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—MEfRHEFFRSRERETRYFEZARERTE

AR G
[0001] Ak WIS Ko tehe 2 -0 i 5 5 e J 8 AL 22 SOt S Bl &

BREA

[0002]  FeABHFZ (CL) J& TR LEEREIE B — Mav ), bR e 7 i 5] T4 9K SV A
TN R, ATVA YT SR R M B il 28 LS LR R A 5 S AE, B B I PR R A
B R TEAR S o AR SEARRE B D RS IR, 8 E RO AR AT R R D BOR R
o H,

[0003] 2 HHH SR e A R R e e B TR K PAT R A E
(MRLs ) B, 41 B HLE (9 MRLs 24 0. 5ng/g, ff 2 HUE 1 MRLs 24 1ng/g. Bl B HLE 25
1k CL R LR B s i R R A H

[0004]  F A I 50 4B K5 2 1) U5 vk 2 AT R A0 3 v (HPLC-UV) R - RIBRHLVA
(GC-UV) A — ML o IR LETVAARAEA FIRE BE A AR A B R BT I R 2 A
BLE TR 9% 2 T 5 I TR S i

ZBPRAE
[0005] A& BHET B 2t — AR DR Shu R & HA2E R OGS il &
[o006] A& BHERAEIEPUR, A LD FiRitb &9

[0007]
cl W/
wood b o :
OH
ci 2 CT e

[0008] X () FroR AL &4 BART] Ry 4 vk A3 2L &4 « (1) B 200mg £R1R
SUACKES | 166mg BRI AN 156m1 DMF, BERHVRS), RGN 77 1 LA- ¥R TR, 90°C i+ 3h, H
SRVAEN A I, NN 50ml 2848 7K, H IM 2R BR /KR pH 22 6. 0 5 (2) BUP IR (1D 1531
W, 8 OB AL 2 Y CREIR TSR H 50ml 1R 288, & 3F A HLAH, H T /KB Rl 458, it
JETFWCERVE, W BB AT B T AR R B A X CDD Frosiie &4 .

[0009]  AKRHIIELRY A (1) PFronGv) 5 8k & A B GZIRERY) A 5005 )R Bl A,
BeIFD . PR A H HAKT] 4 BSA 5 OVA,

[0010] AU BHIELRA—Ff I A e A4S 4R 27 B AR R 20 i A R ), A 46 Pk A e
Yo PR EE nT A HS CLITR R A fe 2 Jr A5 B P AE . ik diia HAKR A Sii £ 5o
IZEIRENN

[0011] AU BB LRA—Ff H TS0 e AS R 27 8 e AR R 20 AT AR AL 25 RO S B iR &
BLFE R A BT IR AR I BAL 2 ROCHEA LR R IERE I A8 5D o BTl il ) &k ] A 4% LU
IR N S % AT R PR . TR BTk BAR ] g i £ s Ediik.
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[0012]  BTik “RAA Prd R R (R A0 2 RO T LR B & T i 2 ARG = (D BT %
KA FH B A 2 1 R B R A 2 1 EL A T )y pHO. 6,0, 03M [ B2 £h 22 D , 15 21 4
JERRREE (R R B LR TT R 2ng/mL) 5 (2D W40 4 AR R 8 0 A A 2 R 6 A A LS CRLAT
1001 L/ L), §% & (AW 37T°CHFE 16 /MDD, Ve, AT 5 (3) SERCP IR (2) J5, 4T H 1
(BFFLAT NN 200 v L B PV, 37T CHLE 2h s A BARRL Ty % 10g 2R 1% B 81 1H . 0. 1mL
proclin300 F1 1000mL pH7. 4.0. O1M AR h 2% MBVR A, 19 B IR , i 25 L P 31,
T

[0013] A BHIE LR LA EAT— i i 50 R 78 RS A TR A 2 15 5 e AR R 2 Bl A6
R BT AN

[0014] DL BAE—JiR i s Ae e BT A4 BAKT] N SRR e A RE %

[0015] A</ BH 4 AR R ) 1 A T 68 L e e MR L RO o, S IUPE AL R, AE 518 T4
DA

M4 #1152 BF
[oo16]  F& 1 AhrvEIZ A

BAXHEA

[0017]  DATR RSt 58 T+ S L Mb B AR A R B (BT ANBRIE A R B o I 3 S5 o ) S
T332 WG R U B, S8 E I LU Sl b i e 5, W B IR E R S, 45 8
BCPE . SR 1 A B R A R L P pE s 1B AT ). — IR BE% (DMF) :sigma,
A5 :D4551, 1- &35 -3-(3- A2 AN ) - ik fb — W& (EDC) :sigma, 'S :165344.
N- FRILPEFIME T % (NHS) :sigma, %5 56480, hE il ® :sigma, K5 :54969.
[o018]  FeAtRe B I AR Uk

[0019]

[0020]  SEZjEfA 1 G 33 JEURIAL A iR 1) i) 2%

[0021]  — PP IR H] %

[0022] 1. HY 200mg £ B2 70 1€ 5 &' 166mg B R 20 AT 15m1 DMP, B¢ #E VR 41, 2R 5 A
7710 LA- R TIR, 90°CHeHE 3h, HARVAEN 2 X0, I 50ml 2818 7K, A IM 2R B /K ¥ 0 pH
% 6.0,

[0023] 2 HUDIR 113 BIMIHW, H LR CBERHN 2 Ik CRRCR A 50ml L8 L8 , & HA L
AH, I JC /KB BR AT, ot DB R WO ER VB, BB AT B8 4, 15 B T S RD A 2B PR
[0024]  FHUREEHANACTD.

[0025]
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Cl H
i
H
HOOC/_\—N
OH

cl 2= CT ).

[0026] . HuiE R K&

[0027]  1.HY 16. 2mg PB4 2B PU R, % T 2ml DMF, JiIA 8. 6mg EDC F1 10. 4mg NHS,
FEIRDiFE 2h.

[0028]  2.HY 50mg BSA, ¥ T 5m10. IM BREE S AN KV -

[0020] 3K DR 1 A3 BRI TEOE T N2 0 3R 2 15 B R EIRDEEE 10 /N, SR J5 2%
NIENTEE, 7E PBS 2Pl (pHT. 4.0. 01D BEATENT (3 K, BRI 2 10, 13 B AR R A
o 5 IS L o

[0030]  Huiz R R & A4 XL (1D

[0031]
Cl H E
BSA—N N—<‘§ >—<
&) OH
Cl

[0032] = A4 SR A Il 4%
[0033] A OVA {7 BSA, SL'& [R 2D B8 —, 15 2 G045 SRS v
[0034]  SEZjfifh] 2. 2 woBEPUIR I &
[0035]  HUSE 4] 1 i) % 1) S e IRV, SR pHT. 4.0, O1M [#) PBS 2 iy B » 15 31 S iz it
W, T2 se BEPUIRIIH] %% o SR BTV 22 K A RAE A T 504 o
[0036] it 4N R E IR AR -
[0037] P IR G K G DR AR B VS S AR 1) 3 PG 58 A A FVR B 1 LA R, 307 3 B2
T2 RS, REFIEN Img/kg ¢ b.ow. ;
[0038]  HOE G0 - R 4 S8 JE A 12 F S, & HEAT — OISR A, G R
T B V0L 5 AR R 30 FC AN SE e FNR & FLAL, ST B 52 R 2 A0 5T, IR G R &N Img/
kg *b.w. ;
[0039]  CRIR4J% B IR s 16 J8 Ja @ AT R IR e, ELHEINTE & 5 N 2 v 5 A0 02 Js i
W, FPEF A Img/kg  b.w.
[0040]  CRIRH¥ 1 )G, SR FH53 B M3, BRI Sz R0 I £ se Pk (R £ o i
D,
[0041]  SEJtifh] 3 A0 R S e A A0 e iy 21 25
[0042] 4k 6 S RS INR R G A S W T 4LF -
[0043] L. ELBE T A4 R AL 25 R OETRFLAR
[0044]  HSZHM] 1 il & (0B SR i v, FH A0 40t 9% o v A R CEL A 2% b B pHO. 6.,0. 03M
[R5 IR S B0 » 159 B RN 2ng/mL FIELAR IR AR BE M. FF 10g 4= 135 H 82 (1.0, 1mL
proclin300 F1 1000mL. pH7. 4.0. O1M [T R Eh 22 pp VR &, 15 3 B AW -
[0045] (1) KA Js A B I AR 27 RO AL AR (100 w L/ L), 37°CHEE 16 /M.
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[0046]  (2) SERCGPER (D) Ja, ML A, Pk, 1+

[0047] (3D 5EHUPER (2) &, ML 200 v L B W, 37°CiRRE 2h.

[0048] (4D 5EHUPER (3D Ji, il 2 FL N AR, 08 o P AR IR B S 25 B HORAT

[0049]  2.% wilEHUIA TAER

[0050]  HY 10mg 2 M35 (2% (1, ] pHT7. 4.0. 02M (1) PBS 22 MV fii 3F 2 45 2 1000mL, 13- 31]
FUARREE o

[0051] 5t fa] 2 il 2% 1) 2 v B DR BUARORE R 22 150000 F5 1A, 193] —$Hi T
TR .

[0052] 3. PLLAEW

[0053] BRI EALYIEEARIC AP — P B Jackson ImmunoResearch Laboratories
Inc. = HZES N 115-035-003,

[0054] BRI S AL B id R DU IR 2 P AW B AR R 22 1000 £ 14
B3 —H TR

[0055] 4. BRHESHEE R

[0056] Kt 3hFR seASRr B T pHT. 4.0. 05M IR IR Eh 22 M, 43 TS B4 0. 02ng/mL.
0. 06ng/mL.0. 18ng/mL.0. 54ng/mL F 1. 62ng/mL FIFRE BT . #F pHT. 4.0. 05M RS £h
L MPIRLAE A A VR D B K R, B A O VR

[0057] 5. KGR

[0058]  AROGVEEH A VRN B VAR, A RN B WA — i, 4mL/ Ji.

[0059] A V& I il #& 77 3% « B 0. 2g & K v BB 8.0, Lg XT M 2K By, 0. 16g &AL B A
0. 18gEDTA-Na,, [ pHS. 4.0. IM ] Tris—HC1 ZEMEMITE RS 1000mL.

[0060] By : 7 0. 3mM H,0,.5mM EDTA-Na2 [¥] pHS. 4.0. IM [#] Tris—HC1 ZEM¥ .

[0061] 6,20 X WRAGVEL

[0062] % 1000mL pH7.4.0. 2M FIERR £h M5 ImL proclin300 V&4, 133 20 X ¥4
R

[0063]  SiJitifh] 4. St 3 4 Ak 2% R e G B AS ISR ) 6 1 A FH 7 v

[0064] v f 48 T /B A DR A 2 i S B FLAR A I N A M s R B A DU AE A U (50 m L/
L FMA—H LA F (50 u L/ FOF —HL TAER (50 1 L/ L), =38 MY 20min, 3 _LiF,
BV U R CRRERBESGE A W R LR IO 250 v L PRSI, 30 #0535 BIE o 20X R4
VR KRR RE 22 20 A5 R, BRI BEERD , FIWOK 4L+, BN 100 w L fd il &
JEADL A AN B SR AR A, AL 25 R A GRYIR IS Rl B LD 748, wE T
NG AL. TR AR SR AOEER B T3 (E (BD BR LA 0 I e i i 1)~ 341
(By), FEAELL 100%, BIZ5 53, HE AR (4553 (%) =B/B, X 100%. LIFRAE A 1R IR
SASKE B (ng/mL) 4 X #l1, B/By N Y B, 2 hIbrvE M 2RI LB 1) ARPEFRUE f 2R 7]
VA 75 FE T LASK H AR IIAE A A RE 2 BT AR R B AT AR VD VR BE o AR B TR I 5 SR 1K
Sy AT AT LA Bl 3 A, T DASEIR R S AE A 1 PRI 2 A, BEAN RS ok 7R U7 30 43 Bhgin] LA
e SEAE (B/By) A 50% I B R FR v s v P 1 R R se AR DR LR R 1Cs, fH . AR
PrUEh 2R B, 1C5,=0. 14ng/mL,

[0065] 27 AR I S 2+ 25 AR A A R T L AR b P4 2 B R b B4 B AR Y
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INF, INNARF IR ASES VB Bl S N —BUR B bR BT, £ IR A 7k B 1) sty 2 el e
R B R A S A RO BB AR R S P, RS SR bR PRk — 2 4, A
A2 OGS, 6 HR E 5 R R AV VP s A e 2 sl e G e B AT AL & 2R A
%, BBt i 2 LA BRI 45 H AR AL AV b o AG s B B AR R B AT AR i B

[0066]  Xof LLAgI] H 358 J5 Xt HE AR A ol Skt B I il %

[0067]  — il & i JrUk R4

[0068]  1.HY 10mg R FABHEE, ¥ T 1ml0. 2mol/L HCl /KW, B Tk 3 10mg
A B, AR5 IR PR 30min.

[0069]  2.HY 50mg BSA, % T 5mllmol/L BRERAN /KT o

[0070] 3 KD IR 1 A3 BN BUE R NN D IR 2 153 B VS b, =30 EHE Bh, SR 5 2 N BT
88, EA TR AR K P HEATIENT (3 R, BRI 2 70, ARG 0. 22 v m LA e AT 1oL 38 It
AR VB, B A 92 0 AV VR o

[0071] il &AL 4 T R4

[0072]  1.HY 6mg thRFLABHE S, %5 T Im10. 2mo1 /L HC1 ZK¥EW, £E T UK 3 I 6mg W
THEREN, =R HiFE 30min.

[0073]  2.HY 30mg OVA, % T 5mllmol/L TR ERAN /K TV o

[0074] 3 K DIR 1 A3 BN UE R NN D IR 2 15 B VS W P, SS90 BERE Bh, SR J5 2 N BT
85, LR TR AR K P HEAT BT (3 K, BRI 2 V0, R 0. 22 v m LA [ e AT oL 38 3t
WSCERBETE, B A LY SR R AV R

[0075] = Z SlEHUIA L%

[0076]  FH 328 Ji 0T HEAD v v A ORR 0 28 IR IS R R AT ST A1) 2, 19 3] 0 328 T X R0 BV K 22
SLlE DA (R Z DA L.

[0077] DY S F A0 4 JE X HE AR 22 0 e i Ak A I h R e AC 0 2

[0078] A4k SR REAA) S VA O (0 e SRV AT STt g) 3 ()P R 1, 49 310 BEBRALAR o
[0079]  HHZ selEHLIA LAVE L s DA BT SL 6 3 (PR 2, 193 — P TAER & o
[0080]  HHXTHESFLIRAR S “ Atk T B4 R 4L 25 R ICHFLIR 7, F— Pt TAEM A “—
L LAEW T, Hoe R SLifs) 4, 1G5, fH =0. 24ng/mL.

[0081]  SEjifs] 5. S5 3 il 8 A2 Rl Fo B RS I 30 & ey S

[0082]  Z3 7l Al 8 FhAr il 254 (5 v Aty 2 45 A BN BESS ALK 9 P2y 5 se by 21K
G IVE

[0083] 1 KA M2 T pHT. 4.0. O5M [KIRE TR SR 22 PR, 15 31 AS [R5 RIS R

[0084] 2. [a)f 4 T Ak IR AL 2 R OEARFLAR oI N B IR 1 il £ BV (50 w L/ LD, Fm
AN—HLTAER R (50 1w L/ FLOF—H TAEW (50 u L/ FL), 3 W 20min, 3¢ Fif, YEE UK
(RRRPEG SRR T AL N 250 1 L PR, 30 #2557 B35 4 20 X IR Ve s A
IRFRRE A 20 F AR, BIA PR » WK AREA T, LI 100 w LB e il 2 6 i (A
VR B VSRR A, AL RGO I A FL I 6 48

[0085] AT M MNWE (%)= GHIRwARKEZ I 1C,, 18 / Fr I 2591 1C,, B X 100%. &5 5L W,
x Lo WS RR P R AT

[o086] K | AT M RNV FRLE R
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[0087]

HYEFR Ve SE R A L GIVESCD
IR | RS AT 100
RN o ] 24 1.0
[T o [ 5 2 st 1.6
ESRIITLES o [ - 2 R S <0.1
¥zl o |hEES RN <0.1
FrEE 2 o 5] 24 I g2 <0.1
B DL R I 25 5T <0.1
AR th [ 5 2 R <0.1
B bR Hh [ 5 2 S <0.1

[0088]  SEJtAf 6 SEHEH 3 il 4 (R 1 R

[0089]  — EEASRHTALIE ) 7% G2 AAREAS)

[0090]  JEFR HNUASE e ACHRE B N ER L s A R 2 1 IR A, 3000g 5.0 Smin, HL 50 u L E3H
T

[0091]  FEA L 2g NG AR 2PN R IR o AR 2 B8 TN, 2R 5, NN 10mL0. AM =l iR
I, "2 3% R4 10min, BL 3000g ()35 850 Smin, K 2mL _F3E WA IM NaOH ¥ pH {8
2 11, NN 2L ZFR ST - A EE (8 AR 1% LT 5 2 R AR ADD, 3000g 5.0 Smin,
L EEAHAE, AT, SRS I 2ml pH7. 4.0. 01M ] PBS 2% Myl v fid v B34 o
[0092]  — RGRI G ARAT HHSELS

[0093] AN G IRATFEAF R 2-8°C, fRAT 6 D H T, TE IR S AR KR B 1 1C,, 15, FFLLT
5 5 B S M AE IR T, S R IEHE RAZ A I, B B AE 37 CORAF 4 FIE
6 <, BT RN SE . &5 R R ZRF &S IR e A E R,

[0094] K 2 GiRARA7SEIR &5 R

[0095]

STE] Cd) 0 10 20 30 60 90 120 150 180

YeFE (X10*) [101.1 [109.3 [104.5 [106.8 [99.4 102.3 197.6 105.8 [102.9

1Cs, (ng/mlL) 0.153 10.168 (0. 157 [0.159 ]0.176 [0.162 0.179 [0.161 0. 158

[0096] % 3 FAhNiE S
[0097]
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B TE] (d) 1 2 3 4 5 6
FeTFH (X109 107.6 110. 4 106. 3 102. 5 105.6 104. 7
ICy (ng/mL) 0. 162 0. 159 0.172 0. 165 0. 181 0.174

[0098] = ARG ) R R 25 BE HERA A

[0099]  1.REHE

[0100] DI ARAS I FRAE A A e BT 2 i RS Febm o X 20 4528 EAREAS, $2 St 3 11
A8 FH 5 VAT A I, RSN 5, VH RS AFEAOE T EU(RLYD (3948, JRE P 3 E AN
PRUE 2873 B0 R R IR B 5 V15348 5 NI BB PR HE 22 (SDD, B P34 = £ bRk
ZERN A ZAEA T B ARAS T PR (LOD), 25 R L3 4,

[0101] 3R 4 sefbhe DR PR A 1) s AR ) FR

[0102]

HFENM SRR PRI el SD (n=20) LOD (ng/ml, ng/g)
(ng/ml, ng/g, n=20)

B IR 0. 117 0. 009 0. 144
A 0. 169 0.021 0. 232

[0103] 2 K58 FE

[o104] A=A & (01 .02 ftt. 03 #1O Hh At 1AM 50 &, P2 0. 2ng/m1.0. 5ng/
ml PRAUREE (RIFERE R 2 EAEAR TR IR IR s AR e 2D, MR FE BECE 5 AT, R 5 X,
FRYE bR th 2, S5 25> RLU XA I BEARL, I v SR A AR TR) 22 e 3R 4, 45 R WAk 5, ikt
[) 2% S 08 << 15%, Tt IR & RS 25 1 R

[0105] 3% 5 GG RIS %

[0106]
CLE sk | wusts B P AR S R %@W AR ) A S R B %@m Hela A - R
(ng/ml) ) (CV%, n=5) Bl (CV%, n=5) Efd (CV%, n=5)
0.2 0l | 0.153 6.23 0.187 | 7.96 0. 185 11. 4%
0.186 2.32
0. 194 4. 56
0. 189 2. 67
0.213 5.72
02 |0.169 2. 34 0.191 |6.54
0.219 3. 64
0. 184 5.31
0. 195 6. 87
0. 187 9.12
03 |0.184 7.61 0.177 |8.95
[0107]
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0. 151 1,68
0. 209 5.87
0.163 4,56
0.176 8. 43

0.5 01 | o0.415 2,36 0.431 | 6.54 0. 464 13. 56
0. 426 5. 41
0.403 4,38
0.516 1,49
0. 397 7.62
02 | 0.423 3.68 0.465 |5.97
0. 522 121
0. 408 5.97
0. 467 167
0.507 5. 84
03 | 0.456 6. 54 0.497 | 4.97

0. 387 5.91
0. 564 3,58
0. 492 710
0. 587 1,23

[0108]  3.UEMARE

[0109] &) EXFIAS INSE 0 S e FLHERA 2 o AE0E R 2 B REAS T NN EhER et dee B, A Lk

FE4 0. 2ng/ml 8% 0. 5ng/ml. ¥4 N2 AREAR P A BRER v AR R 2, A HOR 4 0. 3ng/ml X
0.5ng/mlo FEPIREE 5 A FAT« FEARAFESG, M 5E FACH: 2R EE, 5] 2% BB 50 AR
B 2 T R, IR AR 3 R 5 AR BRI B . 45 5 WK 6 Ik 7,

[0110] & 6 J& R P v AR BN In a3 5740 5 R 40
[0111]
CLE (ng/ml) | [Pz (%) HLAR R AR (ov,%) | FECR (b | kR R RS oV, %)
0,2 92. 1 14. 3 84. 0 13.5
80. 6 12.6
79.3 15. 4
0.5 108. 4 14.2 96, 7 12. 4
100. 2 9.6
8117 11,2
[0112] 3R 7 J& A s ACHE B N Rl R 548 7 R 4L
[0113]
CLE (ng/ml) P o) | HINARRRE OV, %) | TR (%) | fitlam i oV, %
0.3 75.9 L3 86.9 15.9
86.5 16. 7
98. 4 15. 2
0.5 95. 2 12.5 99, 4 12,8
97.6 13.4
105. 4 8.9

10
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0.01 0.1 1
IR AR IR (ng/nl)

K1

11



THMBW(EF)

—RMRERFFRRERRERETALZERARRET S

CN104892442A NI (»&E)B

CN201410082848.3

patsnap

2015-09-09

2014-03-07

RIFRE(REFR)AGE) EREBEREVERBRLA

RF(EFR)AGE) EREBERENEARBRAT

UREEERA(E) EREREEEWHEAERAT
[R5 A EP
ST
DS
FittE
T
v £H18
BRARIE
ot
S
KA EP
ST
DS
Fitt &
T
v £H18
BRARIE
ot
S

IPCH S
REAGER) X

SNEReE Espacenet  SIPO

BEX)

REAXF T —HREBTERRESHRERET A2 R RREIAT
2, XRAREHERE , AKX (1) FIRNLEEN. ZRAERFRX
(1) FIRLENEREZONEERY (ZBRYN ERERERR K
R) . ARAEFRP —HATRAURCEBZ AR T ITENNLER
KEeZRAFE , SESWAPIR BRI CZ R AR (BERWAER
BWER ) o FTRRFZE T EFEUFTREERY N R RERNHE, &
FAREN R SREEE, BRMEF, RBES  STMERR | 3F
FETHNA.

hoot !

C07C229/18 C07C227/08 CO7K14/765 CO7K14/77 GO1N33/531



https://share-analytics.zhihuiya.com/view/5f8e6781-4672-451c-b3d2-88c18f81a9a0
https://worldwide.espacenet.com/patent/search/family/054025465/publication/CN104892442A?q=CN104892442A
http://epub.sipo.gov.cn/tdcdesc.action?strWhere=CN104892442A

