]MEW [2,3-e][1,4] =5 IR-4- 58 IRE-2-5L) FH
IS

/M*Nv NH>
¢
[0407] N
N

7

= T\
i ﬁ [XSEL\M
[0408]  fy1- i 2 98 FIradk il 2 (1 2 ( (1-FR B -4 - (2-F J&—10H-25 FF: [ b JMEW; [ 2,3-e ][ 1,4]
TR WRE -2 J ) L) SR IR bk -1, 3- R (1. 0g) 1) £ B FP % (20mL ) IS VR AE RN B
T8 T Bt %« B LR VAR 1 B A I HPLCAl Ak PR AE (1-FF FE—4-(2-FF JE-10H-2%
HIbIWEWY[2,3-e][1,4] “5F4—4-FE)IRME—2-3) FELRZ G Sh IR &, & 2 — R L (i 1A . 1
NMR(400MHz ,MeOD )87 . 46-7-44(m, 1H) ,7.31-7.48(m, 1H),7.19-7.15(m, 1H) ,6.97-6.95(m,
1H),6.74(s,1H),4.80-4.71(br,1H),4.28-4.20(br,2H),4.07-4.04(br,2H),3.82-3.70
(br,3H),3.53-3.48(m, 1H),3.18(s,3H),2.42(m,3H) s ES1-MS(M+1) : 34211 % 9 C18H23N5S
KR e 341 .17,
[04091 52452
[0410]  2-(2,5- 42,5 &~ IH-AIE—1—J) -N-((1-FF -4 (2-F - 10H-ZE Jf: [ b ] I6E
[2,3-e][1,4] 5784 IRE-2-J8) B L) Z Bk
/

8 |
%9~J>“7}N-é; %a\,

x/~\/N—_/ \”_N\yj

u@;&»\ J

[0412] [y dyn sz 1 i adk ol 4% 1 (1 - -4 - (2-FR B -1 OH-Z8 3 [b JMEMY [2,3-e ][ 1,4] %
-4 ) WRME-2—45 ) Bt fZ (10 3mg, 30 20 BE /R ) £E570uL DMFAIL3. 3uL="T Ji& o ) V& W
TIANT600L N—(a—I5 R EEY g 3k 2,12 ) B 3V f B8 (AMAS , 10mg /mL, 7. 6mg , 30 . 213 BE /R ) 1)
DMFYE R » BT A3 VA TRAE 20°C R BERE 187N, B J SR F T S B 1 2 (A I 8RB SO
[0413]  sL4Hi3

[0414]  (2-F B4 (4-FF FEWRME-1-J%)-10H—2R FE (b JMEMy [2,3-e J[1,4] 57— ) H

[0411]
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B

[0415]

[0416] LF@%A

[0417] Iy -3 i

[0418]

[0419]  [mIHAL4H(60% ,0.58g) FETHF (2mL) H1 1) 2 V7 VR T NN 4 -9 —3—fiF 2 - F fi
(1.33g,8. 02 FE/R) flo—Z J—5-FH JL—mEmy—3-F i (1. 10g,8. 02 BE R ) AETHF (10mL ) H [
B R AMAAEZER N B 526/ I B/ IS AL BN (60 % ,0.50g A0
0.4g) AEFHFE3 R T, KR A W 29K /K (20mL) £ FHONER B2 (TmL) FR A %2 pH3 o I JEUTIE
It H KB o F =S f (35mL) S B A o K i ok g el 44, OF H T T — 23, &
FA ik LC-MS:m/z 285(M+1),307 (M+23).'"H NMR(CDC13,400MHz) : 8 (ppm)9.76 (s, 1H),
8.59(s,1H),7.70(d,1H),7.14(d,1H),6.87(s,1H),2.52(s,1H),

[0420]  LEB

[0421] 10—%2%—2—&'%—411—3—@%2%—4ﬂ—:ﬁ%‘%—%ﬁa‘%ﬁ[fjﬁ—?—ﬁﬂE%ﬁ&@%&

[0422] N%\@ )~\\ HCI

[0423] A fu1 2 Hij 20 BB P 3 ) 2% 1 2 (A - FUE -2 Al - O U 0k ) -5 R BRIy -3 - F i
(0.52g)fE 2B (5mL) HH BV I NS ER (1. 36g, 7. 228 BE /R ) /E6N HCLH VAW TR &
YIAESS “C s H InF3 /NI, 3 ELBE J5 7E 0K i H ¥4 20 ok DRI 44, FHZKBe 3%, FF BT R
o, Lo B A AR B Ar b &4, A& T, T T — 28, B Hobaifh . LC-MS:
m/z 255(M+1, VB %) . 'H NMR(DMSO-d6,400MHz ) : 6 (ppm) 11.18(br,1H),10.09(s,1H),
9.35(br,1H),8.94(br,1H),7.54(d,1H),7.27(s,1H),6.95(d,1H) ,2.26(s,3H) .

[0424]  JBIRC

[0425]  2-FF JE-10-(4-FF BE-WRME—1-5E) —4H-3-BR 244, 9- B &R JF [ 13 -7-F i
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[0427] [ Q2 B 5 B Bk 1] 48 10 10— Fk —2— FR JE—AH-3-FR 24 -4, 9- — o 2R [ ] -
T-H G Eh R £E (0. 6g) /EDMSO(6mL ) A E 2 (6mlL ) HH VA VR NN 1-FF IR (4ml) o VR S0 1E
130 °C i NI T /N IR AEVE TR, A 48 0156 (50mL ) #6 B, A 7K (20mL) #1 £57K (20mL ) ¥
B IR R A o [ AR VA S AE — U e (10mL ) o FF F v e B S8 AN VR AL 2 o WG B ik 3 t0 T
VIR B bRt &4, KM &R ek, T, JEHT T — 28R, Bfl o4l .LC-MS:m/
7 338(M+1).1H NMR(CD30D,400MHz ) : 8 (ppm)7.19-7.15(m,2H) ,6.74(d,1H),6.37(s,1H),
3.51(m,4H),2.53(m,4H),2.34(s,3H),2.32(s,3H),

[0428] BIED

[0429]  (2-HA BE-4-(4-F BEWRME -1 -5 ) - 10H—RFE (b JEWy [2,3-e ][ 1,4] “5UR-T-5) F
P flg

[0430]

(04311 [y g1z Hi A0 BR BT A il 44 1 2 FR 10— (4- R B -WR MR — | - ) ~4H-3-F 7 4, 9- %
F-OR LB -T-F g (0. 26g) 7E F BE (90mL ) VA B IR G FIHCT (0. AmL ) FI4T
(57mg) « AMAESOpsi T AT /N o I BE Z B4R R (147mg) VR B W7ESO0psi T #538h22/)
I o 3k DEARE AR TR, EL R P B 5 o MR AR DBV, I AT PR S AN VA VR (BmL ) Ab 2, IRk 4 2
T4 P E e AR AL LC-MS:m/z 342(M+1) . 1H NMR(CD30D,400MHz ) : & (ppm)
6.89-6.85(m,2H),6.64(d,11),6.34(d,1H),3.66(s,2H),3.46(m,4H),2.54(m,4H),2. 34
(s,3H),2.30(d,3H).

[0432] %

[0433]  2-(2,5- %A —-2,5- S~ 1H- MM —1-J8) -N-((2-FF -4 (4-F JER R -1 -0 ) -
LOH-ZRFF [b]MEWy[2,3-e][1,4] 5748 B L) 2 Wi fix

g
®

)‘w”’\‘(\\< A

[0434]

W

o
(04351 Jiy s 49 3ok il 4% F) (2 R k-4 (4—FR R WR R -1 -3 ) - LOH—"KJF: [b TWEW; [ 2, 3-€ ]
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[1,4] =572 Pz (3. 5mg, 10 27 BE /R ) FE185uL DMEAI4. 5uL =T JigHh (VAN
2601l N—(a—Ih R B W i 2, 18 ) 3% B I 55 (AMAS , 10mg/mL , 2. 6mg , 10 . 273 & /K ) ) DMF
VAT BT AR VM 20 C R RE90 430, Bt S IR AE T 5BV (L EE B A R M.

[0436] =245

[0437]  6-(2,5- % -2,5- A~ IH-MEME -1 —J) -N-((2-F F-4-(4-FF IR -1 -4 ) -
1OH-ZKF[b]MEWY [2,3-e][1,4] 54 -7-45) B L) O ik

¢
N
[0438] 0 \/N:S.
o 3 S :
//—~‘</ \/\)\Q/\\/\/ N /‘\S/f&\
N
e

(04391 [y G S5 3 Fir ks o] £ 1) (2 FR A —4 - (4-FF JEIR R -1 -2 ) - 10H-2R H: [ b JHEWy [ 2, 3—€ ]
[1,4] 5078728 F B % (59mg , 0. 1728 BE /R ) 78 & bE (AmL) HR VUM = 0 i
(0.048mL, 0. 34228 /R ) FH16— 15 SR B V. e ik O BN L B2 B I WP il (53mg , 0. 17 22 R /R ) AE
TEF ST (L) W VAR o A R IR R B 40 B, BE S nER B AR B, A S-
5% L/ SR Bel = & bl o 3R AF v i Al 8 1) B bRt 54 .LC-MS:m/z 535(M+1).
[0440] 5456

[0441]  N-[2-FFFE-10-(4-FF FE-WRBE -1 L) 4H-3-TR ¢4 ,9- B IR [ FI -7
BRI B R

[0442] o {%{N::%\

[0443]  JBHRA
[0444]  BEIAER2,5- S -1 L F IS

O

O
[0445] o A~ OE:‘}

O

[0446]  [a] 12 FE-MENG k-2, 65— (1. 23mL, 10Z£ BE /R ) 7F 2,1 2, 5 (50mL ) W (VAR TN
3-F M AL-TAEE R (1. 158, 1022 EEIR) IR A ARV 3 H) I = 2 F& (1. 4mL, 10
ZEJEIR) VKU TR P P B R L0738, I HLAE TC K A% D0 S S5 43 o ERR 1 £ ] 44
H IR L5 (3 X 3mL) Yo ik » MR 4 e 42 (1 [l 442 (2. 32g) o
[0447]  DIEB
[0448]  N-[2-FFFL-10-(4-FF FE-WRIE-1-J%) 4H-3- 244,99 - AR -7T-HH
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B 1 -BR IR R P B

[0449]

[0450]  fa] A0S A5 3 ok ffi] & 1) (2—FP B —4— (4-F SRR IR —1 -5 ) —10H—2R FF [ b JEW; [ 2, 3—€ ]
[1,4] =508 -7-2) F B % (40mg , 0. 1222 BE /R ) 78 & H b (2mL) HR VUM = 0 i
(0.030mL,0. 225 BE /R ) 40 2 i 20 BRIk i) £ (1) 2, 5- — %~k g — 1 — B Jis % B /8 99 I
(31mg,0. 132 BE/R) o £F 20 T IFRIE R L /NIy FE U i R pf ™ M e ) — ek dE |, A
Tr3-5% HEE/ S P L & S AR LA o B (AR 1 B ARk 54 . LC-MS:m/z 456
(M+1) o

[0451]  3BEEC

[0452]  N-[2-FF JE-10-(4-FF FE-WRME -1 JL) —AH-3-Tm 224, 9- IR [r] -7
IR R

N
[y

4
ot

§
N
[0453] o N={
S
H-o\( H
S

. L
(> m\s

[0454]  [a) fn 2 w0 BB ik il 2 FON-[ 2-FF 10— (4-FF FL R R -1 -3 ) —4H-3-FR 2% 4, 9-
TR IR DB T R - B B i P IR (80mg , 0. 182 JBE /R ) FETHF (1. 5mL) HH ) &
FFRIMANLiOH( 14mg ) (I /K VAR (0. 5mL) o 7E = I8 R B 1Z VA 3 /N, FRSHCT BR AL , FHk 4
EFELCMS:m/z 442(M+1, FHAE) o
[0455]  sf3i7
[0456] 2-(2,5- —%(—-2,5— A~ 1H-MEIZ—1—F)-N-((1-FF -4 (2-F FL—10H- 2K 3 [ ] e
Wy[2,3-e][1,4] A4 R —2-36) B L) 2 M- AL SRS (-8 6
[0457]  JDIRA
[0458]  [H]3. 19mLARFL S I 5 25 19 (KLH, 15. 2mg, 0. 1527 BE R ) 7F 100mM % £h 22 7 ik
0. 46M& AL A VAR (pHT . 4) INNTO. 3ul N-BE 3Bk W % —S— 2. BE AR AR 2 BR B (SATA , 25mg /
mL,1.75mg, 7. 607 EE /R ) IR DMEVA ML o TS IRVA VRAE 20°C T AR A HE A IR B 1N o 7] i 82
TN319uL2. 5MA# %, 50mM EDTA, pH7.0, 3 HL AT VE M AE20°C N R HiFk 2% FIE 525
o 8h . [N AESephadex G-25FE b, ff A 100mM BR £5 22 pF i, 0 . 46MEALHY , A15mM EDTA , 7

pH 6.0 F4ifk.
[04591  I%B
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[0460] [ @1 Wi 20 R BT IR il 4 FUKLH-SH(4 . 29mL, 12. Tmg 0. 127fEE /R ) INAAE S 451 2+
i1l % B IR S 3 A (566 . 6uL, 12 THRIUEE JR) o TS VR MR 50 4E20°C TR AT HE A% [
BB 2/ o B IE I 20umyE: B 25 2L pE 2RI 98, B J5 /X Sephadex  G-254F [ 8 A 100mM iR
RGP 0. AMEALANFEPHT . 4 S 44k

[0461]1 52458

[0462]  2-(2,5-—%-2,5- & —1H-MEM%—1 -3 ) -N-( (1-FF H—4—(2-F -1 OH-Z% 3 [ b ] e
Wy[2,3-el[1,4] “SIR-4-F)IRME—2-38) B 3L Z B F FIRIRBREE A -8 &

[0463]  HZIEA

[0464]  [A]2.0mLAE FR IR EREE 1 (BTG, 20 . Omg , 0 . 0354 & /R ) 75 100mMT % £5 22 il , pHT7 . 5
H VRN 276 . Oul, N-BR TG I i —S— 2, BRI AR £, BRI (SATA , 25mg /ml. , 6 . 9mg , 30 . Oflt BE
IR DMV TR - BT A A AE 20 °C M AR U FEAS I & 1/ o 13 OB 2308 2. 5M¥R
fiZ,50mM EDTA,pH 7.0 i HVERAE20°C TR Ak #s B 51594 . ) B ESephadex
G—25%F I, {8 FH100mMA 2 £5 2¢ Phif , 5mM EDTA, £EpH6. 0 T 44k

[0465] DB

[0466]  [a] 4n -z w2 PR BT ik il % (1) BTG—SH(4. 73mL, 14. 3mg, 0. 02274 BE /R ) I AE SE i 2+
il % B IR S 43 A (969 . 6uL, 21 THIUEE JR) o A VR MTR S0 4E20°C RS HE 4% L
18 B 3/NET o RS IE IO . 45umyE 5 245 Ak pE 2Rk 98 , B f5 7E Sephadex G-254F [ A# A 100mMTs
FRER 22 P, 0. LAME AL AN /EPH 7.4 R 4lifk,

[0467] 52459

[0468]  2-(2,5- % -2,5— &~ 1H-MEM%—1 -3 ) -N-( (1-FF HE—4— (2-F JE— 1 OH- 2 3 [ b ] &
[2,3-e][1,4] “5IR-4-3)IREE-2-3L) F L) Z B BB E A -5

[04691  HZIEA

[0470]  [Hj1.2mLOPIEER I (12.0mg, 0. 2744 /R ) 75 10 0mM s 2 £5. 22 i, pHT7 . 5 (1 ¥A 0
AN50. 1nL N-BEHEE Y-S 2 B £ R G (SATA , 25mg /mL , 1. 25mg , 5 . 421 BE /R ) (I DME &
W FTAF R AE20 C TR AR 28 FIRE 1/NS o AR B INAL20uL 2. 5MERJiZ , 50mM EDTA
(pH7.0) o AT HVE AT 20 C N iP5 IR & 15980 . ) M. AE Sephadex G254 I, {#
100mM B8 £5 22 ph ik , 5mM. EDTA , 7EpH6. 0 R 4lifk.

[0471]  sHIEB

[0472]  a) 12 ij A0 B i ik o) 2% (1) B35 82 11 —SH(4. 2mL, 8. 0mg , 0. 18%0 BE /R ) I A AE 5L 451 2
Hh 1] 24 1 PR VR S BURE (2001l , 4. TR /R o TR R A AE20 C MR AP 28 IR &3
/N o S B FESephadex G-25FF I, 48 F 100mMBE R £h 22 /i, 0 . 1AME AN, #EpH 7.4 R 4k
ko

[0473]  s24510

[0474]  2-(2,5- % -2,5- " F—1H-MEME—1-J8) -N-((2-FF -4 (4-F JER R -1 -0 ) -
1OH-2FF (b JHEWY [2,3-e101,4] S A-7-0%) B ) Z Wl 4L R0 I W 28 11 -4 5 1)

[0475] Ay nsE 7 , 26 BRA IR H) 4% (I KLH-SH(3. 31mL , 9. 8mg , 0. 0984 BE /R ) I\ 21 S 4514
TR 1 45 (1 3000 2-(2,5- 42,5 &~ I H-NEIg -1 -5 ) -N-( (2-F J—4 - (4-Fp FER R -
1=5)—1OH-2R I (b IMEMY [2,3-e J[1,4] 504735 FF 5L ) 20 B eV v ) 25 il e (6. 97
JEEIR) o TS IAVE R A AE20°C R AR U HE A LI G 2.5/ o SR E L0 . 2umyd: 4 28 5
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JESS I e , B 5 AESephadex G254 FAF FH100mME R £h 22 7k , 0 . 46MEALANAEPH 7.4 R4k
1t

[0476]  sEf11

[0477]  2-(2,5-—%(-2,5- S~ 1H-ME MK —1-J& ) -N-((2-FF J—4-(4-FF HLmR R -1k ) -
LOH—2R (b MEWy [2,3-e][1,4] “ 2R B Z B -G E -8 &Y

[0478] (A dnsE 9 , 20 BRAFTIA ] £ 1 B E 2L (1 -SH(5. 38mL, 17. 8mg , 0 . 40%4 BE /R ) I 11
SN AT ] 2% 192000l 2-(2,5- 52,5~ & -1 H-MEAg - 1-J5) -N-((2-F B4 (4-F 2
WRME—1-2)-10H-25FF (b JHEWy [2,3-e][ 1,4 ] 3R -7T-0%) F &) £ BV VI 55 9 il i
(10. 2T BEIR) o TR TR S W7E20 C M AR 28 FIR & 3/ o [ BZIEIE0 . 45umyF 5 #8520
TEyE 2L € , B Jo 7E Sephadex G-25FF FA# FH100mME R £k 22 710, 0 . 1AMEALAN7EPH 7.4 7F
Ak

[0479]  sEf12

[0480]  N-[2-FHJE-10-(4-FF BL-WRWE-1-J5) -4H-3-Bi 44 ,9- BRI [f]B-7- L
B -BRIBG IR -F PRI R E A - A

[0481]  BIRA

[0482]  fy1sL 4516 Fridk i) £ N[ 2— 1 B - 10— (4-F JE-WR R -1 - % ) —4H-3-FR -4, 9- 7K
He-RIF[F 1B -7 FL F AL - DR BT iR (7. 9mg , 18 OFslt BE /R ) , N— 34 B 5% 3119t IV fi (NHS,
8.3mg,72. OfHBE /R ) HIN, N- R 0 Bt W% (14 9mg , 72 OFHUEE /R ) 7E500uL DMF FI5uL =
TR P RAE20°C T ik 18/, B G BEE T 5 & A RER A .

[0483] DIEB

[0484]  [5]2.98mL ;- FURBRBRET 1 (BTG, 14.9mg, 0. 023f BE /R ) £ 100mM Bk 12 £ 22 1K, pH
7.5 VAU NS 00ULAE A5 BRAH ] % (R 7L (18 0T BE 7R ) o FIT AR BV IR S 4E20°C TR
R FESy LI A 2.5/ o S RLE L0 . 45umyE: 5 28 20id JE 2% 1k 98 , B 5 /E Sephadex G-25
FE B AT I 100mMB B Eh 22 ML, 0 . TAMEALBNAEDH 7.4 4k

[0485] =213

[0486]  BRLAPI 5 4 MR f s

[0487] 7 F] S50 SR 34T — R A 5% ), 48 FHELTSATNA /N B R E28 T ) s B e o A2
IR A 988 3B, 3F HLAn S R L A2PT 7R IEL L SAKTHE s H LR 24 A IR 1) S S 1 (i 2 48,
FENSOZHAL) -

[0488] 1.
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[0489]
i ) 1 § § i ] i i i § 5
L s o ) ow falulelolelule]e] §
R PN YO A B w1 on 4 o 3
I P T
t 1 ¢ t ¥ 3 i i i { i s
¥ fh 1 3 3 ¥ i, i 1 ) i 33
1 i i i 4 f 1 ] i { i B
4 ) i § § i b i S | N -
1 X 1 3] i S0 Pt F 42 43 1 34 b 4% 1 48 1 ¥ 1 dg i
i i § i i 1 1 ¥ i § 3 <
E i i i i { i 1 } } 1

MR AL ST

1 It R B 2SI
e s i . i . i e s

[0490] 2.
[0491]

23 3 g g :
PR SR28 3 BRI DR404 Q192 st a9 REss LTS

[0492] Rt it il 38+ EL1SAIU G A 08 15 5 7 153 A B RUCTRS A PRI o B 1 -37R T AR
H /NS L1 L) =M AR PR AR AT 0 45 IR o B 7t onf B R0 (0 4 s B 5 0 S 3T
RIAEAL S5 BT o

[0493] P 475 H A2 MU0 D00 5 2 B Ao PRI 2 4 P S 2 M0 5 A, B T Al 3R 4 B 0T o
BEEF 5 8 A BUO6RER B BB IR ST T O b AR I E 4P R 1
XA FE G PERE S ARACT I 2 B (B ECF) S EGRHE S RO 2 B (BT 3
HURSS 5 AEA P BECT 1 ERE USRI 5 A7 AE 29I o BUREAC AL (10 % e BAEREAT T
B o F B GE0CT 5 3577 AR 1) S 2R 7 o 1 i 2 A2 B 5ot AT B G60T SR 6 177 2R 1) S22 75
o N il AR 6 Rt FLAT B ST SR 3R 1L AR 1 i 2R 7 7 il 2/ B TR R

iy Q
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