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SRERFMEMALIRERESIERESNA

BRARGUE
[0001] 7%k B & T A WAL TR, BAR U, e UK B R A 5T A T i S
% TR S M .

BEEEA

[0002]  GUKER R (coumachlor,COU) J&—Fh el —ARE B & Rkt 7], HE MK, KR AL
BT, R —Fh N BTN T2 1 A% BR 5 o IR L 5 40 5 4 28 KA AL, mT LAk 28 K3 51
BEILIR 7 10 VIL X XPEFFE A & - 4 B & R R 2590 )5 2 LA E H i 230 I 5, A
T 38 1 v 20K BRI 280 o i AN AR B N et 0K R R 5 4 R A B Ui A B S i 3 H if
LW IMMILE , )5 RBONE . BT &K R R KRR, M2, &% o R E—1
RECEEES, SR s R R EEWEN T AL DA R EREREE
P JE AT W BN AR W A i SR R R AT RS I, 9 s BT %) e NI PR VA 7 B4 7 L it o

[0003]  H A, A=A o UK BR R RS I 7 2 28 B i O AR (v L YT P AR 2%
I3 M T3 1 o AR 3 T 77 10 WAIE T 325, AR AE A M R A /5, 75 B 1) N AT 44 L A
i A 5T A S5 R N, TV R HE R R AR G A G AT R R, AT R R ) R U Ry
S, TR R B AR 337 DR A I P38 FH 7325 o B 8 40 B 7 1R I S BREAE T BRI e
FOPCAAR ) 1] 2% o R AL 22 325, B RO — 8 I 2 e PR BN , 465 0 25 AR5 2 044k il 4% () i
PN EATE ML A P o AR HE PP 51 0 PR S (A e A B ) AR AR B TV B bR
LR AR, fil & 58 AP s, I E ) SRR B, D9 s b 5 i A S B e
fili o

RAAE

[0004] A B B 2 SR S SRR R AEPUEN TP B b e il 2605 3% 5 N o

[0005] Dy 7 sSEELA KW A Y, 28— J5 T A SR ALK R R AP (COU-CMO) , He 454
K (D fros

A COOH

(D

[0007]  ZE 5 TH , AR B FR AL BT IR S B A 1) 4% vk, SRR R SR B R Rk
A3 3 BT iR FUK R R

[0008]  Jt— D Hh, AT IR P S5 ) il 45 7 V2 B AR I R R SUK R R 80mg AR H A SR S b R
£h (CMO) 30mg , ¥ T-BmLIL BE JE VR, S8 J5 56 4% 2y A VA B B 1 B R e i, 70 C i 14+
SE6h, 2 B AE K B AR KT (T0°C) 5 a1 5 H N0 . MY NaHCO3 ¥ 3 3mL , i JiE A
BB AR ARG IR B ZEHU3 IR, AR 7K AH , A 2R 1R (0. 1M HC1) ipH=3, 4R . I
AU AW, FE KB B AT R (30°C) , BPFF BT iR &K R R 3

3
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[0009] AR BHEUK R R PP & Bk 26 LA 1

[0010] 58 =51, AR BHFMEE KR RN THUE, B TR S KR R L 58k H
IR G152 iR FUK R RN THUE AT AR A 5% 5t mT DUVE B I

[oo11]  Hop, rid#fcEH A A MERES INEED VAALLEES FREES VA
MiEAEA s LEFIMEAEA INEEH

[0012]  ZEPYJTTHI, A K BHERHE Bk N TH0 5 61 45 7732, R ATE AL RV (Active ester
me thod , NHS) ¥4 #4485 1 AR T Frid GUK R R PP 3R Bk

[0013]  wlikhh, = (D) Prnfb &9 S8k E B B EECEE /KEE 16: 1,

[0014] BT 5 THI , A% B H& A R BT iR UK R RN T 4% B0 e e P, (046 2 il
PR B b B B, DLk 2 e BE AR o ik 2 S PiAA ml ad i UK BROR N TP b 72 S5
N (/IR AR I 2EA0 34T

[0015]  SE7NT7 1T, A K B A At ik SUK BR R PP 5 s ik FUK B R AN THURE B BL ME—
IVAZEE

[0016]  (DFEMIS P K REEF PRI ;

[0017]  @7ER MHTECK R RAEEFAPED AR ) R o

[0018]  EE-LJ7 1M, A A BH AR Ak HH P s e e 1 e A ) 4 7 SRR R A e 7 k)
[0019] 55 )\TJ7 1, A B SR AL BT i e e A LA IR DL R AT — N

[0020] (1) FEAa ISR R R HH B 5

[0021]  (2) 7 il & FUK B R 1) S % JE AT ik 4R 2% 1 B 5

[0022]  (3) 7 il o4 S K B R ) J Ak e Wk 4R 2 o 1 2 FH

[0023] AU BHFTIR N P05 45 A 9 928 Ji AL 5, 4928 i mT BLJ2 COU-CMO-BSA , G4 5 m]
DL+ COU-CMO—-OVA,

[0024]  FEA KB — AN BAR SRt 77 20, e Balb/ /NI J732 00 « G g% R S AR FR )
3K SE A FIFLAL J5 1 IR %26 Fi i Balb/ e /N R, Fi FH AR IF) 71 B 1 S % JR S5 25 AR R 36 G
AN GE AT FUAL G0 B IR S S () Balb/ e /N BREAT I S

[0025] o, BT B IR G e 1 BT O B % SR I 7 M0 . Img/ A, Ak f5 B RBalb/c/INR Y
g% 5 N0 2ml/ H

[0026] i s e e IR E N 21K

[0027]  BifJmo e BAR 9 FE AR IR S o 3 R & AT — RO S %

[0028]  J i /INBR B i BY O BRI 22 Se B uAds , 76 55 0 % — F Ja 5 IR BRER KR 1
5y BRI I .

[0029] B3k 3 A1 I 5 7 325 D g IEK 4 28 W B Ml 72 7% (enzyme linked immunosorbent
assay,ELISA) »

[0030]  FITIRELISAKG I J7 3%, A3 « [AJREELTSAYE , 46 I &K B R AT A4 ML 5 Ry« A) 22 5% 4
ELTSAVZE , Y5 HAA I - E 3 i) B2 (TCs0) AR 4

[0031]  f&HH BB EARTT R, AR 2 /0 BA T AR S A i AUR

[0032] (=) AR ERAF T —Fi B EKR R PPus N Thuli S il 5%, B
PR &K B RN THUR S 5h W, vT A5 203800 &, R = B RE e H A AR BRI AL
KR R AP T L& I PTaAR, s S AR R0 A B R B AR S SR R R g v

4
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it 7T B

[0033] (=) Ak BRI SUK R R P52 P M k& ) 2 84057 6 s, A AER
Al RE R AR FUK R R AZBIEOL T 19 2055 IR B B R LB L PR 4 P3RS i alifk 5
()2 5L R AR A AR T T ) A DA B e SR, 4 T 37 S g% o M 7 iR B ORI N
AT 5% o

[0034] (=) AKX IR FUK R RFPUE & BT, Hw PR vl SRR R4
7% 5 HHRAE PRt 15, e R PUEUK B R PR I i) 2% B3 58 S Al A B v, i e
BV R AR P, B B al A3 .5 X 10", RAESEE (1Cs0) 40.55ng/mL.

[0035]  (PY) HIFHA K BHFR AL GUK B R PP 7 il & M &UK R R 2 e bk B R %
T S ANE R R AR o, RN IR DA 22 G M rp B AT R G B R 5

F 15 RF

[0036] &1 A R B st 9] 1 =X (1) B SCK R R AR dil & i i

[0037] W2 A e B szt ] 1 UK B R PUR SIS

[0038] &3y & B S it 451 2 o 425 S COU—-CMO—-BS AR JiE Jo A B 800\ AR P 8 K AT IR 1) it
i & (MALDI-TOE-MS) .

[0039] |4 g A i B i it 57] 3 Hh R P DL I 375 AR— 304G I 4 KRR, R IR b o T 2R 1)

BASHEA

[0040] DA Sijit 91 FH T 15 BH A S B, AELAS FH R PR il 4% 5 BH () YT o 5 R AR ) 48 B 5 S5 it 491
BT B R TF BOR AR STIRE AR N 53 B 80008 -0 B, B Rk 35 9 i B i i

[0041] DL skt 7] mp faf PR AR R AR  BRAS 7 SRR R 7 KRR S BRI S KR L R R T
B2 AR SR R S B R S b i 35T B RBRH A A

[0042] b3R5 WK A- R H T R R H SRR 4R 4 B8 N, N- - H 3 H
fi& (DMF) B ER A, BRIREE . L BE25 W 5 [E 25 4E 1]

[0043]  BRIG SR BB IR A T2 A7 Proclin 300ZE MR IS 751, 4B B FIN- 3 FE 5% Pk
TP A% (NHS) 1= (3~ & FE L) -3- 24 ik A& R IR 21 (EDC) 2534 H Sigma A ],

[0044] S ERVE A A (Ovalbumin,OVA) ,2FMiEH & H (Albumin from bovine serum,
BSA) , BG4F 5 ¥ H Sigma A A .

[0045]  EPLER TeGEEFRPLALIE H Jackson Immunoresearch.

[0046]  96FLEEFRIR I H Costar A ] .

[0047]  Balb/c/)NUJW H b5 4@ R4

[0048] S5 1 S K B R -0 i 1 o 46 A4 e

[0049]  FREXGK R &R (COU) 80mg , 72 H L 2 2 Sh iR £k (CMO) 30mg , ¥ T-5mLIL IE ¥ ¥ , B
J& e B B A A RS B I R R, 70 CHE 45 HE [ Bi6h , [ MR AE KB RS R IR
(70°C) o ) AR H IO 3mL 0. IMFINaHCO3 & , i Jig {5 7 v I3 M - I 48 FHOmL £ 18 £ BR idEAT
HEBL 3R W KA o 2 JE /K AEAE FHO . IM HC1fpH=3, 5mL 2. 18 2, FE HEAT 3R - I £ A WL
FH K B AT R (30°C) , BP3RAS - $1 I COU-CMO (75mg) oA s 2k LI 1.

[0050]  FHAZREXT Ak 5 ()P s AT %08 , 45 R B 27 - COU-CMO:MS m/z 416.08[M-
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H17, B e 5C0U-CMO%y T8 (MW=415.01) MFF, &5 % B 2L P JRCOU-CMO & i 2y, 7]
DA T B i il 4

[0051]  sizjif f51] 240 K B RN T i (1) i) %

[0052]  FRHEX St 451 1 i) 2% (1) UK B R PR (COU-CMO) 30mg , ¥4 fif T-500uL DMFH, 45 31 2
B VAR & B 1 ) 45 1 2 B S I N 10mg EDCAN20mg NHS (K1) , B T-Wi Jidtkss b,
3001 pm3s i 52 3 5h o K 52 B I PR VAT S -0 (4000rmp) 5 B [ 375 (460uL) . B 80mg BSAFI80mg
OVA, %3 BV T 15mL 2 10% (A 445 &) DMFIFPBSZE pif A10mL 275 % (A 4 4 &)
DMF ¥ PBSZZ M v, 15 21 5 o B I VR o 4 ) 1) PR P e E V0 P N L50uL N8 0uL FiR B
W, BT 0154 R B 5h, BRI SRS 0 55 300 8 1 AR O LHu) o Edk B
B AR R B E 2 T B N 10KDa R T 48 i, AR S KB A 48 B T PRS2 Pl 4
CHEMNT3R A ZET F AN THLE3000rpmES Lr5min, 4L FiE K - COU-CMO-BSAZEMALDI -
TOF-MS% 7€ (K3) , ] 138k /K 2 19 BSA 5 2471 JE. COU-CMO I A3 ¢ JBE /R EE 15811, 45 SRAE B 4
95 S G LR, BT T /INER B 8 il £ B S RE LA

[0053]  SEifs 35 K B R 2 T B B 1) il 2% FH 45 58

[0054] — GUKR R 2 FoRE PR fil %

[0055] ¥ SI il 5] 2 i) & Pt COU-CMO-BSAYE Ay 9% JiR A 12 /N BR 46 A, 4 COU-CMO-OVAYE A A
B JEAE P S AR I 5 Lk 5 . Rl brad ford kil 52 58 4= 9T IR 1R FE , 28 3 5 W] #3 COU-CMO-
BSAFICOU-CMO-OVAF] ¥4 5 15 y5mg /mL .

(00561 4 Yk Ho B N K B 728 S W B 25 1mg/mL (FHO . O1M PBSHHE) , BUR B J5 1) s J5 5 9%
R TE TS RRBUR G, FE 78 70 FLA , S0 30 5 N 2 fUHeFh6 Ji] ke Balb/c /R (BaE6 R/
B LA G IR B o 100ng/ H 3 SRR 0. 2mL/ R o 2 5, BERE S F e S e — UK, s
s 58 IR 138 T 5 S AR AR ) 9 RS 58 A e TR FLAK o B 38 DR 1) B 928 71 B 5 1 IR 8 711 £ A
I, IR S8 IR BN 24K

[0057] = /INER 2 B R BLAAR (A

[0058] 7 £ 2 UK N5 He 9 56 B — JA Ja 0 /N AR BRCR 1ML, 3000 pm 25 00 32 3R 45 1247t 1f 375
(BN 2 SR HUAR) L PS4 B A 443 BB COU-CMO-BSA- 1 () A HEAT i 4 o FH 20 LR 2535 01
PUMLIE A LA B2 FH 18] 22 3 4 EL T SAVE e 137 R B0

[0059] 1. i MLIE XA Y I 52

[0060]  FH[AIEELISAVERTPUAAR R EAT R o (Rl ZELTSAVE AP SR AN T

[0061] (1) 4 : FHO . OBME Bk R 2h 22 i+ (pH 9. 6) H4 4 'R COU-CMO-BSAR BE /%0 . 5ug/
mL, FE NN 96 FLi& AR AR - (100nL/FL) , 37 CHLAEE & 2h , FIPBSTZE Ml i 31K -

[0062]  (2) & PA1 « A FF P (2% Mg 4= 9%) 150uL/4L, 37 CHLAI W & Lh, 75 FW, H
PBSTZE PS5 LR, $0T

[0063]  (3) A iiHiid : & FIFLIMAS0uL 0.01M PBS (pH7.4) , F I A\ SORLF B J5 1 50K
B R 2 e BE AR, FLAR AL 2000746 , LA245 86 5 0. OIM PBSTHF4a#BE , — JL M BE8 A8
£ o INFE B R REFL50uL, 37 C A [ % 30min , PBSTZZ M BE i 31K, 10T

[0064]  [F] A 15 B AR 28 B0 18 1) /0N R TC L35 A S B % HEE

[0065]  (4) fNMEAR B : AN FHEGAR — HU BV 3% FEAA AR EE 1 - 500044 ¢ T HRPAR ic 2E Pt B
TgGHitA, 100uL/FL, 37 CHAH R M 30min, PBSTZE MR PES: 3K, 1T+




CN 109897023 A W OB P 5/6 T

[0066]  (5) & (o AR I SE AL WG 3,3 , 5,5 — DU P L IE 48 g Vs i A0 i 20 B30 %
[ E A S AL IR L 1R AR B IR A IONBRFLAR 1 (L00UL/FL) , 37 Cilf 4 &2 4 15min.

[0067]  (6) Z& 1k : BESLIAIABOLL 2mol /LI IREREL -

[0068]  (7) ik : LAODasodB 4 I 5 %5 FLODAE - LABH PEODIEAS K F0. 15, A KODIEAEL. 5-
1. 82 A1 87 O P AR RE FE BRS8N - DL I B R R LR L, R B v 18, Tl
PUIMLIE AR REFE I7E0. 8 X 101 LA I, Ui B FH & i) - Bt SR AR BE AR 2R (1 2 e /N, P LA
SRAB IR 1) G S5 200 SR o L R L L3R5 BRD-HS -6 #4280 3t 1o » 945 X 10

[0069] 2.2 SEREHUMAT Csoll) Ml 72

[0070] (1) Bo# E SRR b

[0071]  (2) JinAsdE S FNPTAA B FL NN SOuLEUK R R BRUE S A5 0uL LA Bl (14 18
R PR AT RS L 37 °CHE B 30min, 2R o FPBSTVA TR BRI 3 UK, 0T o An v S VA WK
(R 7 77 R PBS 22 itk » A A i 8 B 43 911 90,0.033.,0.1.0.3.0.9.2.7.8. 1 124 . 3ng/mLII %
W BN = AT

[0072]  (3) By i, BB, & a1k M BUL R b

[0073] 4 B A5 B B4R Lh-10g 10 G245+ 4) {E A AL bR , LLODasofE WA HR , FIFHOrigin
8.0 VU 7 R AT & 7 AR il e 3R 1T TCs0fH - 67 22 pe BEHUAR I TCsofE WLER T, R
HH B 5 BT 40, COU-CMO-BSA-3#11 1 Csomd , - F0.55ng/mL (BEl4) o 45 BR M, A K B op T ideit
(1) 2Bt Ji7 45 FI COU-CMOAE b Ji ke r 7% , m DAAR A s S 38/ N B 7= A= v R R e

[0074]  FRIPLMLIFHEFRIER

[0075]

PS5 A0 SR PO HRR I (10% ICso (ng/mL)
COU-CMO-BSA-1# 1.0 2,17
COU-CMO-BSA -2# 2.0 1.2
COU-CMO-BSA -3# 0.25 pg/mL 35 0.55
COU-CMO-BSA -4#  COU-CMO-OVA 2.0 12.36
COU-CMO-BSA -5# 0.5 6.65
COU-CMO-BSA -6# 4.5 2.28

[0076] 33 : TCaoill s oy () AGE M A 1HE ) R SR B R

[0077] 3. 2 puFEHUAARERE 51k i A il

[0078] 34 B 375 T Cso B I [ COU-CMO-BSA—3# , 33E 4T 47 S5 12k P10 52 o A M 7 925 7] | o K
R ZE R (R o0 ARIE AR VR AR AR 3 KRR S R BRURE S BRERRE  R%  RR R R
TR, SR A BB A R R % 90,1,3,9,27,81,243, 729ng/mL , ¥ 5E 34N FAT , M
JE BUARIRr e M o BRI R e 1 FHAS O B2 (CR) R, HAR TR A 5008 : CR (%) =1Cso
(FUK R R) /1Cs0 (S5 R X 100% o 45 F W32, COU-CMO-BSA-3# AT LR ¢ 4 1R il YR
B, S5 FLARPTAE I B 245 1) 28 R Z6/NT-8.5% .

[0079] K24 MLy COU-CMO-BSA-3# 158 X Jx v 3
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ikt 3 B2 COU-CMO-BSA -3#
ICs0 (ng/mL) CR
AKER 0.55 100%
% BBt 6.5 8.5%
ik A 12.5 4.4%
7R & 12.66 4.3%
A& >500 0.1%
[0080] ERESTA >500 0.1%
TS >500 0.1%
AR R >500 0.1%
A AR >500 0.1%
B >500 0.1%
FHR >500 0.1%
& B >500 0.1%
R R >500 0.1%

[0081]  COU-CMO-BSA-3#5% S K bt R [ 2 MG W YE | (TC20—T1Cs0) 0. 15-1.8ng/mLo ICs0=
0.55ng/mL,

[0082] AR, B3 A — M i B A BRIt 7 S0 AR BRAE T R R , (HAE
AR B A b, AT DA 2 Al — A o B et 1R 6 ARSI R R N BT R R 1T 2 L . A
W, PEAN I 125 A% BHRE A it B P X A o sl ot , 398 T AR e B 2SR AR R L



1z I

CN 109897023 A i 1/2 11
L8
Cl
BSA/OVA
OH CMO OH —_— :
@ﬁ*” \A_COOH NHS, DCC OH \J‘\/((’w BSAIOV.
(8] 1
K1
LHF 20180204 02 #490-509 RT: 3.59-3.69 AV: 5 NL: 4.10E9
T: FTMS + p ESI Full ms[150.0000-1000.0000]
100j 416.08945
o 80—
O _|
= i
S ]
= 8l
o]
< ]
2 40
® 438.07067
[(}]
e _
2071 254.05742 344.08120 te IS0
- 299.04653 | | 511.08728 684.20173
0 T T ] 1 T 7 T T T R R B B B B
200 300 400 500 600 700
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K2
x10*
71193.737
~ 3
:.': 64608.676
5
3,2
‘®
=
=
E |

100 300 500 700 900m/z
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OD Value
5

o
»

0.0

YT 10
Concentration of COU(ng/mL)

K4

10



patsnap

TRAFROE) SERER¥NEMAIRERESZ S ESNA
DN (E)S CN109897023A N (E)H 2019-06-18
HiES CN201910153394.7 HiEH 2019-02-28

FRIRB(RFR)AGE) FERLKE
RF(EFR)AGE) RERIL K
HARBEEANRAGE) PERLKZE

FRIRBAA =t
T EOE
RS
RXIE
FTEZ
LF
b
ERE

RHAA Bl
R
mRE
RXIE
FTEZ
LF
1875
BK
ENR

IPCH %S C07D311/12 CO7K14/47 C07K14/765 CO7K14/77 CO7K14/795 GO1N33/53

REA(F) EXE
B

SAEBEE Espacenet  SIPO

BEF) CI
ARASRERBR¥NENAIREREFR A EESRNA. FIREX
BRIFEMENLEHOXN()AE  RERERATHRERBN()FRF
NESRAERBKER,. FAMRERNERATIRRESZZEY , 75

HME , RBESHNEFERE. FRARHNENER¥NERE

HlENTE , ABRIIRE, #E, MR RB. FRNEXERRNS

ERETHFR, H

COOH

A0


https://share-analytics.zhihuiya.com/view/1a0106dd-67a6-4f42-9fb3-a9e516ee63d0
https://worldwide.espacenet.com/patent/search/family/066945914/publication/CN109897023A?q=CN109897023A
http://epub.sipo.gov.cn/tdcdesc.action?strWhere=CN109897023A

