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ANTFVAH 4 B PR AT DA S B PR DR AT 5 [F)INF 2H 73 AR B B AR B AN 25 3 B PRI B Bl 22 . 0
()25 2 A FE AN T2 80 B S /N 0 Y S0 2% B AR5 Gy 4 Ja v e L 5
a3 ] AT B3 A B B 1A BTSRRI IR T35 A ML A P 6 a0 SR kB I SR 2
15 IR CIRSE B &R BIInER &8 & S0 BORSE Ik Ak, RS T B dE — AN e A
BEEN T, 40 T B 3R N 13 G0 mT EH R R AR 1 IS o FH T BRI R DRI A LB FE AS R A
H A3 7] (Wilmington, DE) PARS & 4 TEFLON H 85 (1 2K T (I BR DU SR 2065 » I A , 25 2% AT F 4
FH AT 2Bk DA 0 12 25 TR A B AR BB 0 1) R A BB 22 Bl

[0257]  AAREIAS J B PR AR A1 0 4 571 6 34 T ) 0 B 1 el — A 3% o 10 B ] 48] 4 D I 7 46
I B8 P4 i Pl A b . S ak s, nld g P 515 2450 e R S ik v Ek
S35 T IR S I ELIBE X 3, N/ B s E TR A SR B AR T A

[0258] i AAk o AT A il 5 26 B 0] — 50 o B A 4t o b SR I e B A FE R I e e L — A
i LRI — MR I 0 2 e B LS B T BRSO A i 1 X B X3 4% XA X o i
S ) 5 2 B PR IR IR 2% o B AT TR FH 2 AUARE, il AL 41 4 , AT PR & RE % S 4 B 41
MBI AR IR B A% . ) B 5 72 36 [ % #]55,559,041.5,714,389.5,120,643F16, 228,
6607 H AR, , 1% 46 1) 4 S35 B 5| T SR AAR S

[0259] 5 — PR AU 5 2 B oM BAA 9 A DA 51k B A s ) oLl e 2% B - 2RI e
56 B 1R TSR S B W fEPCTHE PR AAWO 2003/103835.W0 2005/089082.WO0
2005/118139F1W0 2006/ 137785 ffr A JF , i b H | 30 3 LA 51 FT7 :FF AAL.

[0260]  FEGALIERE H, M R EWHE LA 2D MM IX 20— M EEX 2
M — AN S B XA ZE 2D — AN IR X o 3% L (X T IR Bl B A2, 5 i 388 0ok 1 0 B % A ARE i s
Xt A0 X o 3 A4 S N2 DX HP AR SR Te A an A, HERR W 45 & 250 i) AT et AR AE
RE EE AL RE AR SR, HTRER G X E F g2 56
it 72 23 T DA B 1) S B, AR B b () S5 A R A8 i A B IX HE R I BT FH ) R
YRR S A X, SR R S AR S T B AR B R R SRS R 286 ) SR A )
U A RN X (R RE i o MR A RN RN X 5 286 B A R L i s i £ A A R
e A (WiAe “Jen” e A BB Bt (An7E “SE 417 I e A B 4 3R o 1 Bt
IR R G IR Z5 S M ERE PR 255 I B2 X e N 28 /D — /NS X 238 B n] 7R 9
)i ot SR B (g s B 1 3

[0261] % 4n3E E L FAAUS20060289787ALFIUS 20070231883A1LL Mz £ [ 4 7,416,
700716, 139,800 i A A1 I #318 , BE A% 1F s 37 [X s I 485 6 (1) 28 A R, T 2 1 0] 42 30 3
P51 77 NS 8 WA AR T AL FE T EH a8 ks W i 2% 6 ekl 1 2R 2 't GL L
HE5E T ekl 28 ALk A 2% o

[0262] Ayl sE

[0263]  Hy b= A= O HL AR AT T 9 58 I 5 DL R / 5 & R PURS #0098 2590, AT AL DU 245 4 7
EE R TR/ B L b, I A X 5 4 M 2 0 S A 3o sl 20 s A R
EIERAT & 7 BELLAN) HamptonZE N (SerologicalMethods,A LaboratoryManual,
APS Press,St.Paul ,MN 1990) fiMaddoxZ% A\ (J.Exp.Med.158:12111,1983)

[0264]  ARIE“H W) R Fa HAFE SR AR 8 AT Ae] — A o sk — 209 o AR P PR
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P95 2540 0 BT ) B 4B AR AN BR300 5 Bl 00 3 S ] B 2P o] 37 R e R i~ o

[0265]  ARiE “Tagr M5 A EUARAR & T8 1 W vl 78 5 4 P G e e Ak B, A T S5 ik
(R &5-& 55 M, HAT 550t AR AR — FhoP B ale— 204 0T o AR At 5 PR 485 & T A A
FEAHANIR T-PURS M6 25 AT L 55

[0266] AR “till” 4 550 ) — R s IS, 2 FR AT € & maleE 7, LT
SR E 2 BT ) B A i R 8 ORG24 W0 I BT B T o A, AR DU i R TR
T3 25 AR AE AT AE I JTEEAE A R B YE T Y L 52 B 50 T4 it PORS #4008 25 0 1) 2 Bk
F5£ B s 1 7 iR A AR R B S R A o AR R\ B e RN SRR AR SR R S
It HAERAEA R B JE A

[0267] 3= /8 i HH 1 A 326 S i 9] D 3 4 12 B 22 U 5 , e v 285 6 PR 1O 25 DI P AR L B2
Wl TE G M 25 S AR A L B 42 2 AR SRR AR (G (VA N s 2 B R ) R B2 X)), FF HLATE
AH SR 1C 2 4 BN L T A 45 S AR AR B R 1E TR R SR YR T 18 T2 A ol e [ AR SRR
FE H R D) B 42 2 [ AR SRR AR c i) 0T S50 i HR 250100 s AE G BR

[0268] W AR HIE 4 HiT DAL ik S i 5] 1) 7 VK 23 A MR S B B 40 BT D A5 A B AsS #2450 (R A A
FE b o QSR 7R 2L, AT FUAL B AL o, I BT AEAN W 05 00 8 (A EAR] J7 {68 ) 5 7 2k v o) 2% o DLk
FE b B & 7K MRS 77 218 a0k B 1 2 AR, S a2k b A i 2% BRI 37

[0269] 4 BRAR , R BB B A 77 2000 S 9% I 5E 359 mT U AR 8 24 117 D0 126 S5 i 7] of A
F CLFEPUAAR 25 A 2 18] AH 59 0 8 AT AR Ak T R A 455 7 5 A ) 0 5 o P 458 R AR B A BH )
REAIE B T A4 SR AT WU 43 A 490 1) 4 98 I 5 1 5 92 BB AEUAN PR T < 5 4 1 (FR il 751)) e, e
BRI i) 73 AT (G AT W A0l ) FORE it i 10 23 A 0 5 S A s AR e S e e , Ho pi
ey A tai e

[0270] @IS DL SL Ak — R IA A B o SR AR R S A FH T 2 I A S it 491 OF 158 PH AR R
B o B AR LY A5 U B 1 AR i B I R B AR 7 T ELAS N Dl Rt T 2 0 % B 1 9 L )
PR il B R 7

(02711 A O ARSI A BN 52 B 2860 HL S R B b v SR BEAT B A S48, B Al A V4
FIA o T A o S5 % 0 b Bk Sk AT DA SRR B T AE I R HOR AR i SE I = T
A& i : SambrookZE AMolecular Cloning A Laboratory Manual, 52k ,Cold Spring
Habor Laboratory Press,Cold Spring Harbor,NY (1989) .

[0272]  #FKJy “Haptens of Aripiprazole” (fRF A %455 PRD3265USPSP, 35 [H Il i % 7
H11561/691,450,20124E8 21 HHEA) , “Haptens of Olanzapine” (fREEANZRES
PRD3266USPSP, 3¢ [H Iifii it % FI H1i%561/691,454,20124E8 21 HIEX) , “Haptens
ofPaliperidone” (fRH A\ %455 PRD3267USPSP , 3¢ [ Il i & I FH i561/691, 459, 201248 A
21H#E%) , “Haptens of Quetiapine” (fXEE N ZE45*5PRD3268USPSP , 36 [ Ilfi ff % 7| i i
61/691,462,20124E8 21 H#E%3Z) , “Haptens of Risperidone and Paliperidone” (fCFE
N %4 5PRD3269USPSP, K H I i) & F Hi561/691,469,20124E8 H21 H #257)
“Antibodies to Aripiprazole Haptens and Use Thereof” YR NZEE S
CDS5128USPSP, 3 [H Il i} % F B i%561/691,544,20124E8 H21 HIE) , “Antibodies to
Olanzapine Haptens and Use Thereof” (fXFE N Z45:"5CDS5132USPSP, 3 [ il B & 1) B i
61/691,572,201248 H21 H#E3) , “Antibodies to Paliperidone Haptens and Use
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Thereof” ({3 N\ %455 CDS5126USPSP, 3 [ Il i % FH11%61/691, 634,201 2478 H21 H #2
), “Antibodies to Risperidone Haptens and Use Thereof” (fREEANZEE S
CDS5130USPSP, 3 [H Il i % F B i%561/691,615,20124E8 H21 HIEA) , “Antibodies to
Aripiprazole and Use Thereof” (fUEE NZ&%5CDS5129USPSP, 3¢ [H Il I 4 F Hi 1i561/
691,522,2012F8 H21 HHE%Z) , “Antibodies to Olanzapine and Use Thereof” (fCHEA
%% 5CDS5133USPSP, 35 [ I N 4 F B i 61/691, 645,201 24E8 21 H237) , “Antibodies
to Paliperidone and Use Thereof” ({CHE N Z455CDS5127USPSP, 3¢ [ Iifi i & | 1561/
691,692,2012F8 H21 HE%Z) , “Antibodies to Quetiapine and Use Thereof” (fCHEA
%% 5 CDS5135USPSP , 35 [ I N 4 F B i 61/691,659,20124E8 21 H#237) , “Antibodies
to Risperidone and Use Thereof” (fXFE N Z455CDS5131USPSP, 3 [H Il i & | B 1561/
691,675,20128 H21 H#EAZ) , LA K “Antibodies to Risperidone and Use Thereof” ({t
i\ %45 5-CDS5145USPSP, 2 [ Il i % F HH 1561/790, 880, 201343 H 15 H $52) (1 3L [F] ¢
A I A4 S UL g T A AR

[0273]  sEfi1

[0274]  2-(2— (2— (FFEH IE) —4- (2% FF [b, 1 [1, 4 AL - 11-9%) DR -1-%) 4%
) L1

[0275] L HEA

[0276]  WREE—2-Fj%

NN
om ()

N

H

[0278]  FH2-S MG (105.0g) W INAL 3 30°C T 1) VU Sk (300m1) A1Z, — iz (108. 2g) 1)
PR, B 2788, IF HAE30°C R R £E6 /N o B S B A 08 E1 220 °C I H I Bt
VE I YEIZRBE, I FLE A N35 %6 ShRKG U8 pH I 5 224 8 i YRR S BT AR U K 6 5
HITIE AT 20 % ERFR VAW A , I ELAR G 003 B THFR Y P DU bR L & 00T , W 1% b R
WAETERIE T8I AL H AAMRT T~ — & M. 'H NMR: (D20, 400MHz) : & (ppm)
5.00-4.97 (m,1H) ,3.79 (d,J=4.8Hz,2H) ,3.62-3.44 (m,4H) .

[0279]  JDIXB

[0280] 3 JENRIE-1-RILAT B

[Hj///"‘
N

[0281]
oo

[0282]  [f tin 2 i 25 B b T3k 41 4% (10 AL & VR 12 —2— RS (90 62,0, 492mo ) [ 7 FH 78
= Z % (206m1,1.476mol) FBoc20 (117g,0.542mol)  7F 2R FHEHE R MRS &, R )5
AR IR e g A AR R Y LA S AR L B

[0283] 'H NMR: (CDC13,400MHz) : 8 (ppm) 4.06-3.91 (m,3H) ,3.28-2.83 (m,4H) ,1.47 (s,
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9H) .

[0284] JLHEC

[0285]  3-FIE-4- (2- Q-BRILLEAR) 43 IRE-1- LB T e
HO N
N

[0286]

O_\—N\_/N—‘(Z *é

[0287]  FIHIPR (12.7g) &b 3 4n 5 miy A2 JR v v ik i 2% 11 3- U RNk R - 1 - R IR BT lig (10g,
0.047mol) 12— 2-FHF 2 H) 4 (14.8g) (ZM.:Bodin,A. ,Contact Dermatitis,2001,
44:207) B =S GEIE T, IF AR S0 T B I N TR A ik B o 43 S U AL A
(7.2g,0.118mol) o fE = N HHE R BB G W3/ N, 2 JG s K HH & e A0 2L
IKTEBAENZ , AR ER AT, it 8 Ik 4 o it A JZ M 24K =) LR L =)

[0288] 'H NMR: (CDCls,400MHz) : 8 (ppm) 4.15 (s, 1H) ,3.69-3.63 (m,4H) ,3.58 (d,J=
4.4Hz,2H) ,3.47-3.44 (m,4H) ,2.61(d,J=5.2Hz,2H) ,2.51-2.48 (m,4H) ,1.43 (s,9H) »
[0289]  DYRD

[0290]  3- (FFEHI L) —4- - Q- RIHELH L) 43 IRIE-1-FR BB T e

0]

[0291] H2N/\(\Nk0)<

HO\/\O/\/N
[0292] [ 4N 2 BT 5 BT I 45 TR 3 -G dE-4- (2- Q- BB LA ) 45 RE-1-RB T
Mg (9.9g,33. Immol) B HEE (20m1) EH P IS INE e8¢ (Raney Ni) (15g) « FEE M
(50psi) T, 7EZ IR S S A 1 - 1 8 I Bk 4R S AR BT 7 AL H T
s LN/
[0293]  ESI-MS (M+1) :304C14H20N3041 1141 4303
[0294]  JDIXE
[0295]  4-(2- (2-¥pF A IE) 25) -3-((2,2,2- = OB 3k) B ) WRIEE-1-R AT

A
FjF/:F

[0296] O™ 'NH 0

HO\/\O/\/N\)
[0297]  [m)dn Al 20 R AT ) 45 13— (L H 3E) —4- (2- -2 O HIHE) 43 NRE-1-FR
FRALUT TiE (8.8g) M) & H ki (100ml) ¥EWRH 8 I = 2. 1% (8.8g,87 . 0mmol) Fl =5 £ FR BT
(6.1g,29.0mmol) o 7E IR ¥ R MNIR AW FE 12/, H & e M B8 B K ik . A
KU E NS, IR AN T-5 , 1 U8 HIR 46 LA 2R P24, 120 P i i 4 S A 44 A
AR AL S
[0298]  EST-MS (M+1) :400C16H2sFaN30s 1+ B AH 41399
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[0299] JDIRF
[0300] 2,2,2-=%(-N-((1- Q- Q-FELEL) oFL) NRgE-2-3E) ) 2 W%

FiF

07 °NH
[0302] ZEEIE N B s B BAT IR HI 14 - Q-BEOEIEL) &) -3-((2,2,2-=
ORI H L) DRI -1-FRERBUT 18 (8. 6g, ML) 7£ B &AL & (20m1) H A e+ 1718
i, 2 JE TR 45 LA I TE 75 it — D Al AL B4 FH B b 8L &4
[0303]  EST-MS (M+1) :300C11H20F3N30s) i HAE 299,
[0304] JLIEG

[0305]  2- ((2-AHIEZEIL) BRAL) 2K H iR

Oy OH 05O

[0306] S\©

[0307]  {E'3 iR N M) 2-3h 3L —2F IR (30g,0.195mol) ) S R % (500m1) ¥4k T s i 1—& A C-
2-fif -4 (30.2g,0.214mol) 7K (100m1) FIE A ALET (31.1g,0.555mol) o 7E E I N K [ M
RSV, KB K I B H GRS Baike o FH LR <5 (3 X 400m1) ZEBUKAH, I HOH
T AT E AL BN KA (500m1) e & FFE A VLA I , BRI B T8 , 1 I vk 4 o 1@ 1 1k IR
b B R J2E BT A AR 1 R R ) LA S B AR AL A ) o EST-MS (M+1) = 276C13HoNO4SIF 1 5HAE
29275.'"H NMR: (CDC13,400MHz) : 6 (ppm) 8.12-8.07 (m,2H) ,7.54-7.43 (m,2H) ,7.42-7.39 (m,
2H) ,7.35-7.31 (m,1H) ,7.12-7.09 (m, 1H) .
[0308]  JDIRH
[0309]  2- ((2-&HEZKIE) B K H R

o)

do“
[0310] S
HZN©

(03111 [m) Gn e A1 A0 BR i ik ] 46 1 2— (- 2R o 38) i) R R (43.3g,0.157mol) [
& <1 (500m1) S INPd/C (8g) « AT/ T, 7E 2 i W I MV VR A FF i 4 < ik 8 I
H IR 45 1R W AR bR AL & 40 . EST-MS (M+1) :246¢ Ci3H1iNO2SHI T4l 245, 'H NMR
(CDC13,400MHz) : & (ppm) 8.20-8.17 (m, 1H) ,7.51-7.48 (m, 1H) ,7.36-7.30 (m,2H) ,7.21-
7.17 (m,1H) ,6.88-6.80 (m,3H) .

[0312] PRI

[0313] = 3f[b,f][1,4] 6N ¥ Bi-11 (10H)

[0301]
NH

36



CN 110054693 A ﬁﬁ HH :F; 32/42 T

O

HN
0 J0
S

[0315] [} Gn e AT A0 BRI I i) 25 ) 2— ((2— 2 2 2R 58) i) R FH IR (30g,0.122mol) A =5
F g (300m1) VAV R INEDCT (35.2g,0.183mol) - =% (51ml,0.366mol) AHOBT (24.7g,
0.183mol) o« fEZ i K MRS Y HE 12786, FHIM HC1 /KA R VAN R S A 7K VA T 1S
AN K BB I H Mg S04 o K i 0L 8 , W i 7 FLd i A J= M 4l Ak LU Bt A
Ak A4 . EST-MS (M+1) : 228C13HoNOSH 545 A227 . 'H NMR: (CDC13,400MHz) : & (ppm) 7.70~
7.67 (m,1H) ,7.58-7.52 (m,2H) ,7.50-7.42 (m,2H) ,7.39-7.35 (m, 1H) ,7.24-7.22 (m, 1H) ,
7.17-7.13 (m, 1H) .
[0316] PR
[0317]  11-FAR 23R [b, £1[1, 4] B A M Bk

cl

N—
[0318] @\b
S

[0319] Mg dn s w20 SR ik ) 46 10 — 2K [b, £1 [1, 4] R A4 FA B -11 (10H) — B (14. 6g,
64mmo1) Y] = S AEUR% (20m1) VBN AR 2 Bl R KR 2/ o IR GV & W LAIR AL G 75 i — 2P 4lifk
B B 3248 PR P40 o EST-MS (M+1) :246¢ C13HsCINSHI 1A K245,

[0320] JPDIRK

[0321]  N-((4- (=2 F [b, £] [1, 4] BB -11-28) -1- - C-RELHEE) 45 Ik
IE-2-%k) L) -2, 2, 2- =G L Wi

HO
¢
g R F
[0322] N HN‘QLF
("%

0

[0323] [ an A PR IAH & I 1 1-FAR 2R [b, £ [1, 4] B R 3F Bl (2, fL 1) 19
TARZRFRC K (20m]) VAR TR InPds (dba) 5 (327mg, 0. 357mmo1) \BINAP (225mg, 0. 357mmol) -
=% (6ml,42. 9mmol) AU IRF Fridk il & 12,2, 2- =90 -N- ((1- - Q- ELEHE) &
5 Wk —2-3) FEL) O BENZ (2. 4g, FHAD AR TR T TSR AW 2 it 4,
BT CELTTE ™ok 968 HLiR 4 o 388 3o el e €00 1 410 5k 23 4 DA S (b AL &4 s EST-MS (M+1)
509C24H27F3N403SH 11 FHLAE N508.

[0324] JPDIRL

[0325]  2-(2- (- (R IFEH ) —4- (2K [b, £ [1, 4] A A Pi-11-3) IR -1-55) 25
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) OB

[0326] (N__)_/
N=

»8e
[0327]  FEZ N, K W Semr b AT fl & HIN- (- (2283 [b, £ [1, 4] A -1
i) -1- (2- Q- LA 43) IRIE-2-58) L) -2, 2, 2- =5 LBt I% (2. 0g) AR IR #H K
R (5%) (15m1) 7£ FEE (20m1) VR & W HE 187N I H FH 1R C BR AL . i A4k
BKIERBEEAANLZ , AR TR, 108, 28 K CAAS 2URH =4 2 = sl i B2 2 5
HEAT i) 25 T HPLC AR Ak DAAS 21 52 30 €0 [ 4R I b REAL 5 ) o EST-MS (M+1) = 413C22HasNa02S 1) T 5
{8 9412.'"H NMR: (CDC13,400MHz) : 8 (ppm) 7.52-7.50 (m, 1H) ,7.41-7.31 (m,4H) ,7.17-7.12
(m, 1H) ,7.02-7.00 (m, 1H) ,6.89-6.84 (m, 1H) ,3.66-3.59 (m,5H) ,3.54-3.51 (m, 2H) ,3.49-
3.38(m,1H) ,3.19-3.12 (m, 1H) ,3.03-2.88 (m,2H) ,2.79-2.53 (m,5H) -
[0328]  sEf52
[0329]  N-((4-(Z=2R3E[b, f][1, 4] ASFEE-11-58) -1- (2- Q- L 58I 45 IR
I -2-JL) H3E) —2- (2, 5- 4 AX-2, 5- A - 1H-MkI%—1-3L) 2 Bkfi%

OH
o/

N
- (e
o lin

[0331] ] dn SE4 1 H BT ik il & (1) 2 (2— (2 (R H 5E) —4- (2K 3 [b, £] [1, 4] B A 42 30
BE-11-35) DRI -1-%5) 258 5E) 2.0 (7.8mg,19.0umol) £E410uLf¥IDMFAIS . OuL K = T & (¥
VWS INA8ORL IN— (a—Lh SRk V. Jii 5k 2, Ik A0 E) 3% 3Tk IV % 16 (AMAS, 10mg/mL, 4 . 8mg,
19.0umol) FIDMFHE I » o VF T AE20 C R P60 %1, 3 AR S S B S L & A
JR I 28 S N A

[0332]  sE43

[0333]  2-{2-[4- B-Z A F-— 2k [b, £][1, 4] WA I Be-11-38) -IRE-1-FE ] -4 %
i) -2
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N
[0334] (_ _)

: S NH,

[0335] D IEA
[0336]  11-4AAX-10,11-=&E I [b,f][1, 4] A BR-3- KRR
0

Ni

HN

[0337] G\
o OH

o)
[0338]  ZEES T, K2-FF-ZEBiM (1.34mL,12.5mmol) «2- B K — % (1.54g,
6.3mmol) AL 4 (0.50g,3.5mmol) MK (6. 3m1) FIRLIE (0.63ml) [KVE A HILE180°C Il
HINFA20/N L SR FE A N BT ARSI HE T, FEAR 7K A R R, A8 8 Nk 2R R (20mL) .
RS UUE , K Be I 115 UA1E 2 SR Bk &4 (2g) «LC-MS:m/z 270 (M-1) .
[0339] JDIXB

[0340]  11-GAX-=283F[b, £1[1, 4]0 AR Pe-3- Rt

Cl
N=

[0341] O
S cl

0]
[0342] iy 4n 5 i A0 B b il o 46 R 11— 38010, 11- & =28 38 [b, £1 (1, 41 B B R 3R B
3-FR1R (0.41g) FEF 2K (6. 5mL) H (1) B IF S INDME (0. 125m1) AV AR ME S (6. 5mL) o 7 X
N RHR A YIAES0 C s A B o R P AR 0K 4 2 T R T8 — 2P IR
[0343] JPIRC
[0344]  11-5AC-"2K3F [b, £1[1, 4] BRAARIF B3R MR I i

Cl
N=

[0345] O\
S NH,

o]
[0346]  FEyKifH, FHE (0.5M,9mL) A1, 4~ —SURIF AR AL FR Un Ja A0 SR AT id il & 1 11—
AR b, £ [0, 4 BB A A B -3-BRIE A (Z91. 5mmol) ) S e (10mL) I FE =
IR R AT S BRI R LN, JF HR K (10mL) ¥ 2K SN o b i AT A3 D0 » FH /K R — &0 R e
Yel IF HA 8 o RV AT R S AN A I VLR % B VLK A WL O Bk i 22 S ANKR B3 7 )
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PR BN T N B LC-MS:m/z 289 (M+1) o 'H NMR (DMSO—de, 400MHz) : &
(ppm) 8.19 (br, 1H) ,8.00-7.96 (m,2H) ,7.90(d, 11) ,7.64 (br,1H) ,7.56 (m, 1H) ,7.47 (m,
1H) ,7.31 (m,2H) .

[0347]  JDIXD

[0348]  11-{4-[2- @2 R:-C 5 HL) -4 FE ] -IRMGE-1-F8} - — 2% 9 [b, £1 [1, 41 R A 43 P
3-FRIR I iz

o_/—OH
/__/

N

[0349]

O

[0350]  fi] 11 4k iy £ 05 ﬁﬁL & M 11 -5 -9 [b, £1 11, 41 B R I -3 R IR B
(0.40g) 7EDMF (1.5mL) FHHI 2 (1. 5mL) H ¥ M as In2— (2-WkE - 1-JE- L5 58) - LB
(0.50g,2.9mmol)  FERS N, AR AE 110 C Iy G /NS, e 4 Halifh (RERR, 2-5%
FH I — 0 5 2 B VR 1) — S ) DA 3 520K 3 6 [ B bR AL & 1) . LC-MS :m/z 427 (M+
Do

[0351] JDIRE

[0352]  2-{2-[4- B~ IEH H-—FFF [b, f][1, 4] A A PE-11-3E) -IRME-1-3E ] - 2.5
B} -2l

O_/—OH
/_/

N
[0353]

@

[0354] [} LS i 20 95 ﬁﬁl_ﬁ% %Eﬁz {2-[4- G-F AW H-—283F [b, £] [1, 4] A= -
11-35) -WRE-1-JE ] - 2 8 L) - 2% (0. 24g,0. 56mmo1) [¥ITHF (15mL) Y96 7 ¥R b IME AL 21 48
THFY W (6L, 6mmol) o FE S, K B B IR MRAE 70 CIlIs H M2 /Ny FEVKIs H , 212 T
P AR PR A 7KV TR AG VA IR e B - VR o 0 B I VR A 9 HL R THE (5 X 10m1) 2= B[] 44 o 45
TG WA G - 2l (R, 2-5 % FBE— 0 & S e Ml i — & ) » DA 21 oK 3 6 ]
IR BIAT AL B . LC-MS :m/z 413 (M+1) .'H NMR (CDC13,400MHz) & (ppm) 7.47 (s, 1H) ,7.38 (m,
1) ,7.26 (m, 20, 5¥E#HES) ,7.17 (m, 1H) ,7.06 (m, 11) ,6.88 (m, 1H) ,3.85 (s,2H) ,3.76-
3.46 (m, 11H, & A 22 ¥ 5iF) ,2.66-2.57 (m, 8H) .

[0355]  sEf5i4
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[0356]  2-(2,5- 42,5 &~ 1H-MEIg—1-35) -N- ((11- (4- 2- Q-2 F 2 HIL) 2. 5)
WRIR-1-55) —283F [b, £]1[1, 4] BRI Pi-3-5) 1 HL) Lk

OH
o

[0357] N=

H
S N

[0358] ] NS4 3 ik il 2% 1) 2— (2 [4— (3B FF - 2% 3 [b, £ [1, 4] B A& 44 3R Pi-
11-35) -IREE-1-3L]- 28 ) - 2.8 (5.6mg, 13. 6umol) £F295uLIDMEF F16 . 4uLft) =T f i
VWS N340 IN- (a—Zh SRk . Ji 5k 2, I A0 E) 3% 31k IV 2 16 (AMAS, 10mg/mL, 3. 4mg,
13.6umol) RIDMFIE I - SUVF BT I 7E20°C T BEHE6040 8, 3 HAR 5 78 SR & AL 8
JR 45 G I B JE A A

[0359] S5

[0360]  N-((4- (=2 [b, ] [1, 4] BEAF B -11-38) -1- - C-FREE LA ) 45 IR
E-2-58) L) —2- (2,5- 4 f0-2,5- A - 1H-ME%-1-55) Z B4 ORI R R B -8
k)

[0361]  JDIRA

[0362]  A=HUIRARER T (BTG) 5 SATAR L :

[0363]  []3. OmLA 4= R AR BR 8 (BTG, 20.0mg,0.03umol) ZEpH 7. 56K 100mMAEHE h 22 it
TR VAT R S IN276 . OuL FIN-BE IR U % -S— 2. BE F AR 20 BR g (SATA, 25mg/mL, 6. 9mg,
30.0umol) [ DMFY R o K5 BT A3 ¥ R AE 20 CEIR R & ML LR & /N o ff FHpH 6. 0ff AL 75
5mM EDTA[K) 100mMB % 25 22 phfk , 78 Sephadex G254 b 4li4ki% [ M . [16 . Om 1K) BTG-SATA
(18.0mg,0.027umol) H ¥ IN600LLAIpH 7.0f) L & 50mM EDTARI2 . SMERFZ o ¢ AT 43 ¥4 R 7E 20
CHREFARANL IR E LN

[0364]  JDIXB

(03651 i) i 5t i 2 B T 3k i 4% I BTG~ SHYE ¥R 11 25 /33U FE (6. 6mL , 0. 027umo 1) H 8 i S 451
2 1] 4 IRV VR IR 25 3 iR (898.9uL, 19 0umol) o ¥ B3 VE MR S W 7E 20 CHE R IR A WL
R E 3/ B IE0 . 45nmyE S ik JE AR I UE RN, AR JE A4S pHT AT EL S0 TAME AL BN
100mME g £5 2% vhif , /£ Sephadex G-254F_F 4T 44k .

[0366]  SLA6

[0367]  2-(2,5- —4AAX-2,5- A~ 1TH-MEI%—1-35) -N- (11— (4- (2- Q- H 283 2. 3h)
WRIE-1-38) 2K 9F [b, £] [1, 4] AR B -3-28) HE) ABE- 4 IRIBEREA-REY
[0368] ] G 545525 WA R BT il £ AU BTG—SHIA VR ) 2540 38 FF (3.4mL, 0. 014umol) FR N
641 . ARLE s 4 Birid fi & 12— (2, 5- A2, 5- & - TH-ME % - 1-2%) -N- ((11- (4~
(2- C-BEECHE) 5 RGE-1-J8) Z28%FF [b, £1[1, 4] AR PE-3-58) F L) LMt
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(13.6umol) o K Fr /3 IR &M AE20 CAER AR G ML LI & 3/ o HpH 7. 4885
0. LAMSAL AN 100mMBE R £h 2% hifl , 7E Sephadex G-254F L 4lifbiZ B

[0369] ST

[0370]  N-((4- (=2 [b, ] [1, 4] BEAF B -11-08) -1- - C-FREE LA ) 45 IR
I -2-35) F L) —2- (2, 5- 48482, 5- A - 1H-kIg—1-45) ZBEe-$AFL I 5 5 -2 50
[0371]  JDIRA

[0372]  HHfLIM¥EER H (KLH) 5SATAR [ )3

[0373] 3. 18mLAYAHFLIM S & (KLH, 15.6mg,0.156umol) ZEpH 7. 416250 46ME AL
(%) 10 0mMB 1% 25 22 i b B9V TP s N 72 . LuL I N-58 B 0 i —S— 2 Bk B i AR 2 iR i
(SATA,25mg/mL,1.8mg,7.80umol) FIDMFYA R o 5 T 13 ¥ MR AE 20 C VR R A AL LR & 1/
I o A8 FHpH 6. 0f AL 570 . 46MET AL AN . 5mM EDTAFK) 100mMB % £5 42 ik , 7 Sephadex G-25FF
A iZ N . 716 27TmL ) T3 KLH-SATAYA R (13.3mg, 0. 133umol) R II627ulif)pH 7.0
AL 57 50mM EDTAR 2 . SM¥R % o K BT IS VA TRAE 20 CHEVR R A WL IR & 1/ o 1Z I N AE 5
LSRR RS BRI S5 S S R AR A

[0374]  JDIXB

(03751 i) Gt 5t i 2 BB T 3R i) 4% PO KLH-SHYE VR 11 25 /3 30FE (6. 9mL, 0. 133umo 1) HH s in 2 451
2 1] £ IRV VR IR 25 43 iR (624 3uL, 13 3umol) ¥ B3 VE MR S W 7E 20 CHE R IR A WL
IR E /NI B IL0. A5 umyE S ik Y8 A8 ik P8 N, AR FE A HpHT L AR AL E 0 L A6ME AL A
100mME g £5 2% vhif , /£ Sephadex G-254F_F 4T 44k .

[0376] S8

(03771 2-(2,5-—%AK-2, 5- S~ TH-MEME—1-F) -N- ((L1- (4= 2- Q- FFRLHF) L3
WRE-1-38) 283 [b, £ [1, 4] A -3-3) H 1) Al E-8IfLInE R A - &Y
[0378]  [r) US4 725 BRA R BT 1) 4% A KLH-SHIE R ) 254330 (3. 2mL, 0. 061umo) HH s il
S A4 1] £ VA VR TR 25 40 3 RE (283.0uL, 6. 10umol) o ¥ BT 5 VE IR -& W 7E 20 C IE VR (4R
G LR B 3/ AF FpH 7. 41850 . 46ME AL BN 10OmMA B2 5 2% P , 7E.Sephadex G-
254F FaifbiZz = B o

[0379]  sE#9

(03801  FH T+ 1~ %) 5 4 4 3 WU 5 AP0 FH T R) SR P | BRLGSF-  e fnd ~F AR R 555 B/ 3 ST
FiFl ) 22 26 5 P e 2 M 5E

[0381]  7F M1 fo 2 SR AT I — Z V0 S o, A8 FHELTSAWIAA /I bR RS 308 ML VR ) s 8242 o
MG T 2898 LI, I B R R8N IR H I ELTSAKUHE (o 135 T 2238 R I I B (i
A ECAB AR INSO4H i) -

[0382] k8
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...... (s S 2 L& 12

400
__________ 400

120G

1200 ., - o b
________ S L
10800

[0383] | 10300

04| 15858 13188 1.4302 00633
S— 15111 10827 12185 80427

[0384] K9

WA 4C12 1A4 4G12 IF6
400 0.5467  0.2002  0.0144  0.1308
1200 0.1793  0.0619  0.01035 0.03905
3600  0.06655  0.026  0.00825 0.0192

10800  0.02755 0.0132  0.00765 0.01035
400 3.7296  0.24275 0.22585 0.00615
1200 24516  0.08695 0.0763  0.00685
3600 1.1575  0.0282  0.02875 0.00615

10800 04622  0.0147  0.0145  0.00645

WHE 5 SE9 2F2 3E2

[0386] 44 JEidid & G+ EELTSAMINR _EiE W DA e (55 B B e T . F1f2pR T
ARG Z AT IR &5 T o B S5 0 A o) A A T ) A S I i

[0387] K37 T AEMIALIN e e B b A I 5 5 1tk S 2 DN 4 =X, LR i i, R nde i
S R S ] Fh R T4 B R o A A R R T4 A Mt AR T A b A I 3BT R X
b o e 2 ARAKCE I 0 B (B ~F) P A2 B 5, T = K CE I 2 i (e ) 7= A4
55 o Al NG ANAEAE 25 W00 REAE S A EE S 6 I B 2R SR v SRR i R v B~ 1 2 R AR | T
P S 15 ~F- V. 50 % 893 . 89— 1 3 FN189-5 4 plt ) HiL 7Y 751) 5 sz Jo7 il 2

[0388] P57t 1 R 4f = A BH 19— A S it 451 P A 0 2 ) RS 1T o 1% 23S LA
FH T F2USORE i X B I3 28 X (R R I A A0 Y 5 4 1 45 6 TR AR A4 A B X (7
TREX A \AN X 3k s B A X 35 ] B B o (1 SR i) AR AR X IR & X FF A
MERMKX .

[0389]  [EI6-97~H T FHUTARAE [ M X 2R PL AR 5CT FEE A X H B b c iy S IR e 57 P 45
TCAF A A S P A XoS AT S R e B 1 o) R (B 3 BT SE R P R A ) (BEL6)  FR TR S B X AR
PURAGO-1FNZR A [X A 1e B 20T 5 4 14 45 A5 TRC AR P A2 1 A0 T %o BT BH ot FRL (55
ARG (BT HITRTE B X 69 B HTAR 1 LRI & X R AR e s i~ s M4

[0385]
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PCAFR A7 2 RS FRD B 0o R AT~ PR o TR (R S5 T A i) (1B8) A B AR AE B B [X 8 7 (14
PUARE-9ANEE & X rh (R AR A 55 I 5 4 1 225 1 AP 0 2 RS At g 0 35 D £ 3o (5 )
BE AR ) (B9) B SRR B e B 2k o 945 [X A AR TC 38 4 PR 45 & FC 1R 5 A7 A T RR i
TR 25554 LA T 45 & EPUER ARG B IF HAZ 8 AR TR I 29 E R FE R
(55 I E S H AN E R -2 E3) .

[0390] Oy A bRIC TE G PE LS S EC AR A R S YIRS & BT T OBLIX A 404 43
ANELE PR AT B A TR 25 AR 10, ANE0 55 B S7 R M B AR OARAE AR i X, I L
WA BME A AR AEE A X GRS FR L BB AR AT bR 1C A5 B, EA R
EARICET LR ME) FFA2 Bl 28 S MEIX o S o X P R B SR IE ST A (5CT) B8 AR R B X 27 o T
RI07R Y T 45K, BN AAAAE TR B S b O Hd i B 408 1 RIS sl il e b X BT e
Pt~ RN B 28 5 WD R &5 25 B SRR A

[0391] 10
[0392]
T Lok ESCT- A (Ong/mLikA&): i
w5~ : : RSPy MR

HEARE . mew AEE RREE @R BE  TARE.

R R s O e 2 077 1.56 3.99
ks AE . R A0 S 3 002 | 006 §  41a
T LITL 2L T o (R o S E 5 0.09 9,10 4.2%9
of a.ofod- 2 MEANPR R . BaRE . A3EER b] . 0.13 042 i 4.61

A RN
N ‘-E}:%-‘.:f:‘-‘\\"s\:sx;::\ ‘\‘5\‘\\%‘&&&\* N

[0393] 2 WAR11, A& AT IO FE L TORERE i X b I Had L B 408 1 1A% i id 28
e R Ga N AR R IINVAL I N i TR R T A Tl oy Y SR NN AR R A DB 2 2
S LIX o SN X PR CRE BT i (4G9-1) B0 & AL O MIIX Arp s RIS 1 4528, A7
FEF B e NI LB T B A8 1 FH A% Bl e B X F o] S0 WA e i 1 MR85 Il 2 5 WD R 4

U RN

[0394] &1l

[0395]
R R U EAGY-1-30F AR A 1(Ong/mLIK ) | :
e R RE sl
HERA . ReH  RAER BREE @R BE L FHER
8RR 2ok, RaLE. AIEE 1 P 003 | 085 i 4.3%
BRSO AR oy sk, s, HIEER 4 ¢.74 1.10 4.55
BRSO ARA T s okek, oBELE . A)IEER 5 0.06 3.09 4,79

e . HPEE 8 0.1 | 0.13 i 5.17

AT NI ] o
[0396] = WL K12, ANE SR AR M TR AR AR i X A 9 Hoal i B 4n & 1 2 sl i 2%
B X (R AL S AR IE R SR e FR 0 BT A bR IC R B B (B AN B BRI IR ) FR R a2
RNEX o 2 B IX O IR hi iR (1) B fERMNIX6H . FRI125H 745 58, BiAAFLE
7ol e N I HoE ik B4l 1E RS shim i s B DX R i) ST IR | BT AR BE B S R 45 A
R FPUA,

RN \\\"
AR
N N AR N
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[0397] F12
AR ] -4 ARA | (Ong/mLIRE)
ComE- : z
2 R )

o2 A ks - S o M

TR AU R B Rl BACE. I 2 001 0.07 3.85
[0398] B S E A ek, RER. PlHE 4 801 | 012 4.01
o A AfE. S | o003 0.08 4.24
PR [ phek, AAE. SRR 8 004 | 007 4.56

(03991 2 WL 13, Al A IS A BE R LR X o 3 FLIT A BN 1 PR RS 2 4
B (A b AT SEIRME AR BT R T B T, (B & e R ) A5 30 %
LK o 2RI U R L O (5-9) A 7ESUMIX 8F . F 1375t T 45 3 B AR A 7
R S S FLI o A RS B3t 5 IV 0 SR 3 0T e B P 488 A o 4
= BRI
[0400] %13

e
BE - EHEE

L r
AR @y BER BREE @R

AR SOE A R S ook . AR, el 2 ¢.02 9.11 7.43
[0401] PSS T S okek . RAE . ban 4 0.05 0.14 7.73
BT oy ook, RAE. AR 6 820 | 019 | 811
FPEE-SUF AR IR A okok . RACE. BaE]  FEE 8 1.97 3.23 8.85

[0402] Dy T WIS ICTE M 455 B AR A ) 8 S AN &5 & 2 EATTDTRRAE I L X A 1 FH N
IR, TR FAN S 25 MDA S BEAT S5 AR X T o 22 L3 14, A0 25 R SR MR PR A i
DURERE L X b I HLs i B 405 7E R shilid 405 X Ot kB & s e B SZ R ) FE 4 80 22
SBEIX o [ BE DX R BT SR HT A (5CT) BLE 7E ROBLIX 247, DL S BCF ik (469-1) 4
TAER P X AR, g - B (11) 65 78 e B IX 6 H I B A RS Bt iA (5-9) B8 £ R M.
X8, FRI4RH TR, HIAAAFLERR T FISZIRMEGTASCT (TR M IX 2H7) Z S5
J¥ie

[0403] K14

[0404]

% : RN el
55

CEERA woh EER L #BEE L @R &AL THEE

:T,-.-'E_; W amek. REGE. b, dam| M3 2 50.33 97.53 5 44

| Mamm  [maser aRe. dak. i 4 2.86 391 | 1166

| o FURNTNT: 6 | 132 1.2 1103
: 334 | 419 | 1294

[0405] 2 WK 15, AL BLECT IO RE L TORERE i X b O Had el B 408 1 1A% il id 28
A IX RS PR IC BT JER 3 2 S BLIX o S B IX P ORI SR B A4 (5CT) A& R
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REB 204, LA B BT (4G9-1) AL A FE S REIX A BT 0 (1) 0 95 2 R RIKC6
o3 FL R MG (5-9) (34 £ R RIX 8th . FRIBRH T 405, HARAEER T AT
BLPAGO-1 (FE S REIX AFH) 2 S AL

CN 110054693 A

[0406] 15
AR 4GY-1-2F LR 1(Ong/mLA ) _
oAl Ry R
DRFAEA WA $REE o @mR . @A L FHER
[0407] BRP SR Saek . BRCE. it 2 C 0.02 008 | 4.86
B RF PR M ek, RAE. SatE 4 34.23 51.80 5.38
R AR | ook, AR . a8 5 " 0,22 0.22 510
ARG oot REE. SR, & ¢.15 Q17 i 5.59

[0408] 2 WLAR16, AN AL 35 LT~ ) B it UARAE A s DX b O ELOE IS B 408 1 PR shid 1L 2%
A X R A S PR iC R ) I M 3 28 S ML IXC o S BE X P VRS B SLOR T AR (5CT) B 42 S
RLX 2, BLECRE BECTHUAAR (469-1) WS AR JON X4 R iR F oA (11) A5 A2 M [X 6
FIF HoRE ARG PR (5-9) B AR M X8 . TR 167 H 745 R, A AERR TR T
PURLT (FEIRNLIX 6H1) Z A 78 S B o

[0409] 16
J;}»?HL}U‘%H f‘ﬁ;'—?“ﬁéiﬁil(i)ngme;&Ii) . . . . . . . . . .
e M=~ : : Ry Y
Dok EA A4 CRME P EALER ki) Y FHHE
[0410] St P A e et DI, R, AR : p) T D33 | 0.4t 10.02
e L F e CET ST S S L 4 0.08 | 0.23 10.47
LR e e S EHF 5 140.38 181.33 7.51
bR AN ket REE. bRE. FEW 8 1.58 261 11.53
(04111  Zx DLER1T, ANELE FIRE Bl A0 FE S PURRAERE 5 X b 9 Hod i B 40 E 2 shisad 28

A IX QR & bR e A ) JFEA 3h 2 S RLIX o S L IX P R SR B A4 (5CT) & 1R R
REX2r, PA KK BT ik (469-1) A5 AE S B2 X A R BT Hi ik (11) 8035 78 e S [X 6
I ER RIS BB (5-9) AR MIX 8. FRIT/RH T 455, BN A AFERR 155 i
PUARE-9 (FE S ML X 8H1) Z A 77 B s o

[0412] 17
ABF-LMS9HFBA OngmLRA) G
- omE- Ty R
ECFARR B - mA SE L PHEF
[0413] opamserin | ame. RRE. BP0 1.03 1.51 2,07
ETRTE TS ) S U ¥ RS G " 065 | 0.0 9.60
PG SCPARA L OT kel RAF. AR A8 2.81 6.35 13.48
N 55.98 1006.91 i1.58
‘.\:i\‘.c\:. S . :-...........................:
LA HCARR I B e B IX AL s & 2 e
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FHRLR LA o

[0415] P 10-1375 H 7 HARKE T VR FUAAR Se L IX o i) SR 79 S g i 26, ANAE LB S a 4
FRIAFAE N AR AR E R 770 B S AR/ e R P R UIE 8 o £E B 1O P, A o] SR AR 1 5 i AR
FERE A X O B4 E AF R Sl 47 & X (MR S Fn 10 B) SLORME AR ic BT A
TEPE BT AR DA B I 3h 28 [ BEIX. o 5 B X P CRE BT SR BT A4 (5CT) 035 8 S B X
2+ o QI TOFT 7 5 AU A RSy Sz R A T 350 B ST W i~ B 5 S 2R ) e 7 g 28
[0416]  FEPE1TH, A5 BT MR b U AE AR it X rp O HOE i B e 1 R shiE it 4 &
X QA S AR T B SZORME AR TC BT ARG R R T AR I A 5 ) 4% 20 28 SOBE X o s b
X 30K BT B (46G9-1) BLE 7R R BLIX 49 o i 1 1R , AN AR B 20 F- 1 3% A BT 37 R
P W T~ Bl 5% 11 i 2R 790 B s o 26

(04171 FEPE 120, A S MR- (K0 il OB AE A it X rp O HOE S BN E IR ahiE it 4 &
X QR A S AR 0 B SZIRME AR TE BT ARG R R T AR A 5 ) 4% 20 28 SO BE X o s b
X PR B~ B A (11) A2 72 S S X 6 H o A B 12 s, AN AR S g At~ T A2 A o] SR e
BT B % e 11 i R 50 B e B i £ o

[0418] e 13, A5 I i (¥ 4 ot OB AE A it X b O O BANE 1 IR ahiE it 4 5
X QR A S FRC B SZIRME AR TE BT ARG R R T AR A 55 ) 4% 2 28 SOBE X o s b
DX P R R B B B (5-9) 6035 72 S REIX 8 o A 137 , AN A= s R 5% B 717 33 A B SRk |
PR B B T (1 i R ) B S B g £ o

[0419]  E14-1T7R ) TR ESEVAGUR AL T, BN i R 7705 B B i 26 o 2
P14, 655 B S0 e ) R et ORRAE A it X o O HLE L B4 F A shis il 4 & X (AR
BRI P SLORIE R i B ECT AR IR AR LA 5 ) JF A% B0 2 ONL X o S B IXC R
Rl SEURMEGTAR (5CT) B85 A SR X 270, BLSCRE BT PR (469-1) & fE S BL X 47, K
MR P A4 (11) L5 78 OB X 61 I ELRE A8 B 44 (5-9) 003 7R [ M X 8 o AR A 17 BAT A7
IR P ) S 20 5158 5 I T 2, Gn P 1A T 78 o 2 60, 15 BRLRCT A AR o £ LG AR Py BRI ARE o DX R O AR
AR ST 1 S TR B s S 2, B 15 T 7 o 2 B R WAL T (AR i £E SRS P AR o X
UURRIRS 5 A2 S T P 7R 75158 e B ol 2, 2n T 16 70 o 22 60 35 R 55 i ) ot £ GRS e O
ity X FFTORRIS A R i P i 2R 5 B S B gt 2, a1 TR

[0420] P 18-2175 t 1 A Dy Rtk e FEE A i 10 771 2 B I il 28 (186-9) 5 22 EA% 2P A Jl 1Y)
7ol S N B £ (B 14-17) A LB 2R o B) SRR bE B 45 RAE B 18T s i 5 BT R L B4
SRAE TR s AT () LU e 4 RAE B 207 5 DA BRI i ) LU e 46 R AE B 21 o X SR ] o i
BH A0 it 28 15 2 2t 2510

[0421] X UEHHE o , A P U B R e 00 S 3 L A — R 48 2R 55 2 B 1
B I AR A A I 22 TR AR 2590 o
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CTI R 1325, 145 4
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HUIA
®2
N X4

K6
NN Zg

K5

[T <2 ok me b 4 g ARt SRR
%, %5C7

70

60 .................

1P ) 7 AR

40 -

30

_‘][E_ ij :|r?‘x;.:- ‘ﬁ"l 7¢/')\

20

T s —

0 500 1000 1500 2000
] ke SR (ng/mL)

K6

51



CN 110054693 A .IH' HH :I:; Bﬁ 5/15 11

AR

140
120

100 -

80
60
40

TR 2 @ AR R R
IE4GY-1

\ e 15 ) ) AR

e — |

0 100 200 300 400 500 600
A R (ng/mL)

K7

o BT T M st SRR
LI

wrnen

0 500 1000 1500 2000

BB IR JZ (ng/mL)

K8

52



CN 110054693 A .IH' HH :I:; Bﬁ 6/15 1L

A 35 B P 34 d AR R

SLIES-9
4
70 .......
<t —— @

0 50 100 150 200 250 300
F) 3% B 7R JZ (ng/mL)

K9

53



CN 110054693 A .IH' HH :I:; Bﬁ 7/15 1

FT Zoked 2 FE: [T LUk RN X — R4 X
] sokml . B AP, B5-F. £)320R

90

80

~J
o

(<))
o

w
o

- ¥y A2
8

W
o

N
o

(=Y
o

o

K3
=

RIE % IR
B AN T AR5 Fn & 5 IR 69 AAR S F AR

K10

54



CN 110054693 A .IH' HH :I:; Bﬁ 8/15 1L

RAFZEMNEL: ARFRAER - HERK:
FToked . AP, BHCE. A3EE

50

45 .
40 > )
21 R S WO

.......... \ ‘;%i:{“.‘l‘;_

e 1) 33 ]

9]
w

- 305 AR
1
&J‘
F,\,
%t_;\
A3

= N
wn o
G
e
B

fd
()

° =

KR SR
LN TG AR SE For 3 3 R 6 AR B AR

K11

55



CN 110054693 A

WO P M 9/15 Tl

Br TS EM R R R R - EBA K
BT okl LA, REE. EER

160

0 zzm:=“‘“—ﬁmrma

120 L ——— . S
% 100 e e DA AL
=t =
ﬁp 80 - A
-\_5‘"'
g- 60 i

40 e F1) 12 R

0 - _

{RK 5k E

A RGN Ao 3 50 IR TRARBF AR

K12

56



CN 110054693 A W BR B 10/15

FIIEER 2 o FPBEEAR AR - BAK:
fof Zokod . B ACE. AP, A6

80

o [5] 3 9er

un
o

F 30 A2
& &

/
|V
/
t
.

TR L &) IR E
FEAST Y IK5% B 3 38 IR Z O AR B AR

o

K13

BT ko % F=mR: F[avked, RAF. SF. 125
-— AR Fravked, RAF. BECE. A28

160
PAD A e
P20 Armmmmm———
& 100
o  al AL
b{ﬂ- 80 = e
B | A F
o e 112
20
0 i T H 1
1 2 3 4

IRRBLE S R A AR A

K14

57



CN 110054693 A W BR B 11/15

AR 2% F=RMK: ik, ARF. 7-F. F3260E
-—BAR: Favkek. BRF. AP, AXEE

120 - i

100
- 80 « y
‘g k\‘ —— = Jhaaliis e
% &P - R
il ‘
0 i H i
1 2 3 4
TRAE 2 & L6 AR AR
K15
BEE A F=RER: Fidked. RAF. B8-F. AIEE
- - AR Favked. BRAFE. BEF. AW
140
120 S 3 = SR —
100
iy 8 — ——FT ook
& & ¢ . .
& 60 ° =t -B-LAF
o : BB
40 e s SS— i”_‘%
' JEE3iE
20 e A\-‘JF ]}
0 A
1 2 3 4

KR B & IR TR F AR

K16

58



CN 110054693 A .IH' HH :I:; Bﬁ 12/15 7T

FIIEF: A% =R R Flavked, BRF. Bm-F. 486
—BA K Fagked, BEE. RECE. A3EEA

140

] o S ————
2 100
ﬁ 80 - e [T 2R A
?'? 60 M 5. AR S - o —— g&ﬁ.’{"
a0y _ -
& 40 m ‘ﬁi - - oy

20

e 1| 35 EF]
0 \

1 2 3 A
IR E . 3 OB 8 AR S AR

K17

e (S B VT S R4 Y

24

2% F

0 500 1000 1500 2000
[ 52 9% et 7R (ng/mL)

K18

59



CN 110054693 A .IH' FA :I:; i 13/15 01

LR 7SR A4 % F4G9-1

—— R B A AT
LR

0 100 200 300 400 500 600

.

B 7R (ng/mL)

K19

60



CN 110054693 A

WO P M 14/15 Wi

120

100

[0.0]
o

- yoE A
3 3

[
o

RS RTAS T HIE]

h

e (R T 64
Sh

- L5 E

\
\

500 1000

1500 2000
T R A (ng/mL)

K420

61



CN 110054693 A .IH' FA :I:; i 15/15 01

IXLAVIEEA G K 24 % F %59

e (RN ER GGG A

23 E

- Hybde iy AR
8

30
20
10
O ] ] ! 1 1
0 50 100 150 200 250 300
F1| 3% R 7R (ng/mL)
K21

62



THMBW(EF)

[ i (S RIR) A ()
e (S IR) A (%)
S 3T H (B FIR) A (F)

FRI& B A

EHA

IPCH 35
CPCHKS
REAGE)
£ A
NS

BE@®F)

FEASRERFERRNIGREAR. NRAXTTT —H
WEHHE , ZRETHATRUERFPHERFY  ENEZTEEREN
EFHEFR. ZHERATERTHRSENPIEROMURNERES
BEEEMIRNEREDAFIRK, BREAF, ERFMAERN S

BRI,

BERFF HURM TR E AR

CN110054693A
CN201910023093.2
BRTLAERAT
BRTL AR
BRTLERAT

E fFELR
B&RFfx
TRERE
T EMmET

L BHF
BMEMEF
R B=4F

M G ZEF
Y &

E.fFELR
B.&Fx=
TRERE
T.B
L.RHE
BM.EMEF
R.F=4F
M.G.ZEF
Y.&

C07K16/44 GO1N33/577 GO1N33/53

A61P25/18 CO7K16/44 GO1N33/9466 GO1N33/94

ED'S -
61/691598 2012-08-21 US

Espacenet  SIPO

100.0 \
FEE 900 -

patsnap

e A Y
il 5 -89
o B FR 290
e BB 15
e BB 158
- wm 50% %4


https://share-analytics.zhihuiya.com/view/82ffbeea-8319-4c6c-8faf-21cd1ac5d59e
https://worldwide.espacenet.com/patent/search/family/050148312/publication/CN110054693A?q=CN110054693A
http://epub.sipo.gov.cn/tdcdesc.action?strWhere=CN110054693A




