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[0106] nN1.2.3.48%5,

[0107] 78 5 — N SERti il , AR B Ko S PR s 25 & v B % S I PR B L &
G B A 2R, 5 BT iR S PR s g5 7 B (1) 2 W BT RIS P A4
P2 JE MR B A VT AR ) s B (1) 5245 (D) BIPUR I 456 1 SR AL AH R I 3R AL s Hor
[0108]  R'JYHEKOH;

O
@)
(01091 R*H0 (CHe) :NHa- & D o [N

[0110] 0 (CHs) :NHC (0) (CH2) 1CO2HE%Z— (Y) p—G

o O

J\"J}]U\OH
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[o111]  Hrp.

[0112]  Z A0 (CH2) +NH;

[0113] Y WLIAIRE 2L ] s

[0114]  GRREWESS & BRI B R IE R ;

(01151  pH1;

(01161  rH2;

(01171  mM1.2.3.48%5;

[0118]  nA1.2.3.4H5,

[0119] 78— SERti il , AR B K S PR sl 25 & v B % S I Bk s L 25
G B A 2R, 3 B TR s S PR s 5 A 7 B (1) 2 W BT NI A & Y A4
P2 JEME BRI S E VT AR ) 5 B8R (1) 5245 (D) BIPUR T 456 1 SR AL AH R I 3R AL s For
[0120]  R'JYHELOH;

@]

@]
[01211  R*MO (CHy) NHz. & D o (N
oyt Ady i

[0122] 0 (CHz) -NHC (0) (CHz) nCO2H;

[0123] Hr.

[0124] 1 42;

[0125] mA1.2.384;

[0126] nA1EL2.

[0127] 78 5 — N SERtifl h , AR B Ko S PR s 25 & v B % S I bR B L &
G R B G BRI, I BT 5> B P s L 856 Be: (1) A2 BT 2RI A6 & PR 4
P2 JE MR B A VT AR ) 5 BR (1) 5245 (D) BIPUR I 456 1 SR ALAH R I 3R AL s For
[0128]  R'yHEkOH; I H.

0
AL T A
2s p
[0129]  R2J90 (CHy) NH2EK, xOH?HJ\Mnr:l
O

[0130] Hrk2;

(01311  HmHM1,

[0132]  FE— MLk B St ] o, A B8 K o0 TS B AR B 45 6 7 B 0 K AR B
HAha B & 2 A, IF TR 7y S ik sl L 456 F B (1) a2 VITH AL &
WA G R BRI 2 S T AR R s B (1) e 5 (D) BIPUR 4 & B R ALAH R R AL
[0133] = VII

o O

MOH&
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N-O
[ NH>
o
N
OH

[0135]  FE—AMRIE I St o , AR BHPE S o B PR sl = &5 & B % B PRk El
Hes& B4 & 2R, 3 B TR 7 B PR e gs & 7 B (1) 2 m B FRVITIR G
RN G 9% T BAR I RS T AE ) s B (L) 35555 (1) MIPTAAR B2 & 1) R A2 AR TR i) R A7
[0136] FQVIIT

NaO
Y-
0
[0137] N 0
S 9 h
SN NH,

[0138] £ —AMLIE B S ta ol o, AR & BRI Koy B8 B HiAR B L 45 & B, 1% B B 44 Bl
HEEG F Beas & 2R, 3 Hrid o0 S PR s = 456 7 Be: (1) & N T R IXFI &4
FHA P38 B M BRI S A P AR ) s B (1) S5 (1) IR BT 45 A R 3R AL AR TR 1 2R A7
[0139] = IX

N-O
1 H\{’ 0
o} O/\/ .
[0140] Nﬂ]f\/N /
S s
OH

.

[0141]  FE—AMLIE B St o), AR BRI Koy B8 B HiAR s L 55 & B, 1% B B H 44 Bl
HaE R B & 2R, I H TR 73 B PR sl L 456 Fr Br: (1) 22 T XX AL &4
R P88 B MR BRI S A P AR ) s B (1) S5 (1) IR BT 5 A I 3R AL AR TR 1 2R A7
[0142] X

-0
) N_° o
0 o/\/ \(
[0143] O\JT/N N /

[0144] AR 1EHN, 32 80K BH BB AR & ma R Tk B R T R VIT RVITT R IXBL R XL &9
P A, P AR B 2 D P 38 A 1) S5 T A R

[0145]  fy b= prfiiad i A0 & M A A& 15 e 2 SRk A4 P T B 285 4 1) ik — 2 A
TIRMET N FREN BV A NGy 5 I B

[0146] 33Uk BRI TR I — DAL T R 77 b5 A “Biis” 15 B

[0147]  F: R Wb S fi 160 2 P 0 5 12500 6 DA A L oA i) i e 36 B oAl vk i, )
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SE 2% B D 0 W 5 2% o I Ak ) A o e B ) — D AR AR TR O bR AR e i
R ANLEE B

[0148] AR BHIGHRBE P2 AL 5 A BRI BT B TR 53 o7 iR B () 8 T huikr
AT A s DA R (1) T A6 4 A G e S PR i Ak ) 48 6 e P i 32, LA i g 327
A 2 A B R ES B B B o 78 S AN S5 R, BT VA A mT Rk H ARVIT 2RV T,
=RIXEL K XTIk A W0 A0 B 0 R0 G 928 T 1 3R R ) 505 40 o 25 UK B R U AR 16 7 A 1 g —
AT R TR AR RN U T B

[0149]  SRFRAL T P2 AR BEAE P2 AR 25 A 28 R RE B 1) B Te B U AR ) 2 A SR A M R 1K 51 o 1%
VAEE: (1) EFE TP~ E001E £ (1)) BRIk & 90 R0 G 028 TR 1R A 1) 48 & W B b
s (L11) ¥k B EME LRI R 5o RNk & DLAR BORE 0% 7= 28 45 & 22 1 55
) B e B AR B A N P s DA K (iv) e k25 4 B DA R4S 24 S TR 4 &R - 7F 53 A S e
B, FHFZ R g AT ik B aRVIT VT 2RI K X1 S i AL & 0 A e 1%
JiR A AR 1) 285 ) o MR i 2 8 BH 1) 2 A8 SR 0 P AR )t — 2D AN A T R 5 b A A
B

[0150] Ak B IR FRAAS WAL v RS B (1) T34 127 B 8 (1) A S5 AR 8 5 % B
(P Al , 12 p AR FH ol R AR 1L A5 1e L AR TP AR AF LE T i o 1 R 55 B T R b
WA VAR (1) K IUAR 10 5 A 4 DA RS DUV om0 R 355 B o S 40 = R B (1) 00 ) 5%
Bl PR 7 3 B — D A SR R TR bR G M I B

[0151] B4 1 FH TR WA ot o R85 ) 11 5 e 1k e U 5 v o 1 7 V0 = (1) f A
AR A 2 AU B (%) 0 A4 RO 55 I 8 355 B ) 57 4 1 45 5 TG AR A 1 fi , G o Y T A AR 124
s T LA R ) 35 i G 5 4 1k 5 A O A A4 R i — 3, LG PR 0 R B 5 4% R 33 B B
T M5 SRR AR 35 S5 S B PR LR (1) A UERIC DAAE RS MRE 5 A 5% B AR S T R
F 40 R DR 555 B 1) 5 4 P 928 0 5 g vk B i — 2D AR SR AR TR D A g e g% e 1)
B,

[0152] 7% 3= U BH I — A0 Ade 0 St A5 o, 00855 T )k 00 A )35 i 2 7 P — i 22
I AT DA I o AT B, 12— Pk 22 B Al W R RS B 2 AN BURE AR 254, FF B Ak
Hhy, 5 R 2 ANIURS #0956 2549035 B e DL T ZEL R 28« B ST IR I | b 3 S 1 ST BEL T
PLCEATIAR I .

[0153]  bA kA i i, 22 R BH () oA o] B T 00 5 38 R RS A 25 W O A7 AE A/
BRI H o IR PR WU A0 VR VR T 2540 B, AT S IR BT 1 A A o BURE 0 25 () K P
Kre] T2 B, A4 B AR U BRI 5 — AN STt fsl], B4 « B R4 v T I
N B AR M () 6 R 5 PRV R 3 75 AN 1 IRATURS #i9 24 7 R 6 70 B K R AT VR S Pk
FPT 245 7 SRR R T L 5 FHAE B e 2 75 S 38 DR B Rk /)N 1 AR B ] 3 0K 9 24 1) 77 = /K
Bl 24 1A] B DA B O 08 21 B 4E KR A 2 25 WK-F I o 38 TR RIS 52 ik 2 d5/h pK
IKTE (I 38 17 5 S ok #2450 YE T B B R B s F T E 2 Rk ) Bk B 22 Rk R
PURE M 250 0 A WD SE R s FH T VAl 52 07 R 2 R8s A5 245 )~ 25 W0 A0 ELAE FR IR s2 e 5 DL & H
VB B R HERR BB A48 AR I R RIS B FE 7, FF H AR XTI PR 56 24 40 2 K 1 13 A1)
J B8 B M ) B T B

[0154] L& R E WA G IE IR
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[0155] KT EMMEEIILL K e i, 48 LA R 46 5 : AMASAN- (a— B R0 Ji 2 2, Tt
A IE) BEFAEE Y B S ; BTG A4 AR BRBRE (9 s BusNN =T #&; DCCAy ¥R L 2 B — 3V j% ; DCM
S KE s DIEASN — S P 3 2, % s DMF N, N—- — HI 5L FE R e s EDTA 9 2 — % DU .18 s KLH A
EAFLIM 3 25 s SATAJIN-BE AL W f2 S— 2, Bk ZE A £ BRI s TEASN — 2 1% s THF 29 VU &k i 5
TFAH =5 LR s B3N = 2 Ji s TBDMS Ay T 28 — FE BE R RE e 2 s DTC O — 3 TR 2 ik — U e
DMAP AN, N= - F FE— 4 FEIE g s EDC 1~ 2,383 (3- I & IE A FL) ik 0 fiZ 2R £ s NHS Ay
N-F2 B 3% FAE WV % s TFP A DU J 8 22 s PNP R X il 28 2K 55 s TBTU KO- CR I =Mk —-1-2%) -N, N,
N7, N7 = DU R R iR DY UM R £ s HOBT AN—#2 HE 2K — Mk s DEPBT A3- (2 LA FE I B AHU S - 1,
2, 3= IF = W4 (3H) ~ i ; BOP-C1 AR (248 AR-3-v el L) BEIES ;s DTT A i 7% B W I
[0156]  RiE “SRA47 & F8 HH ML B 7 B B 7 — T BRIV AR AT ) ot - AR I A P B
/AN B I &Y 5 K0 T RS 2 fe R &), Fe a2 A TG 7 — i
TE R IR it LSS, /Ny T AR R T B — DB AN TE A s

[0157]  RiE “PHUR” 2155 0 Bl B 2R PUE & o8 B B 5, B A Ge il
PRI R AR S B0 I BL o P A 2 il i K P P S AR R B 1 7 T B R R Ak b, I HAR G
T FB IR 1) =4 R G 38 Jir v S 21 N BB A 52 Ao 3 P9 T T o

[0158] R “buiis Ji” R AR RE W R AW 51k 7= AR BUAR T 9% 2 I 0 o

[0159] AT FH A “Fn e R 1t 8 447 & Sy SR R BT, I R B o, Hpe g e — el 2
AL E AL S PUR BRSNS B85 7= 42 T 5 X B 2Py Ji 45 B 1 Bk o G g JE P E AR )
JR A s AL FE AR AN IR T4 08 =2 SR I AT 51 ks £ AR E R E S E
HRATEZHE R, AL TR - 58 25 2 B vl 48 FH O 0 T b 28 (R A8 AT 85 R0 7 72 el 2 0
AT 4%

[0160] &Pk (1 BRI ] DL AR S R M 30k, B EARR F A& A EE A REA
& NP EREA REREF IEAEA LM ERA VA EA A FIRREEREA A5V
NEAEA REAED BERTFERED  AERHR B CEE R AFH R Em
B RARE (@R %R .-

[0161] 328 Jif P B IE IT L FE TR Z I 2 B, IR e SR U 0k 2 W2 J o B b 1) B B 4 5 T A
R S TR A 2R R UER B8 I A 4R 2R KA R G Bl R F AR
B NRSE - 2 W5 5 (BUIEIR) W AN /B NE T ik 2

[0162] g R P B A48 mT DL B B4 & &2 Bk 2R (B R) sk Z Hlh () — I 2R (%
i) .

[0163] s J5F 4 ¢ A 30 W A 955 ] A< UL o ROR () ELAT IR Dl 22 /0 250 L 02760K (um) HANER
1E£5100um, JF HIEH 290, 05um 4 10um. UKL AT LN A HLELICALI 75 kP 6 sl 3R 7 ik 1
(1) Z FLIETCFLIN , S N Ean TR % B, — N 290. 78 1. 5g/mL, 3 H i vl & B
085335 BH (1) BN 325 BH B R B JORE o] LLCA AR A 6L, 1 W40 B A A A= 47 » L5 I PR ol
07 18] 5 T 21 2 3 200 P 9 ESL A L A8 R  BEER T (Streptococcus) « 4o 0 8] 4 BR 18
(Staphylococcus aureus) - KJIGHFF B (E.coli) FpEs . BORLH A6 & A WL TCHLER &4
RSN I i E e g S

[0164]  ARAE “NTEY)” R failid — AN EE M5 O B A A 4 i1 B 16 2240 & Pk
9 Fo
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[0165]  ARIEALZAAL G “SAAN” 7 15 B & B ol 1 1K) BE AN 5 225 A6 & WA TR IR 5E 1Y
AR (HR I B BELL 225 A0 S VIR B BE R B I AL AL B 0

[0166]  “BRic” Rl or 7 “fh it 3 A" BRI AR AR AL o P A B RE i 7 A WA
55 AR T ARIC AT LR & 2 0T B DU B — Rl i Az AR sl 25
SEARI 53T W ANBCAA , R e S PR BRI o b e m] B e e i A FH 32 42 mlpf B8 4 ) 2
P4 o A 1 1 AR R PR ) L SO P R AL R (i, 20 T) B (9 G B LB 17 I i 44k
Yl W Fr B A A 500 A PR AR DG T (B, B PEBR L 5O 3R S AR e
BEFITC, By light 649) JHekb AR IETIAUA IR (B, — 238 T ke UL E) Bl
.

(01671 GnA LR AL, “TRI BG4 R PR AL 22 G5 A 1K) — B, A% BT 70 3l i B e SR A A e
ANECEE 2 AT AR o R AR G R bR T A A A AR X ] o Ak ] 2 e
FAAET AP E YT H LGRS WA PG 1077 sCELR ) B -7 A4 R, I A ) i
8 “A HLIE) B 2 P o FH T 2EL 35 1) B8 0 1) A 2 ) S R TO R A AR 6 A R 1K) T SCAR il o 1]
DL 1) 8] I 40 g LR B S O R A T R PR ik B o T e B s P AR AR R N ) — A B
AT FEBE P AR BE A R 0 B A DR T DA A A A R T
FITTE “I% J5L 1 R Fa b 2 AR B AR SR BT A BT 5 e G R IR T T DU AT SR LA
SAFAEIF Hol B8 & 2V EA 1 iR sl e 2% IR 1 18] B 4034 rT R SE AR B 07 I, [ 1 v
) — 8  BAE N AERE P I B 2 — B

[0168] i) b 22k P Ji 1 (1 Bl i vH SR S AN T R R OR A R & I I I R R Y
TEE R 2 18] ) R B 2 T S S A R R R R TR I 2k P A ) R ) L
PR I BE R 1 B 204N SR T2 [ o

[0169]  “BAEIEFRILH” R fa A T PUR B IF Bl H 3R 0 v] HIA B kA o i) B o
PEEE [, 38 T 12 S S A A A, 2470 IR 20 AT I8 A A S B R R BT AR R 2 53— AN B
PRAEGURS AN (Rl BUEA) ISR E W) F ot s al Atk )y sUE R B AR
(R E8 70 LA 5 S P2 S IO A 1

(01701 ] % 22 [ AT P3R5 - DU 3 2 800 o AN [ P2 1) 1) B 420 e Ve [ B ) LA B 3 AR A
[7] P9 P28 B 45 2P DU DA 52330 20 S BEOR DAL BUAR I I A K s BN 1R e 5 R 5 o B
B E PR T B F AL E VR PR AR E AL 2 28 e % R 48 LR IR R
9] o 5] B8 0 R B 5 S K M GV L TAT, LA~ U BRAT 2R ) B R 8 KB TR B R o SRR R I 7
S 7R AL A EANER 3R S A e S 2 ], I G 3R £ I s P gt RIRAR LA SR IR AR ik
EilP

(01711 R "SR A% P SRR ™ A2 F A6 S B DR HE 1 x AT BRAL A B R 4 oo R
B SR TR [ BRI A TR AE SN T MR AZ A 4 S H T DU A S s )
5o

[0172]  ARE “HURIN” 245 L BEA ) T _EAEARAT A7 B AR 5 A0 I 1 B0 U571 i 7 B
JE7 BT A B o BROACIS PR A BR 1 E s 1) B A o 3R 87 VB Bk VR O R e B L DT B L b
e N RN RN T N TR N L EERJEI R

[01738]  RE P d" 245 2 L 120 S 1 (BRAE 53 40 B) 19 NS BN AT B BE A SC
BRI, I H AR S 72 G458 BA AR M AR P BOK T 2R ] o e S B R EANIR T H 2k L 2
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BN RN TR R T AR TR ORCT AR R R O RO PR R 2,
2,4- =W R | A B0 B R b

[0174]  RAE “Phbe L & 4 H1 3 28 103k Ji 14 BSC R VAN BI05T 70 ANV AN ) B PR Bl — 3 () 4
PRI o ek UK AR A7 AE T30 B oR B RSE A T2 1, 1- A T 201, 2,3-=
B S7N5E N N i1k Ny o E

[0175] ARG “Zebe e a8 N A — DB D RIR TR eI B, — A AN IR T
e BRI R i B AT AT R T — R AN A

[0176]  RiE “G b A" R IRVRE LB B SRR T3S 1 20— Mad ke 5
FH.

[0177]  RiE“WeE A" 2is A A SRR TR G EZ 1205 T GRAE S AME) 1) 58
BUSCHERE A R B AN PR T AU | SRR T AECEE e AR R AN T AR

[0178]  OR¥E “fe s e L R 4RV e B B S AR (T A IR 7B & 1) 22 2D — AN e S 2 4]
[0179] ARG “BiACKE R R R U be d B SAT (TR IR 18 S 1 22 /b — Ak [ o B 2 141 T
A TARAT A A S HAAFE O AT IR &

[0180]  Rif “FRERAREA” R FR R B At ik PR Je it L 7 R mli 05 e R R IR I

[0181]  RiE “Pe ek Ee” Je 18 AT & i LB S5 AR (i BR B 1) B 2 22 (A1 1 B ]
[0182]  Rif “Je75 57 R 48570 B 70 I I B8 TT R 10 7T XA 757 IR HE A, H P AR 38 1Y
A H1 326 FNLOEES Y — 2= PUAN 2% J 7 4 A, e rp GRS 7 AT DUATAT 0 VF B SR AL S AT AE oo
191 6,455 2 R IR e 56 2% g e R R Wy R L S o R I IR R IR e | SR S | S
vl 5 | o B IR B | Mk I I | e | | bk B | e BRIy B
[0183]  RiE “F7 2" RAEM AL 6 = 12/ Bk I BRI B 31 57 PR FE [ o o ik B 2R W] AT
EHIAFAE T30 bR B d0 2R 3 IR AR

[0184]  ORIE “T5 bedk” & F8 A5 05 BE AR () Cre e R [A] o 7 (9 B 5 2 R & kg2 -2
R

[0185] R “HkIL” 2452 ] -C (0) R, HHRONVE Je 28 IR Se 2 L A e 2 L 0% 2k L 05 Je S
A 75 55 o “TRALT” H#—C (0) RaFEH AN N2 731

[0186]  ARif “WhELIEL” £ 483 H]-S (0) 2Ro, H AP RONE B3k RGeS L Aele 2
BT B HE N O B o “REPRAL R S (0) sRaZERTV N2 73T

[0187] W] I 2 ol 22 4 1) T VE SR ] 45 BAT FH T 2 0 R B 432 22 B0 8 20 1) e L PR R i
HEFEFE P 0 (5] B ) o A P I 2 P AEAT — I AT 22 53 B R A BOE AL 70 1SR 18] B 420 A
FOVF5 2P0 JE R AR 1 28 B I S5 8L, -, ] 99 g A5 FH AL 1) s 2 14 350 4 o i e 42
T 5 PR SOV B F A0 5 8RS G B Re i B AR R p s BB RE TR SR A AN
By 52 PR &5 B 1) B T 1 72 1) o [) B P A R BT 482 28 2 B R AN AR 1) 7 vk B R B AN PR -
Brinkley,M.,A.,Bioconjugate Chem.1992,3:2-13,Hermanson,Greg T.,Bioconjugate
Techniques,.Academic Press,London,Amsterdam,Burlington,MA,USA,2008F1Thermo
Scientific Pierce Crosslinking Technical HandbookHf#iih i AELL . o] M Thermo
Scientific 3747N Meridian Rd,Rockford,IL USA 61101,ph 800-874-37238% % 7F :
http://www.piercenet.com/ & HHF)Z28 SCHR T 2 al 3 5 485 SO FH T 1) Ba 2 B 1 2
BRI VE 22 Z2 S AC ) 701 AT INBEBR B 49 4 Thermo  ScientificiE3kAE

X

etk 75

18



CN 108517014 A W OB P 14/41 T

[0188] T H AR EEER M EHUR , BRI £ 2 PR RN adE e yiR Bk 5 R
A 35 B A S ) 1D B A A A B T ) S N o TR PR IE Al 8 SR 5 S A% T 4 G R B O
W1, 76 i A0SR AT T AR e B DL TR s b s B ) T o A e S 8 SRR IE— A Bl n e 825
A PR AR G R S5 AT T BAE AR A0 2 0 5 vh DR R e R R B o AR B — ML R
W R ok R et o v M G AN T I 7 ¥ B Benoiton, N. L. ZEHouben—Weyl,Methods of Organic
Chemistry,Thieme Stuttgart,New York, 2EE22%:,2563.27, 55443 71 flBenoiton,N.L.,
Chemistry of Peptide Synthesis,Taylor and Francis,NY,20065% 4 prHiiA ik HvE
PRI ELFE S A 3 28 s (PNP) (N—F2 R R LV i g (NHS) 1 DY 3 < 25 1 (TFP) o Al i AN 45105
I EEAR N R RN VR 2 070, 91 a0 R 2 5 0 Atk Pk S i e P S 1) e I R ) 8 o i 5 23 D,
Fieser,L.F.fllFieser,M.Reagents for Organic Synthesis,John Wiley and Sons,NY,
1967 e Herh 25 26 SCHR o 3 48 R AR AL i L e VR I S 78 Tk i 5 28 g (PNP) , o3 ml P AE T
PR BE I A BG4 F , i0Wu%s A, Organic Letters,2004,6 (24) :4407H Frik . AT i
W02012012595 1 SB35 Fridk , 3 1N, N- " BRFAME IV Jle B AR IR I (CAS 74124-79-1) 5L &)
(R IR AE A AL AN AE AR 18 5 ) = IR E = R N G R AR AE R FE K S T
IS, B 30 ek A PRI 5 % T I P e A — 2R 2 3 i — W Jf (DCC) Bl =8 it 7K 5 78 e 7K 2% 4
N SRl 2 N-F2 B DR HE i (NHS) s . I R IR 52,3, 5, 6- TSR B = O IR IR, 72 A
BB anfEE B ia A B = S sl = S N R SR AEAE T, FE e K 564 T SR ke i) £ DY
SAFERE (TFP) , 40Wi 1bur® ABiocon jugate Chem.2004,15 (1) : 203 Fr i 38 1) I AE A4
S EOR N SUR R B8 F O R0 77V R 3RA5 3R 1 rb B 1) 1R R& 056, I B OB A
)i KR A P4 3 6 [ B B 2 22 B S R 0 - PR o IX SE (ARG A7) SO VP ~F- P SR B 2 22 A dA
R R A
[0189] X1
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O ) O
] N-O N
N-O = N
‘. oy
o o O o)
0
0 o o
N-O O M~ \ N-O
Cproghethrd3 | Cron~
o © I O o O
@) @) NH\I(\I
o) o) Np (:NON/U o)
[0190] - ’U\M’O
( N © . o O

o)
o)
o) : o) &
< ;N_O\thN ] ( ;N_OE‘)/C\N:j
(@] d (o] )
o) o o)
Crogbhyrdy QO
o O o o)
o)
o
o & m A= n 693E BEE 1 F2 10 Z09],
N—O
[0191] \H/H\"H
% o N

[0192] P Ji b %) Jie A [R] B ) 4 B oo b R IR ' R B AE AR B FIA7AE T 1) B B2 iRkt
AT FAE B A X A e i i) D a8 B T IR s i A 351 o IR AR Bl 7R B 4 AH AN PR T
0- GRIF =ME-1-3) -N, N, N, N/ =Y F B iR DU S R 8 (TBTU, CAS#125700-67-6) , Z I -
Pruhs,S. ,0rg.Process.Res.Dev.2006,10:441 ; #7A fig — V&t /K 75 lIN-N-— 3 & FL ik
TR (DCC) « 7 P FERR M fiE (DIC) Bil-ZFE-3 (3- W FE I L) ik — L JiZ 2R MR #h
(EDC) FUN-F2F 7% 5 =M (HOBT, CAS#2592-95-2) , & W, : KOnigW. ,Geiger,R.Chem.Ber.,
1970,103 (3) : 7883~ (= LA LB M S J5) -1, 2, 3- 2K IF =& -4 (3H) i (DEPBT, CAS#
165534-43-0) ,Z W, :Liu,H.%5 AChinese Chemical Letters,2002,13(7) :601 ;X (24
R-3—vZ ke 3E) PR S ; (BOP-C1,CAS#68641-49-6) , % I, :Diago-Meseguer, JZ& A
Synthesis,1980,7:547-51A &z HiBenoitonfEChemistry of Peptide Synthesis,CRC
Press,Boca Raton,FL2005, 2% fllfiAdvanced Automated Peptide Protein
Technologies (aapptec) ,6309Shepardsville Rd.,Louisville KY 40228,ph 888 692
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T LR AL FIAR A4 s www . aapptec . combA S A 1) 225 SCHR R 1 A 1R 10 L e k) TX
J7IEAN G 7N b R B 2 A B Y AR ) IR G B RIS R VSRR I H el R EL B
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B K i #F R B R R0 HE AT A S AR R LUJE GE (ab”) 2 v Bt (Carter®§ A,
BioTechnology 10:163-167 (1992)) o X T AMUIRAIHARN 2, T Hidk v B = A e
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FOR A O A I W] A B BEFY B (seFv) (B IL3EHE L 45,761,894 15,587 ,458) Fv Al
sPv i BORAUA 1 B A B 2 45 52 X 1 5e 38 25 A0 s I 53 IR UL, EATT T RE SR B HE PR AR
eSS G PuiR i Beth T DU “Ge MR, i, an & L R15, 642, 8709 BT ik (51 4m) . ik
FREMEPUR Fr BOAT g B e 1 BRI e 1 1

[0267]  JilsE w7 & AdE B

[0268] & m]H b EdE an b Bk A P 0 il s 1R & (PR il &) AR B & nT
BLHE S B PR P19 245 W0 R 15 B PR A4, BB RS 998 25 P 1K SRAA BRI 5 R 1 o A
BRIAT MBI E G0, I H AT AT M A0 2 — Fhal 2 M i, a2 i B 2 O RN & I ks
P93 2 ) B AH bR A

[0269] %53 “Ml iR &” 2 8 F T3 AT e A4 Rk AT 77 8 2H 2 o 17 ol DA A 2 40 5 1
TE AL HELEAR R B I A28 X R T e AT 28 SR OB RS T 1 DL B2 YRR B A2
T o AT 3 BB A E TR & rb 0 50 6 B AR EL 45 DS S A ok 5 87 FH A e R 465 IR o 1
PR i BR AR AT 140 00 5 1k 1) 5 45 4 5 AR 55 BT P A o 7R 603 B 4 R 355 B 1) 5 4+ 45 5 T
AR DL R AR AL RE AL ) o

[0270]  J i “REHE RN A RL” A2 78 65 B & 1 2 BT AT AT AR v 5 S 2 31 R 75 2540
(0 25 A WU 5 PR B 5 0 B A AT s FTK 2 (P IS HEAA ) o st L SR bR A SR AR I 45 SR
PR it R 1  25 SRV S W T VA B o T 5 T 0 M T A 1 it 4R kAT

[0271]  AARELAS e BH B R AIE () oA ] i () e AT D0 4 FH 10 P ol B0 4 7 iR 6 A 4 L B2 B
SR U PUARTE R B SRR, G U E AN R 40 2 mT g 35 Ty PR A A R BLTE
15 F AT VR B o X Pt T4 0 1A PR st 28 T 0 R K S A7 T AR AN Yk D v PR 2 43 B THRE
WA AR AT B AR AR IR T, Bl R AR U R ARSI IR R TR, 36 50 23 AR / Bk
53 BRI ) 2 e L 1

[0272]  AARIRAS I BH IR AIE ) A A0 358 AE ) 1) iR T 2 B A 07 N A d b 34t (615
ANTFVAH 5 B P A DA S B PR DR AT 5 [F)INF 2H 73 AR B B AR B ANl 25 3 B PRI B e 2 . 0
(1) 25 28 BLFEAEANBR T2 R B /NI P8I Y S 28 AR B an s & R A A L 4 O
a3 ] AT B3 A B B 1A BTSRRI IR T3 5 A ML A 6 an SR kR I SR 2
15 IR CIRSE B &R BIInE &8 & S BORSE Ik Ak, RS T B dE — A e A
BEEN T, 0 AT B 3R N 135 G0 mT E R R AR 1 IS o B T B S R D038 A LB FE SR A
H A3 7] (Wilmington, DE) PARS i A TEFLON H 85 (1 2K T K BR DU L 2065 » I 4 , 25 2% AT 4
F ] 22 Bk DA Fo V20 53 Ve A T B AR B0 23 T 1A A A BB 22 A

[0273]  AARERAS J& B PR AR A1 004 571 6 34 T ) 0 B 1 el — A % o 10 BH ] 48] 4 D I 77 46
It B8 ST H Pl s A b . S ak s, nld g H P 515 2450 el R S ik v Ek
S3 4R T BT 4R S I EL B i, AR/ B8 B SR B AR R

[0274] Pkt AT 5 il i 26 B0 — 50 70 e At o b SR I e B A FE R I e e & — A
i LRI — MR I S e BB S F T BRSO A i 1 X B X3 4% X RN R X 63X
S0 5 e B PR IR I 2% o B AT TR FH 2 ALARE, il AL 47 4 , I TT PR & Re % S 4 B 4
MBI AR IR B A% . ) B 5 72 36 [ % #)55,559,041.5,714,389.5,120,643F16, 228,
6601 7~ H Y AL , 3 b R 454 S L 5 5 RIF AL,

[0275] 5 —Fh AL I e 2% B O B R DL 51 S B AR BN o FLIN e 25 B . SR e
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56 B 1R TSR S B W fEPCTHE PR AARW0 2003/103835.W0 2005/089082.WO0
2005/118139F1W0 2006/ 137785 fr A JF , ixX daE 35 4 3 LA 51 F 7 :FF AASL.

[0276]  FELALIEREH , e R EWE LA 2D MM IX 20— M EEX 2
M — AN S B XA ZE 2D — AN X o 3% L (X T IR Bl B A2, 5 i 388 0ok 1 0 B % A AORE i s
DXL A0 X o 3 A4 S B2 DX H AR SR Te A an A, HERR W 45 & 250 i) AT et AR AE
RE EE AL RE AR SR, HTRER G X R E g2 56k
it 72 23 T DA B ) S B, AR BT b () S DA R 485 i 7 B I IX HE AR I BT FH ) i
YRR A X, SR R VAR S T BGAS AR B FR R SRS R 286 ) SR A )
ISy SN A ) e E St /B R i AN -8 A R 2 B e o v p S A BN R R Y R
S e A0 (WiAe “Jen” e A 5B Bt (An7E “SE 417 I e H) B 4 3R oo 14 B
IR KRG I IR Z5 S M ERE U 25 I B2 X e N 28 /D — NS X 23 B m] 7R 9
B4R A AL 58 H S B

[0277] 3 tnsEE L FAAUS20060289787ALAIUS 20070231883A1LL M2 3 [H 47,416,
7007116, 139, 800 Fr A A1 ) #38 » BE 5 75 S B X Hr ks I 285 6 B 28 A PR, X 86 1 R 35 L 5
77 XA SO ANAR S WL FR 10 AL FHE T 28BS I 22 6 GL B, Z 28 BRBUR 2 Gkl I
HE5E T Ree kil 28 ALk A 2% o

[0278] Ayl 5E

[0279]  Hhy b= A= PR AT F T 9 58 I s DL R / 45 & R PURS #0008 2590, AT L DU 245 ) 7
EE R PR/ B DU b, I A X 5 4 M A 2 0 S A 3K sl 2R s A R
BERIAR T B 7 AE LA HamptonZe N (Serological Methods,A Laboratory
Manual ,APS Press,St.Paul ,MN 1990) fiMaddox%$ N\ (J.Exp.Med.158:12111,1983) .

[0280] A& “H M ¥ R Fa HAFAE SR AR 8 AT Ae] — A o sk — 209 o AR P B R
TR 25053 T L FEAEANBR T F 55 B L 01 37 B L SR 20T ] S R e R i > o

[0281]  RIE “Te g1 45 & ECARART FE 4818 Q0 ml 76 5% 4 M e e U e A R I, A T S ik
(R &5-& 55 T, HAT 550t AR AR — FhoP B ale— 204 0T o AR At 5 PR 485 & A A
FEAHAIR T-PURS s 25 AT L 55

[0282]  ORIE “KL I 24 543 ) — [RME FHE , 2 Fe AT A e & e e a0 v, DA T
ST RE 23 ) BB LR 2 URS R0 25 P BT L R T SRS A AR RS A
T3 25 A AE AT AE I TTEEAE A R B YG T Y, $2 50 T4 it i PORS #40 25 0 1) 2 Bk
£ 0 B0 s 1 7 iR AR AR R B S R A o AR R\ B e RN SRR AR SR R A
I HAEBAEA R B JE B A

[0283] 3= /& Ui HH 1 A 32 S Tt 9] O 3 4 12 B 22 U 5 , G v 25 6 UK 1O 25 DI P AR L B2
Wl 55 G M 25 S AR AR L Al B 422 2 AR SRR AR (G (VAL N s 2 B R i) R B2 X)), FF HLATE
FH N MR e 24 4 81 7 4 1 45 5 FC AR AR Bl A B R SRR T 1 2 AR ot 38 3] 4 S A
I HLRTRS I 1) B 42 22 [ AR SCREAR IR A1 04 2 1T SRR o R 259010 = A O BG

[0284] W ARHIE 4 Hir DAL ik S i 5] 1) 7 VK 23 A MR S B B 40 M D A9 A B RS # s 24 0 (R A A
FE i o ST B, m] PAL B, I EL AT 7R AN W 5 0 5 0 AT ] {8 (1) 455 R B o o) 2% o L M
FE b A B 7K MRS 77 518 a0k B 1 2 AR, S eIk b A i 2% BRI 3

[0285] 4 PR, SR BB B A 77 2000 S 9% I 5E 35 RT U AR 8 24 117 D0 126 S5 i 7] of i
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F CLFE PR 25 A 2 1] AH B9 0 5 AR AR Ak T R A 455 7 5k A (40 0 5 & o FH 38 ARSI AR ik B
1) AR AAE PR B A S A I 23 T 4 1) 28 00 7 10 O v B 4 AEAN PR T = SE 4 vk (BR sl ik 7)) e, 3
HARIC I 23 BT (53 A SR RIS it ) 43 i D 55 S P AR s AL A B 2 e , bt
(G TN 3

[0286] i LA T Sk — IR A i B o SR AR R S A FH T 2 L A STt 491 oF 156 PH AR R
B o B AR ALY A5 U B 1 AR i B I R B 7 T ELAS A Dl Rt T A 0] B 1 9 L)
PR 1] B R 7

[0287] A FON AR A BN 52 B 2860 LS R b v R BEAT B A SE 48], B Al A vE 4
FIA o P AR o S5 % 0 b Bk Sk AT DR SRR B 1A R ROR AR i SE I = T
& U0 : Sambrook® AMolecular Cloning A Laboratory Manual, 282K ,Cold Spring
Habor Laboratory Press,Cold Spring Harbor,NY (1989) .

[0288]  # KN “Haptens of Aripiprazole” (fRE A %4 5 PRD3265USPSP, 3 [ IIfi i #1184
61/691,450,20124E8 21 HIE%Z) , “Haptens of Olanzapine” ((RFEEANRHS
PRD3266USPSP, £ [ I I HHi%61/691,454,20124E8 H21 H %) , “Haptens of
Paliperidone” (f8FH A %% 5 PRD3267USPSP, 3£ H I it HHi%61/691,459,20124F8 H 21 H 4
i) “Haptens of Quetiapine” (fREE A ZE4 5 PRD3268USPSP, 3k [H It i i561/691,462,
201248 21 HHEAY) , “Haptens of Risperidone and Paliperidone” UREANZXES
PRD3269USPSP, £ [H Il Ik B i561/691,469,20124E8 H21 HHE5Z) , “Antibodies to
Aripiprazole Haptens and Use Thereof” (0 N %45 CDS5128USPSP, 3 [H Il i H i
61/691,544,20124E8 H21 HH#EA) , “Antibodies to Olanzapine Haptens and Use
Thereof” (fRFH A %35 5 CDS5132USPSP, 2 [H I H1i561,/691,572,20124E8 H21 HIERY) ,
“Antibodies to Paliperidone Haptens and Use Thereof” YR NZEE S
CDS5126USPSP, 2 [H I I B i561/691,634,20124E8 H21 H#22%) , “Antibodies to
Quetiapine Haptens and Use Thereof” (fCHE AN %45 CDS5134USPSP, & [H I i) 61/
691,598,2012-8 H21 H$E%Z) , “Antibodies to Aripiprazole and Use Thereof” (fCHE
N Z35:-5CDS5129USPSP, 3 [H Il I B 1561/691,522, 2012468 H21 H#E%Z) , “Antibodies to
Olanzapine and Use Thereof” (fUF A\ %455 CDS5133USPSP, 3 H Il i H11561/691,645,
20124E8 A21 H#EAZ) , “Antibodies to Paliperidone and Use Thereof” ((RENZEHS
CDS5127USPSP, 2 [H I} B i561/691,692,20124E8 H21 H#2£2%) , “Antibodies to
Quetiapine and Use Thereof” (fUF A\ %455 CDS5135USPSP, 3E H Il i H1i561/691,659,
20124E8 H21 HHEAZ) , “Antibodies to Risperidone and Use Thereof” URENZRHS
CDS5131USPSP, 2 [ Il i B i%561/691,675,20124-8 H21 HIE%) , LA & “Antibodies to
Risperidone and Use Thereof” (fXEE A 24 5 CDS5145USPSP, 3 [ Il i HHiE61/790, 880,
201343 H15H$2750) B3 R Ar o 2 i il 4 4 SC L 5 AT G AAR ST H

[0289] sl

[0290]  JDIRA

[0291]  9- (GRUT Z& F AR W e ) A 08) -3- Q-4 HE) 2-H1 5£-6,7,8,9- DU & -4H-Nk
e [1,2-a] BEIE -4

34



CN 108517014 A W OB P 30/41 7

@)

[0292] SN

N
[0293]  FH1H-BKME (701.24mg,64.66mmol) , Z Ja A | 3 — H JL & w5t (683 . 12mg,
4.53mmo1) fJDMF (1mL) VAR AL EE 3~ (2~ £.3E) -9-F23E-2-F )L -6, 7,8, 9-PU S ~4H-tk e I
[1,2-a]W%nE—4-H{ (1.0g,4.12mmol) AIDMF (5mL) Y& W . £ i F I PE 18/ o, FE S T %
B 71 ELKE AR R RIS AE S N T — A R A — & e /7K (10mL/10mL) H o F & H
P2 BUK)Z (ZIR10mL) o FNa2SOs 15 1 A HLE I3, 138, I HAE LS T EBRIE I A
REWLTF DA T~ — 2% . (EST-MS (M+1) 357) .
[0294]  JDIXB
[0295]  9— (GRUT 2 — W JE H AR ) S E) —3- (- (4— (62 FEFK I [d] Sk -3-3) IR
mE-1-3%) 2.3%) -2-H3£-6,7,8, 9- VU A ~4H-MkiE I [1, 2-a] WENE -4

N-O

| )=
- N
[0296] \)t\/
N

| .0
SI\

[0297]  FH3- (WRRE-4-3E) 2 [d] Fekme-6-FE thER £h (374.62mg, 1.47mmol) AbFE 4n sk /i
YR TR ) 44 19— (GRUT 38 — G A Rk e L) 480 38E) —3- (2-F 2. 38) —2-H1 3E-6,7,8,9- 11
S -AH-ME g I (1, 2-a] BEnE—-4-7 (0.5g,1.40mmol) 7£ F % (25mL) Al — S A % 2. i (732.83u
L,4.20mmol) W ()R , I HAG SONIR-G WIER T AE60 CHEFE LT/ o 8 I — 57 A 2 i
(732.83uL,4.20mmol) Ff HAE60CHIRE Y I AN FEA/ N AR T 28K SR &3 H.
BFR AU AE K (25mL) i, FHEE 2K EL (3 X 25mL) o FMgSO« T & 3F AN, i g, I
HAEFLA T R 7 o i e Jie (1 (R & bt/ FHBE (98/2) W) 2E4L Bk R LA A b
AL &) (EST-MS (M+1) 539) .

[0298]  JPIRC

[0299]  (2- (38— (1-(2— (9— (GRUT 2 — B i i e ) SR S) —2- R k4% 4X-6,7,8,9-I11
S-AH-TERE I (1, 2-a ] MENE-3—38) 260 WRIE—4-JE) 9% [d] Folmk-6-48) SU0k) 2. 0) Zk
H R AL T g
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[0301]  FHAREREH (33.3mg,0.24mmol) AIN-Boc—2-¥2 Z 1% (27mg, 0. 12mmo1) &L FH 4N 4G Hi &
TRATR H11 4 09— (GRUT 2k — L F Rk 2L) 48038) —3- (2- (4- (6- 3R JE 7591 [d] Fpome—3-3)
WRAE-1-35) 2.3%) —2-F 3£-6,7,8,9-DU S~ 4H-MLBEFE (1, 2-a] BEBE -4 (50mg,0.093mmo1)
FETAR (0. 5mL) FADMF (0. 5mL) H IR, 7 HAEG N FE60°CHF R MR A VI FE LT/ o 7
IR T EA0 C AR R BR-E W), 37 B AT 7K (10mL) I FH =S Fi 2 HL (3 X 10mL) - &
FHANUZ , FINa2SOs 15, b 98 , I H 28 K i 77 LA = A2 FH i i bR /AL & 40 - (EST-MS (M+1)
682) «

[0302] JBEED

[0303]  3-(2- (4— (6- (2 JE 2 5 3%) 0 [d] v —3—50) R g -1-55) 235 -9 H-2-
HJ%-6,7,8,9- VS -4H-ML e I [1, 2-a] ME e —4- i

N-O
/ NH,
0 O/\/
[0304] NJT,N
SN
OH

[0305] ¥ dnsfe Ay b R AT il 24 1 (2- (3= (1- (2— (9 (GRUT 2 — H B i Rt e %) 48 3E) -2
H 3 -4-410-6,7,8, 9- VU S ~4H-MLIE I [1, 2-a] MEng-3-3%) 2,38) IRng-4-3%) 259 [d] ek
M—6-4L) S IL) £FL) I F AT BE (7T0mg,0.103mmol) ZEHCL/ 57 A EE (10mL , 5N) HH A VA R
TE60°C R HiFE LN o FEIR T 7240 °C 28 K R MR E1, 3 BN oV T 1 Ak IR A A 7K
W (5mL) HH & B ZEEL (3 X 10mL) « FHNasSOs T8& FE A NLZE , i, 3 HAEE 78
40°C 2K SR EVV RS P2 il R R N AE40°CR &K EZ K 21 kAT R R H
FIKEW SRR EHER T KH, H HE TAIHE I Waters Oasis SPE (6ce) 4 L,
Jo R B M o 4 FH B e I 42 2 5 — P e AU B R W06 91 IF HAE R T E40°C 28 K
Z LU= A AR R A 3% R B P24 (BST-MS (1) 4685 Bl =4 A5 % 9§38 3 -3- 2- (4- (6%
FRIH [d] Folme-3-38) JRiE-1-3%) 2.38) -2-F %-6,7,8, 9-PU S -4H-MEnE 7 [1,2-a] %
WE—4-JR (M+1) 425) JREYIT T NAMW R T T — 2%,

[0306]  sEf52

[0307]  2-(2,5- ~FHAR-2,5- & TH-MEPE-1-3%) -N- (2- ((3— (1- (2 (9-F2H:-2-F -4~
EAR-6,7,8,9- DU S —4H-FHEIE I [1,2-a] BE0E-3-JE) 28 WRIE-4-J5) HIf [d] vk —6-
) 5 43 4%
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[0308]

S o
% H%Nﬁ

[0309]  [r A S A5 1 T 3R ) 45 1 3— (2— (4 (6— (2-& % LA L) 78 9F [d] FnBme—3-3) R g -
1-3) o) -9- 2 F-2-H3-6,7,8,9-TU A ~4H-MLIE I [1, 2-a] M5 0E-4—-H (4.0mg, 8. 5u
mol) 7E215uLDMEFI4 . 3uL i) =T i (R I VRS IN2 1AL N (a— By SR P W % Jik £ Ik A 2L
BRI W % e (AMAS, 10mg/mL, 2. 1mg, 8. 5umol) (IDMFVATR « S VF T VAR AE20°C T $t4E60
G35, SRS FE SRS AL R B B 28 G ROV A RS

[0310] =453

[0311] ?F%A

[0312]  3- (2— (4— (6- 2 FEHE I [d] Fomp—3-3L) MR g -1-3) £2.3%) 2-F %-6,7,8,9-J1
S AH-IERE (1, 2-a] MENE -4l

N-O.
|
[0313] i mOH
o e
SN

[0314]  ¥3- (- L HE) 2-F3-6,7,8,9-PUS —4H-MEnE I [1,2-a] Mg —4-FH (14 . 4g,
0.05mmol) \3— (MRME-4-3L) I [d] ek —6-FF (14.0g,0.05mmol) HREZ4EH (16.0g.
0.15mmol) FIRMLALHH (F JJ &) HIDMF (150mL) ¥R 7E80°C N +k5/ M) . VB AR H B =
TR INK o 8 i i P8 2 PR UTUE , FE ST A HCIEHE (3 X 100mL) « FNaaSO4 T84 HH A HL
2, eI Hk 4 . A EE (T0mL) 5% R Es &, L€, 9F B = A B2/ — = AR50/ 5078
A (10mL) Yedik o 7100 CRAR RV T, P bn i &3t B e f it — P4t i T F
— IR,

[0315]  BER

[0316]  3—(2- (4— (6- (2-HIE Z A IE) H I [d] vl —3—3) IR g —1-55) 2.5 —2-H 6,
7,8,9-VY A —4H-MLRE H [ 1, 2—a] MEnE -4

N-O

;
o
[0317] O/KQO
LI N
N

NH

[0318]  FHHREREH (3.0g,0.03mmol) F1 —JR 2, 3L) WL 4.5 (2.4g,0.015mmo1) ZbFH 41
28 B A5 DR TR ) 46 13— (2— (4— (6—F2 I [d] Svme—3—3L) MR g -1-3E) 2 58) —2-H 36,
7,8,9-PUE —4H-MLrE I [1, 2-a] MEnE—4-1H (6.6g,0.015mmol) ZEDMF (50mL) A1 Ef (50mL)
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RV - AE60 C T i HE I )5 , 44 I BV A Pty 217K (150mL) H, FHEDTASEL (3 X 100mL) -
FiNazSOs T 5 3 HLZ ik 3E , e o Ham i ek tail (R & fe/ FREE (90/10) i)
4tk . FHBr (150mL,48%) Kb BRI A2 70 I HOMFA R R 300 8 RVFIR G AR =
I, FF H O & A A S (28 % 7EH20 I NHa) 8 H AR Rl P4 , F 07 2B (3 X 100mL) »
NaoSOs TG I A HLZE , 38, W45 , I Himak it i afi ik (H =& b/ EE (90/10%
50/50) B FELEML) , P AR T S A (50mL) FA [ 44, 3 EL A S5 P % /HC 1A B o J@ i o i€ 25
B UTIE , 3F HHiPrOH/ — B Bk BE 5 (50/50,3x20mL) o fE B2 R THR Ui iE L= A br ik &
YIEST-MS (M+1) 452, 'H NMR (360MHz , DMSO—ds) Sppm 1.76-1.85 (m,1H) 1.87-1.96 (m,1H) 2.19
(d,J=12.81Hz,1H) 2.37-2.48 (m,4H) 2.98-3.10 (m,3H) 3.10-3.28 (m,5H) 3.37-3.46 (m, 3H)
3.72(d,J=11.34Hz,3H) 3.79-3.85 (m,2H) 4.31 (t,J=4.94Hz,1H) 7.05(dd,J=8.78,
1.83Hz,1H) 7.35-7.39 (m,1H) 8.08 (d,J=8.78Hz, 1) »
[0319]  sEfi4
[0320]  2-(2,5- %A A%-2,5- — & - 1H-MEI%—1-3E) -N- (2 ((3— (1- (2— (2—-F H—4-4H L6,
7,8,9- VIS~ 4H-MERE I [1,2-a] MEBE-3-25) Z8) URIE-4-55) K 9F [d] Frlme—6- k) )
2.5 L%

N-O

J
0
N
[0321] Cﬂ‘\ﬁr\“
SN

[0322]  [A] 4 S S T Ik ) 4% 11 3— (2— (4- (6- (2-E FE A FE) Z8 I [d] FmBip—3-3) R g -
1-38) 2.38) -2-H1 3£-6,7,8,9-PUA~4H-ML g 5 [1, 2-a] BEnE—4-FR (3.4mg,7.58umol) 7£185
RLADMEAIS . TuL ) =T i T (R 3 LR I 1 Q0L FIN— (a— T SRk W0 g 5 7, Tk 40038 % T T IV i
fig (AMAS , 10mg/mL, 1.9mg, 7. 58umo1) FIDMF¥A TR » S0 VF TS IA R AE20°C N i FE90 0 B, 2R 5
ESIREEE I & B P 2SOV A RS o

[0323] S5

[0324]  2-(2,5- —5AR-2,5- & 1H-MEM-1-8) -N- (- ((3— (1- (2 (9- & FHE-2-H J—4-
SEAR-6,7,8,9-DUS—4H-PHEIE 37 [1,2-a] WENE-3-JK) Z08) URIE-4-3%) K IF [d] vlme-6-
) A o8 B E-HILIESE A-REY

[0325]  JDIRA

[0326]  [A]4.22mLA4HFL M #5 &5 3 (KLH, 18.0mg,0. 18umol) FEAL50. 46MS AL AN pH 7.4
() 10 0mMB /& £h 22 i b (9 VA P Vs I8 3 . 2uL I N-58 Bk U i —S— 2 Bk B i AR 2 iR i
(SATA, 25mg/mL, 2. 1mg,9.0umol) FIDMFYE R o K5 FT A ¥ T AE 20 CEVR fA VR A ML IR & 1/
I o A8 L5 0. 46ME AL 5H . 5mM EDTARIpH 6. 0F) 100mMAg iR £h 2% ik , #ESephadex G-25FF
Az s N

[0327]  JDIXB

[0328]  [r) G+ BEEA T I 1 4% (199 . 37TmL K KLH-SATAYA W (17. 1mg, 0. 17 1umol) FH s N937uL

L
HN\@Nﬁ
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()60 5 50mM EDTARIpH 7. 002 5MFRIZ o 44 T A ¥ M AE 20 CER IR S L iR 5404 8 . 1E
55 E SR W i A 1) B R I 28 e AR SRR AT & e

[0329]  PYRC

[0330] ) G2 B BT ik 1) % 1 BT A KLH-SHYE VR 1 55 73 3AFE (3. 4mL, 0. 058umol) HH ¥ nn
SEAFI2 TR i £ 12— (2, 5- AR -2, 5- A - TH-AE g —1-55) -N- (2- ((3—- (1- (2— (9-¥%Hk-2-
k445486, 7,8, 9- DU —4H-RHEIE I [ 1, 2-a] M5nE-3-3E) 2.38) ki -4-35) 2K IF [d] ek
Me-6-JE) A IE) £ FE) SMENGIA TR 55 7 i (282.8uL, 5. 0umol) o 4 FIT 3V IR & PI7E 20
CHR ARG EIEE 3/ @10 . 2umyE 5 i P8 2% ik % I B, 2R e A A 270 . 46ME AL
BN pHT . AR 100mMABE R £5 2% 11k , 7ESephadex G-25%F L #E4T4fifk,,

[0331]  sL#i6

[0332] 2-(2,5- ~FAR-2,5- A TH-MERE-1-3%) -N- (2- (8- (1- (2- (9-F2H:-2-F 4~
SEAR-6,7,8,9- DU S —4H-FHEIE I [1,2-a] BE0E-3-JE) 258 WRIE -4-JK) HIf [d] Snlie—6-
i) A0k OB B4 IR EREE B - S

[0333] JDIRA

[0334] [ 1.OmLA: R AR ER T A (BTG,9.3mg,0.014umol) ZEpH 7.5 100mM R £h 22 il
HH B R AR N I 3 2L FIN-BE B E IV S - 2. IR SE 1% LR B (SATA, 25mg/mL, 3. 3mg, 14. 1u
mo 1) [FIDMF AR - ¥ BT A3 S AR 20 CAEIR R A AL L IR & 1/ o 4 AL 5 5mM EDTAR pH
6 . OF1 100mMA AR £h 2% il , #ESephadex G-25FF_E4fifki% M .

[0335] JDIXB

[0336] i) G2 BRAFT IR 1] 45 192 . 1 ImLBTG-SATAYAE R (7.4mg,0.011umol) HH ¥R 21 LuLf
£3,550mM EDTApHT . Of) 2 . SMER % o 4 BT 1S I AR 20 CAEIR IR G ML EiIR B 600 £ 5
L SR S i v A I P 5 1) 48 IO HR RS FH A RO

[0337]  JPIRC

[0338] ) G2 SR BTk 1) % 1 BT A5 BTG—SHYE VR Y 55 73 3AFE (2.3mL,0.01 Lumol) HH¥sInn
SEAFI2 TR i £ 11 2— (2, 5- AR -2, 5- A - TH-AE g —1-55) -N- (2- ((3—- (1- (2— (9-¥% Hk-2-
H 44818 -6,7,8, 9-PU S ~4H-FILIE I [1, 2-a] MENE-3-45) 2, 38) WRIE-4-3E) I [d] ek
Me-6-2E) L) £ FE) SMENZIA TR 55 7 i (280.40L, 5. 5umol) o 4 Fr A VE R & PI7E 20
CTERFBNR AN LR B 2. 57N o J8L0 . 2umyF: 5 8 2%k 8% s B, 2R 5 i FAL 570 . 1AM
ACEI pHT . 41 100mM s IR £ 22 VK , 7ESephadex G-25%F L iE4T4li1k.

[0339]  sE7

[0340]  2-(2,5- —%AAft-2,5- A~ 1H-ME % —1-3E) -N- (2— ((3— (1- (2— (2—FF 445 /L6,
7,8,9-DUA-4H-MEREIE [1,2-a] BiNE-3-55) 2.55) R g -4-35) HIF [d] Fefme—6-55) F )
4.3 LB HALIE SR - R AW

[0341] iy 4n S50 BRB T ik ] 46 (T KLH-SHIE VR 4 70 10 (1. 5mL, 0. 025mmo1) H s fin
SEAFI AP ] & 12— (2, 5- AR -2, 5- A - TH-AE g —1-55) -N- (2- ((3—- (1- (2 (2-H -4~
FAAR-6,7,8,9-TU A~ 4H-MEE (1, 2-a] MEngE-3-3%) 2.3%) URNE-4-38) %9 [d] 57 v me-6-
B A EL) 4R ZBERRETR IS4 RRE (113uL, 2. 26umol) o BT IR S W)7E 20 C 1R IR
fEVRAHL IR B 2. 5/ ol L0 . 2umyE 5 3ok 8 2 8% = B, S8 J5 46 FHpHT . 411 100mM s 2
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ERSZ A0 . 46ME AL 5N, TESephadex G-25FF FiFAT4AlifL, .

[0342] S48

[0343]  2-(2,5- %A A%-2,5- & - 1H-MEI%—1-3E) -N- (2 ((3— (1- (2— (2—-F J—4-4H L6,
7,8,9-DUSE—4H-MEBE I [1,2-a] Mg -3-35) 2.35) URIE-4-35) K [d) Frlme—6-50) E8)
43E) LA HRREREEE — &Y

[0344]  m] 4n sk 451625 BRBAIT I 1] % (1 BTG SHIA 0 25 43 i A (0. 63mL,0.0033umo1) FH N
HSEIATR B) #H2- (2,5 U2, 5= S LH-IEE - 1-38) -N- (2- (3~ (1- (2= (- F 3
4-84%-6,7,8, 9-TU S ~4H-FLRE 3 [1,2-a] MENE-3-3E) £.3E) IRNE-4-3E) K3 [d] oM -6-
B EEL) 45 LRI I 24 RRE (80uL, 1. 6umol) oW BT VE MR S WIAE20 C A
RAEN IR E2. 5/ RI0 . 2umyE S S AL U812 SR, SR 518 FHpHT . 41¥) 100mMBE IR #1
PRI . 14ME AL 5N, #ESephadex G-254% Fikf74ifh .

[0345]  SE49

[0346]  FH T35 B / ey 7% S P ) 5 4P+ 4 4 0 5 0 FH - Bo] SZR M | BRSRCF- | - R 85
P/ 017 S R ) 22 B 5 1 g5 I

(03471 7£ FME 6 2R / ) 5 B G2 SR HEAT () — R B S e Ja » A FHEL TSAI /) B2 348 1L v
() B REAE o I T 25898 I, HF B R SR8 A9 /R tH I ELTSAKL s /R 145 T 438 IR 1)
B St (Rl BC A A NSOZE ) o AR 9P , AT B AR AS IR 2A5 A5G T 1A S it o

[0348] k8

[0349]

H8 Edh ko2t
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[0352]

: 092| 0.086
[0353] PRI ELTSAS M MR A v b Jo , 1847 S G+ ELTSALU v S5 F LS /b &4
()RS X A 1 AI 27 T 238 IR IV S % 5 ORI ELTSARE X g i M 45 B o K is t os HH o) )
B LA Ko FCAR G ey 7 N R 07— 2 R 55 I 1 e A o

[0354] i jd st S G PEEL TSADUAR b 57 » LA X8 A5 52 75 X ) 455 Bl 5 Y 2 7 2 o e
(176 371 HE T 452 980 11 T o 2AB 110 435 SR o 5008 S 71 HE 0l R 55 R ARV <7 T 9 3 e I
[0355]  WEl47HE 1 FE M I o 2 B A ) 5 G P e 2 I 4 2, Fermi sk ok, BRI 3%
el / 37 7. B 5 2 5932 [) Hh I35 W 4% G 28 2 S T AL R A IS8 & P AR T8 B AR
K4 BT 7 1) 3% Fol 5 4 A8 20 AR ZKSE B9 20 e ) (DA 3% S ) 7= A2 A5 5 1 s AP 23 A 4
(A& SEER) P2 AARAS 5 o AT S AN TE 250100 %o R A FH LG 278 6 1 35 2R SR T F SR o v 32
S B 57 HE Y R 5 i /39 S R o A 5945 ) ik TR 7 e o7 T £

[0356] &6~ HH T AR H 32 8 B (14— A S it 451 1 (038 00 5 28 S 0SBt o 1% B LS
F T B2 ORE i 1 X B X 3 286 X (RS 7 B R I A 10 1 5 G M 5 A B B R) A R IX (B
T INEX P NAN X 35 5 AN X 38 0] B35 ST 1 AR I BLAR) o B MR XA R A X IF AL
MEPIX

[0357]  E7-107 1 HIUTARAE OB X 291 (P AR 5CTRIZE A X A AR A 1CBRT 37 R M4 55 4+ 4
S8 A O AT VA AR R B X 80T SR P o A ot B (B 55 B SER P PRI ) (17 B TURRTE IR BE[X 4
H R HLAARAGI- T AIEE & X Hh I A 10 B0 38 4 1 45 IO A A A R ) A6t ol B 201 B 1 ok e
(B BECFIIRE S (BI8)  FHTRRAE [ BEIX 67 T4 1 LRNZE & X P I BR TC M B 1 7 4 14
SO AR AR A B T 6o e S S B PR 6 R B e B~ R ) (B9) B S FR TR AE S B [X 8
W B AR B9 RN 2R A X H ) b 10 R 55 T 5 4 1 55 -5 AR A Al %) TS5 ) 5% T 9 1 ot HER (0
B RIRE AL (B 10) B 780 57 8 e 97 i 28 o 2R IX R A B i 3 4 1 45 & BC AR A S5 A7 7R
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THEA T 2955 45 B B PUR AT FRIC A B IF A B TR TP YRR faor
(55 HE S H AN ER R -2 K .

[0358] Oy " HIAbRIC TE G VRS, S RO AR AR S YIRS & BT T OBIX A 1404 43
ANELE 2P R AT B A TR 25 AR 10, ANE0 85 B SR M B AR i UARAE AR i X, I L
WA BME A AR AEE A X GRS FR L BECT ARG T bR 1C A5 B, E AR
EARICHT LR ME) FFR2 Bl 28 S MLIX o S o X P R B SARIE ST A (5CT) B AR e B X 27 o T
RI0ZR Y 145K, BN AAAAE TR B S b O Hd i B 408 1 RIS sl il S b X BT e
Pt~ RN B 28 5 DR &5 S5 BT SRR LA

[0359] K10

[0360]
P ko A MSCTSFRENOng/mLRAE)
- | | i
 BFRA Bt CRER  BREE HRHER BIFHGEE FHEE
MRk AN | BLELE . pRL . AlbEms | T ok 2 0.77 1.56 3.99
R kol -S B HE | BAE. ohEE P, «Hi,iﬁra]: 4 -0.02 0.06 4.14
Make-gd @21 | RAF, BRF, PR ] 6 " 009 | 0.10 4.29
5 ofek-g AL R, bR, A1IEE 8

0.13 0.12 4.61
[0361] 2 W&, A& AT IO FE L TIRERE i X b I Hadad B 408 1 1A% il id 28
A X R AL br i B SR ME bR ic B AR A B (B A S PR ECT) IF e ah &
SBEIX o 2 BEIX FROCR BT Bk (469-1) B FERBLIX 491 s R IIRH T 458, B AT
FEFE S B HA I B 4 AT P RS Bl I s 7 DX PR ] S W A P At~ AR 85 R 28 5 PR 45
GEL.Y SIS

[0362] %11

[0363]

ME-BEME mad CBREE RMER EFASE E8RR

LR -HFA [ 2Rk, RAT | FEE 2 | -0.03 005 | 438
RAE-BFBA [rasor, gant, sm| RAF 4 0.74 1.10 4.56
ART-Sgapn | aokek, e, AlEE 6 0.06 0.09 4.79

8 0.11 0.13 5.17

: . | |
(03641 2 W12, A Ak BT B i URBUE B [X o 3 LIS I B 4148 16 FHI RS 3hid i 43¢
E X (LR AL E bR Bl AL IR e AR e B - A RR e RS B, (E A S AR id e i ) JE s 2
SRS o SRR X P UCKAE B P47 s (1) F 80 7 SR SEX 67F o F 1275 7 45 5, B A R 1275
& I NI Had i B 40 A AL st f B X IR Sz R | B AR B 28 S R 45 &
IR A

[0365] K12

e =
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[0366]
RARCP - U1 1-50F AR 1(Ong/mL AR )

BAR BREE EFHER EFAEE  FHEE

MR- R Ret

- ek, ART. AMm b 2 -0.01 0.07 3.85
AT AR | akon. AR, HE | 4 0.01 012 | 40
A -HEHL (oo, RRE. A8 | B 6  0.03 0.08 424
LR RS kre. AR, #8E | 8 0.04 0.07 4.56

[0367] 2 W13, ANEL B ARG Rl ) B e OB AEAT: i X o O Hd L B 408 1 A% sl id 28
& X (LR A k] SLORIE bric BECT Fbs LT (B RS bR id R ER) SRR sl &
S LK o J5 B2 DX FRCRE R RS BAR (5-9) WA fERMIX 8FF o N R 1375 1 45 R, AANEAE
7RV B S I HLIE I B A8 A A% Bl it S W X R B SLORME L BT A AT 2 S VIR 4 &
ESvlbe TN

[0368] %13

m - A 3 BRAEL EPHER  FFHFE | FHFEER
AR | a ket MRS, BT 2 0.02 0.11 7.43
[0369] ’ =
FUEIR-S B | Faked, ARF. B4 4 0.05 0.14 7.73
FUEE-AEAE | FTaded, BARE. Sat ] 0.20 i 0.19 8.11
1.97 3.23 8.85

[0370]  h T W bRICTE S 1 45 A FC AR AR I 28 B N & & 2 BATTIIARAE IR X 1 A B2
PUAA, PR FHAS B 2900 RE i HEAT S AR IR0 R o 2 WL 14, AN B35 B SZIR ME R A it T
FRAERE S X 9 Hs st B4 2 s 206 X (LR B & AR 1e ] SZIRME) 42 3l 28
I IX o S B DX P RS BT SR R 4T 4 (BCT) AL 7R IOBE X 270, DL S B P Ak (4G9-1) A & 7
SNEIX A, EEGRSF- A4 (11) A8 2 78 ) B X 691 I B AR B BiAA (5-9) RS e M IX 8 . T
IR TSR BIAALEERR T R SLIRMESTARSCT (TE N IX 2H) 2 A1) 7 & S i

[0371]1 %14

AP - EAGY- 15 F AR 1(Ong/mLIAKJE)

g L FRH

AR -4 F R ey R R EREE L FHFF
M- g E AL [ 30k, AR BT, ABEH]| PR 2 60.34 97.53 5.44
N ot - AR AL T ek 1 4 2.86 3.91 11.66
PETSESTE SE L TN S 6 1.12 1.23 11.03
EEA TS LY Lt LN 8 3.14 4.19 12.94

__ I —

[0373] 2 WAR15, A& BT IO FE b TORERE i DX b I Had L B 408 1 A2 sl id 28
& X R SR C AT M Eh 2 X o S B IX R B SR SR (5CT) B8 £
REX 27, BLE BECTHUR (469-1) BE RS M X 4, BERR T Hi i (11) B8 1R S B [X 671
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HAE PR (5-9) A& ERMIX 8 . FRIG/RH 145 5R, N AER T HRE PPk
4G9-1 (TE [ M X 4H) 2Z AP 78 [ B o

[0374] %15

[0375]

;,%,-:}"_53 >|»§:'»=T‘-ﬂj

A LY i oy o | @A FHEF
AEF-RERE L ek, LRCF. oBRF. A 0.02 0.08 4.86
ARF-HFHHL 2. REF. $AT, FEH 34.23 51.80 5.39
AAF-HERYL 7 aokok, BRF. ST, A 0.22 032 | 5.39
AEE-RPRE fr ook, REE, BRE, F 0.15 017 | 559

Lo ] :
[0376] 2 W.3616, ANELE MR- H A S UTARAE AR i X A O ol i A0 1 R #8 sl nd 4
X R B FRICETRT) 280 2 R B IX o [ B X P CEEBRT SR e S 44 (5CT) A5 7 I
REX 291, P S B PUAR (469-1) L3 78 [ B X 4, RERR P A (11) A3 7E ROV [X 64 If:
HAFE AR 5-9) BEERBX8H . FRI6RH 7858, AAFLER 7okl
(FE [ ML [X 6H) 2 AN 7 B s o
[0377] %16
[0378]

BT - U1 1-H0F AR A 1(Ong/mL iR )

e

R -4 AR G At BRL 1X IR @ A BE L EHFE
PEALE -SRI 2Rk, BT, DA, A4 2 0.13 0.41 10.02
L AP -SRI 1N 2okt ALEF . BT AN 4 0.08 0.23 10.47
b P - IR 1 2ot BLELT . BAAT . F1iEET 6 140.35 181.33 7.91
AR 20, fickm] 158 | 2.61 11.53

(03791 Zx WL 1T, AL 55 55 i ) 6 it U AR Tﬁénnl:ﬁhﬂfl:ﬂl_k%ém ﬁfﬁﬁ%yzzju_LW
A IX R 5 bR e A5 ) T8 3h 2 S BEIX o S L IX A OREBR] SRR AA (5CT) A5 R
RLX 25, BLE BECTHUR (469-1) BE RS M X 4, MERR T i (11) B& 1R S B [X 671 I
BAEE IR iA (5-9) fEFERMIX 8 FRIT/R T4 R, AR 7 AR B HtiR5-9
(T2 S B2 X 8H1) 22 AM 771 8 s M

[0380] 17

44



CN 108517014 A W OB P 40/41 B

1

MA- 405 B #REEL | am | &K FHEX
PRI KR, B 2 1.03 1.51 9.07
P EI-A R T s kb . R RF. B8] 0.65 0.91 9.60

261 | 639 | 1048
55.98 | 100.91 11.58

P A - A FARA T 3

R

[0382] k757 HA R 45 SR bR 10 55 4 1 45 A AR AR I 28 G D E I B IX AN 45 A 2 AT
DEINAETIR NS

[0383] P 11-147H T BARPUIR S RLIX 1 81 28 5] o e 97 it 4%, FNAE B 28 S M I A7 A
NS BRI ) 7 R ONAR/ E R FE R o 7E B LT B R LR P R A S AR
X o HLE i B0 E AR sl 424 X (W S bR g B SR bric B ECT BRI AR
SPAFRICRIEG BH) A2 80 28 [ B IX o [N X PR BT SE R 444 (5CT) AL 2 7 I B X 2+ o
VLT3 5 A AR S SR 7 R P 17 Y32 A L 2~ W i~ i R 5% D 1) S R 551 e o7 pi 28

[0384]  FEW 12+, A5 B AT B RE S PURRZERE i X 9F s B 40 /F R s 4 &
X (LR AL & FRic Bl SR ME b ic BLECE Bt R S AT AR 1E R 355 ) 52 30 2 R B IX o 2 87
X F- K BB iR (4G9-1) A8 7E S B X 4 o W& 1257 , AN AR i B8 580 17 A5 ) SR
A | T 1 I 5 ¢ L 2R 7 e 7 ot % o

[0385]  FEIAI 134, AL B - B A it PUARE A i X 9 B B 40 7 R hiE 4 &
X (LR AL & FRic Bl SR ME b ic BLECE Bt R S AT AR 1E A 35 ) 52 30 2 R B IX o 2 B
X FECK RSP A (1D AL S 78 I N X 670 o B 13 FfT s, AN A B i 7 1T 9% A5 Bl ST R 1Ak
BRGECT- BR 35 T 1) e 28 ) 8 e I 2k

[0386] R 14H, AL 5 I B A it PURRFE RS i X 9F B B 40 /F R hiE 4 &
X (LR AL & FRac Bl SR ME b ic BLECE Bt R S A AR 1E R 355 ) 52 30 2 R B IX o 2 BE
X P OB R B B 04 (5-9) A8 76 [ N X 8 o A 14 FT s, AN AR 35 ) 5 T i 3 A6 e 7 iR 1A
BRZECT- mms Tt~ (1) e 28 ) R e I 2k

[0387]  KE15-18/"H [ EHEZ G W AIPUIRIIAFAE T , &N DI ) i 20 7)o e I it 28« 78
I 15, A 75 B 37 R M () 9 b PUAR R AR i X rp 3 s B 40 1R R sl 20 A X (FRX
AL FR AL R LRI | FRc BT A e ST AR R ) A B RONIX o R X PR
FEB STRMEHLAA (5CT) AL AR ) B IX 2, DL S BB Biddk (4G9-1) A0 5 78 e B X 4+, Wit
PR (1) B 5 7R O IX 67 3 B B PT A (5-9) 10 & 7E OB IX 84 o A2 j 1 Bi] SZ IR P )
SR B e B 2, GNP 15 s o 24 A0 B 0T IR il 78 S0 (R it DX R AR I, A ol B
BT SR 50 B e B4R, AN 16 T o 24 A0 B MR T~ (1) R il 76 S0 (R R it X A AR
Ae s Tt T ) R TR e N 2, AP 1T TS o 2B R B D R L LS R AR X R
DURRIN , Az BRI 35 1 1) e 28 79 1 e 97 it 28, Wi 18R 7 o

[0388]  [&119-227~ H 1 A1 A BH 6k HE A= i i) 771 & e 7 /B 2k (B8 7-10) 5 22 B A% b AR i1
78 S 28 (1 15-18) Ff Ll e 45 L o B ST s 1) bb 3 4 SR AE B 19 R | 5 BT I L e &
BAEE 209 7 H 5 WA T- ) LR 35 45 SRAE B 2107 7R 5 DL R R B IR ) bb 3 25 SRAE I 227 7R HE
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TR P 87 B it £ 5 22 Bl 2SR
[0389] XLy o , A P A B B e 00 S S L A — R 4 2R 55 2 B 1 f
FEETR BAATRE  SRAGL TN 22 R fTURS R 2540
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