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M R, 5 38 2 A R A M AR 2% 238 988 20 PR ke 1) 45 B T e AR

3. — FhAUR 2k 7 2 S 250 0 R v B B, R K AUR B SR BT IR AP 4 B R AT AR
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BFELL T DR

(1) AR LR 1 AT (0 A 4 1R R AT AR -5 3R B (R A 0 B
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— PR T A R 4 S 2O M 2 S B A A
52

AR G
[0001] 7S B Je— P i) B 44 11 2K T A2 ) B R A ) 95 o] 48 T 2 SR 25 W 10 . e B 47
AP R S AR B S B — b B 24k T 32 28 24 M0 10 B v B B AA B LR

BEREAR

[0002] ] 24 B 2 S 25 W00 5 B 4 1R 25 (AVM) PP B 3 (TVM) W335 )% B & (BPR) 247
B % (SEL) ZEPH A 2% (MOX) « ZHi i 2 (DOR) FIIRFID TR 2= (EMA) 55, J& T KIA W BEZR 254, )
2 TR YT RO shnar A HUIE B A 7= il b e B ORI s 6 o B 2 B R SR 2 ARV AR
151 B B AE SAIHLAR P (1) 25 0 AR ME R4 e o T 703 BH B 48 18 32 SR 20 W BT 2 Bk B 18 %
G B PE FLnT e B RS EM S T X R0 N il B e A SR fE 5, th 5 4% 46
FEREALSE T EAE ST A 4 1 B KBk B R & (MRLs) o

[0003] ke B A Wl 7 25 A YR Tl S DKl 24 47 e B e 75 R P 1) B 2 B, AL R s R 1
FHER L o H AP 0 20 B 2% A I P 7 v 32 B 08 20 BT v R G 3 2 A6 W 7 1 o A3 4
MTi 3 B WA €0 2% % (HPLC-FLD) R AH (il -8 4h (HPLC-UV) FIIFE R AR (i - i i
5 (LC/MS) 25 o X AN 35 70 M1 77 v R B vy, RE 8 22 5 B8 AL I o (L A DU B[R] « RAS /3
il AT A PR, 7 LA PO A LR, B AE N R R A, AR XA BB AR AR R
T AL B AR I

[0004] G E 224G W 75 v, JU IR ELTSATT vE B A REEE R R 5 VPO Ra e e % T H 3
T HRAE ST A, B 50 IRACER 0 M R BRI , 1V 22 28 BT 2 AT D7 V2 28 0P8 ARV S 2k 7 T 40
ARe 5 ZAHE , 2 — P 8 R B ik B 0 e T v, AEUR B 1) S P 22 5 VE A AE R I A 2
R AN T, REE 2SR

[0005]  4ACN 1811440ANTF 7 — M4 &= VPR, B EHYER RN 7 T 450 F H 32
G H R 42 FE TS Ak R 2 5 %1 0 DR 1 4 TR BT AR (S0 07 4 T 3R TR A U e RS PR Ry
0.5ugL .

[0006]  CN 103675287ANJT 1 — AbBH 4k T 2 B4 51 &, & DA P4 vl S AR VDo~ F 471
JiR 1) 2% B v B U AR, (B A JF R AR, B BRI AR 4k B 2K m (R DI ER A
0.0lngmL !,

[0007]  CN 104280557 AATFF 1 —FlAS M FAT 4 B 25 040 BFIG G 98 571 &, Y= B Jisd A o] 4 T
25, & PR ICs0 M A2 . 3ug L AHRH B MR B = — €38 XM 5 % 7
EXF XS PIRE O B ARAIIPR 1. 6ug kg™, Xof XS AT RE it O B ARAS PR 91 . 8ug ke,

[0008]  CN 102928407 AZJT 1 A WlIRHT 4 1 28 28 245 4 R WU AL, 7 R ORI &, B 4 11
T IR T SRRV R A B 4 B AR S 2GR X e 24 R 2R A I R B
0.02ng mL™", 45 06 B K A4 B 3 58 R

(00091 W I, BAT H A X BT 4 TR 2R R 25 W) S e I , K 22 B Hi s () AR AEAVM
B TVMY) Ca—OHA. B 3% 12 3% 3 R T B 3 — FR IF 45 21 5 A 4 85N CIA () B2 1 e B i, I 53k
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PR RIS 9 S i, SRAF B PR 1 22, ELAS A it A B — 45 28 07 1) 82
5 B —5E SRR .

RANE

[0010] S BHON 1 fift ik iR DA BORAFAE AT BRIE , E IRAE R 4 18 3R Co—OHNL B, SRR T 3k
Foli - Eh R £ (CMO) SR, Co b I FR S RN R F B F i 2 , AT 45 2185 34> Cla 538 11 -t
JFA”=CMO-TVM, i L3R4 H Bodk R & o) VR AT, 8 Tz i B 1 —F R B v
J U PG 5 A T S R  TE R e T G HL P P A8 fi] B0 2 5 (10 e 00 ] 4 7 2 2 24 W) ) il K
G T StGh &

[0011]  _bik H A& AR AR TT S -

[0012]  —Fbpfrofi i R A-Pulal, Hafi i r

OCH,
HO N
07
E])/\ OCH,
H,c® O O
H
H,c? O° O,
[0013] :
HsC

[0014]  ZATAYI AT F T 45 b 4 B 25 2R 25 W1 B s B 4

[0015]  — iRl 4 B 25 2R A W0 B sg B Uik, B2 K Bk 1 e e R AT AR S 8k B
B SEVE N R, S8 s e G A0 MRk G, B e 2010 22 32 J8 AR B AR , FH 12 21 58 980 40 B Ak i)
#ERM .

[0016]  FriRBiT 4t B 25 SR 250 2 Bl 4 B 2 PP 4 T 3% V18 R TR K AR B TR 3R

[0017]  FIF I 1 2% 52 63 4 ke » iy 42 9 TVM/6D4 , 158 28 v 15 B 0 35 A gk o O, AR 58
J9CCTCC NO:C2018143.

[0018]  Fridk () 5 bt o 04 m) FH T 1) % A I RHT 4 B 25 25 24 M il

[0019] /6, 5 v i R ot e e AR P9 X 70 0 5 124 71 6 A A B 4 T 2 245 240 A0 O B e 92 3K 57

A

(=
It o

[0020]  —FIEiZ T B IR I Sh 4 20 S A i 4 B8 25 5 245 0 ik B O BAEEEG S T vk, R DL T
IR

[0021] (1) W UL SR 1 v P £ 24 TR 3R AT AR ) 55 i R B 1 A IR 81 i

[0022]  (2) AR5 5 9CCTCC NO:C2018143 () 458 988 ZH bk TVM/ 6D4 | 4% B v Hi k5
[0023]  (3) FHZB 98 (1) 15 21 A0 4 Ji 60 5 ] AR AR A

[0024]  (4) BhWLH L3RE L ) AL TR ARG ) o

[0025]  FridRZNAH SR EFERE P T S A AR

4
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[0026] AR EHHIA 23 AR S2 -

[0027] (1) A% BH 75 1) 4% B ST R LR , LLA”—CMO-TVMA K 3 5 L 2 bt Ji 5 a8k ik 2 11 4
FCAE Sy 928 B 5 B 2% 92 i 1) 5% 1 B o o TR i [ ) A e e 0R SA1 ] 4 1 2 L PP A v R L AR
FIE B 2R AR D 1R 2=, IRAE X MR 43 ik 31 17245 % . 100% <50 % F137.5% ; % H &
[ FEISR 25N ZERT B 25 BV IR 3R 2P IR X R PBLER

[0028]  (2) A% &k WA 2 ST 1) K e 928 7 v AR 7R 0@ FH T A A A B I R S AR R R R
Wy rh R 24 B 2R SR 2 Wk B L A R B, R R v R A R, FLrh OB 4E TR 2R LR E R 2R VIR
) R 2 AR I B R TCsofB 43 N1 . 1.2, 7.7 . 28015 4ug L1

[0029]  (3) A BH Frish B IRz I 75 v T 5, 2 BRAE A I BRCAR AR, o 48 4 38 BESRARK, B A {g
R f& AT N

4 &35 BA
[0030] P& 1 A i B 1Y B o o8 0 A7 5 T 4 TR 25 s A o 1140 TR 42 55 G EL TS A S 2 h 26, X oAy
AT 24 1 2 B 7HE A TR R8T B5UME , Y e o A 4 TR 25 s A o VW ) ' 26 FE AR DL 7 LG %
& (B/Bo) -

B{RSLRER R

[0031] " T 3 3k S it 491 %o A e B AR 3 — 20 1508 (AN PR 1l AR A B

[0032] St 51 1 G 2 ot AN B A Jir 114 il 2%

[0033] 1. 13}HiJ54”-CMO-TVMK H] %

[0034] (1) 5/-0-t-BuMesSi-IVMII &k : #4.0g TVME T-50mLIR JE LS , I\ 20mL P &k
R ol LV AR, R INON T . Sk M, VR & o HUBRAEFE N 5 K5 10mL Y UK IR 5 AR 2 . Og t—BuMe2SiCl
I I 5 30°C [ Ridh o TLCHE 1 7 5 8 56 4 I » 1) SR SE NN 100mL 2, iR 2, B R A, TR
E IR AKBEERIR T B LR TR Z  IEAWLZ , oK Mg S04 4 , 980 E R 4 75 1kt 75 E K A
0 TR PR 2R VAR REN R JE A 43 B P WM AN . BR 2 B IE k=121, v/
v) W5 AL, SRR , FUAE T, TT-TOF B i 4 i 2 1L

[0035]
OCH; OCH;,
HO.. HO..
- OCH,
H3C ;. H.c” 040..
: . &=l H CHy .CH;
) o H,c7 070, &) o CH,
; . HYH
t-BuMe,si-cl H,C ko I CH;
> OH.H
g ;flcug

t-BuMeZSi’o

[0036]  (2) 5/-0-t-BuMe2Si—R-4"-oxime—IVMF & i : #57 . 5g 4R AL %R (MnO2) IO B)E T
60mL & FE 157 -0-t-BuMe2Si TVM(2.0g) 1, fEZ I~ R BI5/NET , It JEFR 22 AW, Fs
EHRFIZET AR HE R IR O BRVE R, TLC B 4iAk BT 57 (DY Sk : =& ke =
1:5,v/v) A T4, IT-TOF i L 2 T &
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[0037]
OCH, OCH,
HO.. 0
(Q}O OCH, ' OCH,
Hs T s ely CH s ;fﬁlg CH
HyC’ 00, 20 CH, H,C? 070, o{]\rt‘f‘ng
Oﬁ H Oé I-Tl
HC T, BH CHy HaC (4  CHs
OHH i

]

§ i\djucﬁz B]L
t-BulMe,Si t-Bule,Si”

[0038]  (3) 5/-0-t-BuMe2Si—R—-4"-CMO-TVMH] & % : 23 I FRELES B2 4 (70mg) .5/ —0—t—
BuMe2Si-R-4"-oxime-TVM (1g) F¥R H B ¥l b iR 25 (180mg) HH A 100mL FH 7K (9: 1) ¥
fife, EI NP, BB E A VT, AN =& B R, B IUZKEE3IR, F 5K, &
FEAEHUA , R A 15 5 EoR ), TT-TOF B % e 4> T & .

[0039]

OCH3
o. 3 as OCH;
ol o
0
5C :fEL CHs Hic” 00
-0 1
3 HiC
EEE
MH; "
HCI
e t-BuMe; Si”

[0040]  (4) 4”-CMO-IVMI¥) & % : %0 .5g 5'—0— (t—BuMe2Si) —R—-4"~CMO-TVM & F-250mLI[& JiK
Beiidr, n20mL B BEVA AR , SIRPEEE T B 51 % 6k B 2R RS R 1) PR B VA TRGZ T I\ G » 4k 224
FE30min, R L 8K S SR E 5 FE 5 N 250mL 20 R <« 2 % NaHCOs T R e 5% » B /K B4 3
IR Mg2S0aT-J8 , Yol 1T VA i o 5% BE ) G 1 O TR L RV A » TLC A3 B 4l JR T 7 (LR B < &
Fe=3:2,v/v, B2 . 5mLFE AN — K L8R W8 =AM 2, R IR 48 , B A5 21 41
[0041]

OCH4
HO —~oN
o ] OCH;

Hac” OO

H CH, CH3
H:.,C’QU- HO CH,
‘ W cme0
H;C g 3
3 o oM 7H03

OHH

O—
H Hs

t-BuMe,Si

[0042] 1. 20 Hlg Jist A1 4 928 iR 1) ) 4%
[0043]  FREX15mgF-Hi 54" ~CMO-TVME TAZ (/M7 , I 0. 5mL — FF & FE {5k i (DMF) 1

VAR BRI INNS . Omg N-F2FEBEFAME W fi% (NHS) F15. 2mg EDC.HCL, VR & J&5 » = iR &4
FE12h, AW o 2 51 Omg I 5 2% 11 (KLH) < 35mg % BRE 11 8% 19 (OVA) ¥4 T 6mL AR £h 22 v
W (£ 12% FJDMF, pH=9.0) H , ABW - 2R J5 K vl AL I AR 2242 I N BBV , 7E =35 N e M 1h

6
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Ja » PRI B UK 26 AF M 10-12h,

[0044] Szt 512 5 5 B HUAAR ) 1] %

[0045] 2. 15 é s

[0046] | FH &% BH N B 75 110 1] 5% 55 24 ke T 2k v SI2 560 = 1) 46 110 B 92 Ji 47 —CMO— T VM-K L H 47 3%
#EEBalb/C/NE () H 810 28 92 055 T 428 il A O SE S S 0) o B BEFE TP R B A g2 547 -
CMO-TVM-KLHLA 85 [ 75 fE50ug 5 36 [ A A VR & Ja vE N /N R AR P A 35 7 A5 AR 5 1 L 77 o
[0047] G5 7y « JE A S0 e A Sy R 5 S AR AR 1) IR IR S8 A I FLAL J5 » T/ R B 2
N2 RUES, DS R RIRE 2 8 g G g — Ik, 3 F AR RS S e A R AL B e T REE T =R
(B UF TRy 45 R JE R ) IR R 4T, oAb e B s i, AS e 7)o

[0048] 2. 240k & Fl e Ak

[0049]  ZfMu 4 - P4 A 5 SP2/0-E R 4N fu # e 1 - 10MT B kAT b A

[0050]  Zf7Z J8d 440 M 1) o B Ak < SR FHAN [R5 B2 1 A PR A BV 3k AT W2 v [, BB BHAPE 2 Ny
100% o £ 3 AR V. 5 B, 5 28 07 146 HH 43 WA i 44 1 25 28 245 4 B S 8 HU AR 1) 2 28 S0 4 g vk, o
N B Ay ZoNTVM/6D4, 3 T-20184E6 H 12 H 1538 o T AL 4 s iy i R 274 4 e o ]
T 1% R AR5 0 (CCTCC) AR, AR 4 5 A CCTCC NO:C2018143 . X 1% 4 R AT T 4Lt
R, 45 B, 2438 TR AT Y e e A B B T 15 M 100 . 252k, 95 /2 SP2/ 0 et A B
62~685% , IR A 44 € AR 40 5% , 150 BH -G 40 L) 4 42 SP2/ 04 Jf 5 I 4 LI 258 7240« %
AR 2 I I S Balb/C/NRR A2 77 B v FE B4R - K W H Thermo SxientificZA w] [ R
B PR PR EL TS A [R] 2 4 77 0 5 2 A2 1) 7 2R AR B R AT 25 58 , 25 R /R TG
NIZiLH

[0051] st 451 3 TVMIE] % 5% S+ EL T SA K I J7 V25 1) ST

[0052] 3. 17 ) A 1) (A S it 45458 FH AR R i BH A5 2R FH AR D7 VA BC 1)

[0053]  AVMAR 4k fif £ VK : FREL Smg B AVMAG #E it — 0, I N FF B 5mL % i, WA i€ 2min, B
Img/mLIPJ BE

[0054]  fER R ZE PV (pH 7.4) : VEFAFRENaC] 8.00g,KHsP0s 0.20g,NazHP04 * 12H20
2.90g,KC1 0.20g, /b2 BT /KEM, €25 21000mL.

[0055] R ih i (pH 8) : YERFREXKH2POs 0.41g,KoHPOs 5.59g, /b 22 B T /K VAR,
EARZF1000mL

[0056]  FRFREL L2 (pH 9.6) : HEFAFRENa2COs 1.59g.NaHCO3 2.93g, D& 25 T/KIA
fif, EZ¥Z1000mL

[0057] G4l ¥ - HUNa2COs 1.59g,NalCOs 2.93g, I1=7%/K £1000mL, I ¥ipH{E £9.6;
[0058]  PE¥ci:NaCl 8.0g,KH2P0s 0.2g,Na2HP04.12H20 2.9g,KC1 0.2g,Tween 20
0.5mL, JN=7%7K Z1000mL, i FipHZE 7. 4;

[0059]  HFPHE : BPIE & [ 10.00g7A T 1000mL B BE £5 22 i b

[0060]  JEEAMWKEA:3,37,5 7 ,5-PUH LK — [z (TMB) 160mg, PY T LA b 2 21mg, A
10mL - FF 3L 2 ok e v i Ve 2

[0061]  JEEWIVEB: AT R 13. 70, AP IR =410 . 14g, it AL &R 282 . 00mg , I =78 /K &
1000mL;

[0062]  JEEADIRA VR P AV ANBIE F2 AL 1: 1007 & RE A5, TRFCIEE A 5
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[0063]  #&1E¥:2mol L 'BRERVA R .

[0064] 3. 2004 JE I B AL AR AU FEE R 25 T o

[0065]  HR 4t 75 B ik a2 v2: 40020 Hff o 0 e Do R B R4 AR IR FE o a5 B IR & )47 -CMO-
IVM-OVAYE A AL 5, AL R B idug mL™'\2ug mL ' 1pg mL™'.0.5ugmL".0.25ug mL
1.0.125ug mLUA10.0625ug mL !t TANKE , EO6FLEERRA S 1 B B TAT KRN , 4°C it
s Ve 3K, FAT NN E P W 250uL , 37 CHHA160min s Yedk 33U, $AT, TE B bR AR 1) 26 151 &2
SE8FAK AN 1001L FH B4 R #h 22 i 005 B () i B A% £ 98000, 16000.32000.64000
128000256000 1512000 5. 57 FE Hi A, 37 C i & 30min, Yeigk 3K, AT s % FLIIA1:50006%
T IR 0 282 P BUM BE FRTHRP AR 1C Y E BB TgGhufR (FIFR e, BA N BT FE —H13 A HRPAR 1L =F
PR TeGHifa, W B 3R Kom BHE AR A 1) 100uL, 37 CHE & 30min, Felk5 Uk, 31T : &1L
N LOOUL )R A9, 6 2 2 15min, IS0l 1%, F & ShBF bR AE450nmis KAk 2
6% FEAE (ODED) , e BEODME 232 0, 5 AH AR FLODAHE 2 S5 45 S 85 1 FL X 2 A 0 JEm A0 4 9k FEE AR
PR G, SR IR,

[0066] 45 SR FKBH , W15 8 AL 47 —CMO-TVM-OVA) A0 95 ¢ B 50 . 125ug mL'8R0. 250
gmL !, Pk TAEWREE A1 : 3200081 : 64000

[0067] 1 IVM/6D4PATaREHLA T FE &

[0068]
PUARE AT (ngmL™)
(1: X) 4 2 1 0.5 0.25 0.125 0.0625
8000 3.402 3.293 | 3.242 3.501 3215 2.703 2.256
16000 3.045 2.968 3.059 3.147 2.952 2.435 1.683
32000 3.349 3.259 | 3.286 3.129 2.904 1957 1.303
64000 2.962 2.89 2.718 2.497 1.946 0.936 0.833
128000 2.033 2072 1.768 1.690 1.161 1.028 0.597
256000 1.306 1.300 1.148 1.088 0.814 0.597 0.472
512000 0.632 0.705 | 0.701 0.460 0.348 0.370 0.206

[0069] 3. 3dm AL ALk VA FE AN B A AR VR BE ¥ Hff

[0070]  f A5 A0l Ak FEE 0 0 = LA 77 I i 3 30 1 0 Al Ak PS8 AR A W e B2 2 40 A 4 )
2%, AVMEFRUE S K FE 5 B 290.0.2.0.4.0.8.1.6A13. 2ng L™, 70" FL 5 1Cs0fE W 2 2. i1 £ 3
AN, AR AL IR FE N0 250g mL ™, PUARFEREE VD 1€ 1 : 64000,

[0071]  F2dm MK ML

[0072]
BT UG AL 04LODfH ICsofH.
0.250 64000 2.102 1.2
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0.125 32000 2.013 1.8
[0073] A pi AR PR FE A 2 « ASR AR LM IR 20 . 250g mL B BEEARAR , F4 A A1 : 64000
R IR FE SR ZE T J U DR R B A AL, 0L 5 TCso B W3R 3 545 1 : 64000 A4 e A B4 M
BRL.
[0074] 3 fEHUAHIRE BN
[0075]
PR (1:X) 0fLODE. I1Cs0 (ug L7
60000 2.22 1.9
62000 2.107 1.9
64000 2.088 1.0
68000 1.991 1.5
70000 1.873 1.6
[0076] G MLV ) 4 5E = B 4E 8 R IS 29V N BV 1 259, A 5 i T ELISA I NAR Z 7K

W FEELTSA S N AR 22 I S& & A ALK, P 38 DRk 4k 56 2R 28 250 00 v i B, AT mT A
P TR RS ELISAKR MR Zrp tn RAVUAN &2l &, W T IMPURSTUA R 45
It UL BB A (] B A 0 e AR 8 1 s Ml AR A a0 B2 o AR 16 465 96 . 10 %6 . 20 %6 F1130 % 1)
H B -PBSYA I AT L85 o

[0077]  ZRAASIE] FF B BE ) PR
A HLIAFH WIE OD 1 [Cso(ug L)
5% 1.87 1.7
[0078] B
I 10% 1.91 1.8
20% 2.09 1.2
30% 2,37 1.5
[0079] M ZRARTLLE H, Bl & H B B 1 T 5T » 1C5038 ¥ B AR , 22 FLODIELIZ T T 57 o FH L AT
LTRSS B R LY e BBURK , BT DL IZE 3220 96 1Y B B ~PBS 2% i Wi A'E b 1 vl A B
[0080] 3. 4kmfE il 2811 5L
[0081]  #1mg mL'AJAVMEETR FH BERS B E1100ng L7, 5t J5 — 25 FH20 % [ F i -PBS: K L

IR FEZ0.0.2.0.4.0.8.1.6813. 2ng L' 6/NKEE, 471 c-ELISA. N 1 , bRk il 2%
(R [E VA 5 RN T S y=-0.5437x+0.7342,R*=0.9926,1Cs0=1.1+0.2ug L' (n=5) , Mk
JuFE0.2-3.2ng L7,
3. 588 X B Be:
53 A BT A4 B 2R 2 LA 24 W P A TR 2R 15 B TR 3 RT R A R B R A LU AR R IR
FAREEAT 1 c—ELTSAFF S STARHE RN 28, TH B SN 29 TCs0, 1l I A L THR A X B, 5k

[0082]
[0083]

ST/ o
[0084] % W J%i K =50% #ifi| (VM) /50 % 1] GE4+4) x100% (A1)
[0085] 551 b B Fo AR K XoJ i) 4 B 25 R 25 I A8 X 36
[0086]
2 ICs0 (ug L7 LR EZ (%)




CN 109180760 A ﬁ'ﬁ HH :I:; 8/18 T

VM 2.7 100
AVM 1.1 245
EMA 5.4 50

EPR 7.2 37.5
SEL >500 <0.1
DOR >500 <0.1
MOX >500 <0.1

[0087] 2k JLERHH , FATg BE HUARSS BT 4 18 2R IS VIR T R VR TR T R AR R A A X
SN 5 BE 5] B A6 3 AP fi] 4 T8 2K 245

[0088]  SLZjifi {5l 4AELTSATR 71 £ i 24 2%

[0089] 4. 1A /& BHELTSAIRFF &Ll N iR &85 4Lk -

[0090] 1) fu A Ck J5 47 —CMO-TVM—OV ALK [ AH#R A (BEARAR)

[0091]  2) AVMERHEA RO , W FE 43 71280.0.2.0.4.0.8.1.6.F13.2ng L5

[0092]  3) Z%AZ I8 A TVM/ 6DA 4% WA I BE. T B Hi Ak 5

[0093]  4) BiML T AL YEG (HRP) FRiC A 2E 30 TeChiik TAEW ;

[0094]  5) WR4EHERE L 22 Pk :NaCl 80.0g,KHaPOs 2.0g,NasHPO4. 12H20 29.0g,KC1 2.0g,
IR ZE 7K 22 1000mL

[0095]  6) I4F VLB :NaCl 80.0g,KH2P0s 2.0g,Na2HPOs. 12H0 29.0g,KC1 2.0g, Tween
20 5mL, 1= 7%/K 221000mL ;

[0096]  7) JEMiiA:3,3 7,5 ,5-DUHI LI — % (TMB) 160mg, VU T AL H 21mg , I
10mL - FF 3L 2 ok e v i Ve 20

[0097]  8) IEMVKB: TR 13 . T0g, A7 B2 = 4M10. 14g, 1 E AL A IR 282 00mg , Il = 25 /K &
1000mL

[0098]  9) & ib¥ki:2mol L 'BRERVA W -

[0099] 4. 2[EbRAR ) 1l 2%

[0100]  FHELHEIBUKR4” -CMO-AVM-OVARR BE i lug mL ™, FEFL NN 1000L, 37 C ¥ & 2h, i 2= £
B, BESLINA 2500l BEBIRBEER 3, 18T, AR e B FL I A A 250uL, 37 CHi¥ B 120min,
10025 FL N TR , BRI be ik 3k, 101, B AR B % EH IR AT -

[0101] It 1] 5 A B A 938 1 771 6 14 0l g 2 7

[0102] 5. 57RO Fc 1l

[0103] 1) A b s AL < Ko X R 6 H R B A IR 4 i IR R 2% P FH — KRR 105 S5 A
[0104]  2) P « Kl 7R G b H L B BE I FH = 28K AR L0 i A FH o

[0105]  3) JE VR A VAL« AR A A X I 75 FH &, K T i XD SIS D R A R S D B AR FH 1 100V
51, BB A

[0106]  5.2Ff M ATALFE

[0107] A= 454% S () 1 A 348 - B2 FL10mL T-50mL B 08 1, 5000 /min S 02 10min, £ F 2
NE T2, B A [R] J2 2L FH20 96 F B -PBSH B L0 Ji5 FH T-ELTSAKa Il

[0108]  ZhWyrl ML RIRE S AT AR EE A2 R S BT VAR 2138 )5, B2 . 00 =
0.02gT-50mL & o8, i N 20mL 20% HHEE-PBS , ¥ i€ Z 7% 5min , 50001 pm 25> 10min, B I

10
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TR FH T ELTSAKS I .

[0109] 5.3 5%

[0110] 1) I « 1) lg o A A L H AN P 4 T 2% 9109 B e T V0 R BRIV 5 0L, 28 5
N BB PUIA TAERS0uL, B TR &, 37 CIEIR % 5 30min;

(01111 2) P« 181 H FL AP BORAAR , BR L AR DN PR TR 250nL Ph gk 3T AT 5

[0112]  3) hngfAR i A (HRP) FRic (1 2EPU R TeGHUiAR TAEMR « BEFL A I BRI A 1L
Yl (HRP) FRic B E 40 B TeGHi ik TR 100uL, B T &, 37 CHE IR & 30min;

[0113]  4) Pledg - (81 FLH AR , B L I N PR 2501l , PRV 3R IR 0T

[0114]  5) I : B AL IRV A3 100uL, B T &b, 37 CE IR % & 15min;

[0115]  6) INZ& 1k : AL A 1B 500L 5

[0116]  7) W52 : FIBAAT (X ZEA50nmAh I 2 & FL I 36 25 BEAE (ODMH) «

[0117]  5.4%% 5

[0118]  Arifkih £& « LA Rl 52 B A vHE i ODEL o BA “%” FLODAA (B/Bo) AL AR , AVMIR JBE 1) %o
KB AR VERR A I 28, AT 2RI, 25 H IR 7

[0119]  Zh¥ya] & PR SURI 2 3 i AVMIR 55 11 55«

[0120]  HSEE S P HI R (BT3RS AR T RODE B4 BA “Z” FLODAE) , AR N bRk il 28 1) [7] )
Ji R, R A 2 B HAVMIR B .

[0121]  Cagy= (Can/ X R PLH) X ks (A2)

[0122]  SEZjitifl6 A & BHELTSA T V&) RABUE K% L HEmf P iR 56

[0123] 6. 1Ak BRI 1) R U I8

[0124] #2003 0ng L "AREE IR MODIE AR N AR i 28 , THE 2043 23 1 I 5 I FE , SR H
SEE AR E 2, iR 4E A 22 =C+3SDIT S Z{A (W.3R6) o iZELISATT V21 R E 0. 163ug L
B ARAS IBR (LOD) @I LA R A5 IRk 52 M AE 2040 25 F AL ZRE N B ODAR L AR 35 Fr v i 26 i) (]
UA1 75 R T G2 L AR 7 £ TVMPR FBE , 9K 5 0t TVMVR BB 1) P BB ( X ) FbR#E 22 (SD) , AR 3 A =X

LOD=X +3SD 5 B & F 10D s 52 B BR(LOQ)= X +10SD . Bl 4 B % 2K 24 ¥ 70 A [l K
s FR I LODAILOQE W36 7 .
[0125]  K6[R]E 354 ELISA 5 121 RAEBE

20 47 0 pg L™ brAEs U 2 T4 | bR | LOD
(ng L) (ngL") | (SD) |(ugL™)
0.084 | 0.092 0.112 0.098 0.114 | 0.016 @ 0.163
[0126] 0.123 | 0.101 | 0.117 ' 0.108
0.101 | 0.139 0.104 0.128
011 | 0.131 | 0116 |  0.153
0.105 | 0.134 | 0119 | 0.107

(01271 RTASEIRF il A o] 4 1 22 S 25 P 0 G TR A E B PR
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2y H )R AR T LOD(pg kg") 'LOQpgkg™)
A (ng ke SD
WA 0.32 0.04 0.43 0.68
T 0.30 0.04 0.41 0.67
AVM A 0.15 0.03 0.25 0.48
A 0.23 0.04 0.36 0.67
A4 0.33 0.03 0.42 0.62
WA 0.69 0.09 0.94 1.55
i 0.63 0.09 0.90 1.52
IVM B 0.190 0.05 0.35 0.72
A 0.47 0.10 0.78 1.48
[0126] LAy 0.71 0.07 0.92 1.39
WA 1.44 0.18 1.97 3.21
TN 1.33 0.18 1.88 3.15
EMA A 0.64 0.15 1.10 2.16
o 1.01 0.21 1.63 3.09
H 4y 1.50 0.14 1.92 2.89
WA 1.75 0.21 2.37 3.81
HNT 1.62 0.21 2.26 3.74
EPR A 0.80 0.18 1.35 2.61
A 1.23 0.25 1.97 3.70
24y 1.82 0.16 2.30 3.44
[0129] 6. 24 Bt e O kG o 10
[0130]  K§ TVMARHE S R FEE0.0.2.0.4.0.8.1.6f13.2ug L' 64K, BIRKESANEE , 14

FE T 42 5 S ELTSA D7 15 B 2 MU RE 5K 5 L FH B v pb 2 g 1m0 A 075 R 550 28 U B TVMAR HE VR
PRI RE AR, THEROAR A R (8] 22 57 AR 500, 25 2R LK S o

[0131]

8 TVMARHE i £ A AR A S5 R 8] 22 7 A 50

12
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CN 109180760 A 11/18 1
IVM AR WAL 5 R A PRI EE | BRIRAR S R
(ng/L) | (x£SD,pgL") | (CV%,n=5) | (X £SD,ugL") | (CV %, n=25)
0.213+0.007 44
0.1810.091 32
0.2 0.207+0.013 2.8 0.196+0.013 6.8
0.197+0.010 6.4
0.176+0.001 52
0.371%0.01 29
0.354+0.01 26
0.4 0.415+0.02 49 0.378+0.020 G5
0.362+0.01 2.6
0.386+0.01 2.6
0.746+0.034 4.0
0.757+0.021 25
[0132] 0.8 0.74120.046 32 0.753£0.035 46
0.708+0.059 23
0.814+0.073 32
1.657+0.022 1.3
1.577+0.064 2.6
1.6 1.590+0.032 3.1 1.554+0.074 4.7
1.588+0.027 1.9
1.411£0.081 2.0
3.280+0.079 2.5
3.122+0.182 1.3
33 3.075+0.108 3.3 3.142+0.112 3.6
3.254+0.121 1.3
2.980+0.116 1.2
[0133] 6. 3% i BH R 77 G v 1 5 L B 53 PG
[0134]  ZRWHFT 73 SPKs — AN VR B ) B 24 B 2R AP b o it AR I 25 R & b, L Il =

1E78.1%-110.5% 2 [a] , #b N SHLEIAS 7 R E0<15% ;s HARMN e 45 5 W3K£9-13.

[0135]

[0136]

B (%) =

S AR
s I B

x100% (A 3)

ROFH A B 24 T 2K SR 2GR s DAL

13
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iy | TIRIE | EIECRCR) | NS RS TRIEMCR | iR RS
(ngkg") | (XSD) | (CV%n=5) | (%)(X2SD)  (CV%, n=15)
93.6+3.9 3.5
1 95.1+4.1 6.5 96.4+3.8 5.1
98.3+5.7 43
| 86.143.5 5.1
AVM 2| 100.046.1 5.9 91.9+7.9 8.5
" 87.9+6.6 77
80.1+5.8 7.1
4 78.8+6.1 5.8 76.2+6.5 7.1
75.6+4.8 7.4
92.2+6.5 7.6
2 | 95.745.1 6.2 98.045.9 7.8
102.5+4.2 6.7
[0137] 104.2+4.6 4.4
IVM 4 102.0+4.3 3.7 100.8+6.2 6.1
99.8+8.0 8.0
88.3%5.8 6.6
8 87.148.5 9.8 88.6+8.1 9.1
90.4+9.2 10.2
EMA 90.9+7.9 8.7
4 90.605.9 6.6 89.7+6.8 7.5
87.6+5.7 6.5
97.6+9.5 9.8
8 95.3+3.9 4.1 95.5+6.6 6.9
93.5+4.2 4.5
16 | 89.4+3.9 43 83.0+9.0 10.9
| 83.0+11.0 13.2

14



CN 109180760 A w MR P 13/18
76.6+5.1 6.7
99.2+4.6 4.6
4 79.6+5.6 7.0 90.7+9.4 10.4
93.2+3.5 3.7
82.4+7.2 8.7
0138) | ppr 3 90.4£6.0 6.6 87.247.7 8.8
88.6+7.4 8.3
90.845.7 6.3
16 91.5+6.7 7.4 94.0+7.4 7.8
99.7+5.9 6.0
[0139] R 1O%# T B 4 B 2= 2R 25 ) o el i 22
i Jﬂuﬂff& FlfcE%) | N F R | FREEECE | fiEiAE R RS
(ngkgh (X+SD) (CV%,n=5) | (%)(X+SD) | (CV%, n=15)
103.1£6.2 6.0
1 102.1£5.3 5.1 99.3+7.5 7.6
92.9+6.3 6.8
100.2+6.6 6.6
AVM 2 96.6+6.4 6.7 98.6+5.7 5.8
99.0+2.4 2.5
102.4+5.0 4.9
4 103.8+7.5 7.2 100.8+6.7 6.7
[0140] 96.1+4.6 4.7
99.2+5.5 5.6
2 86.3+2.8 5.8 90.2+7.8 8.7
85.15.0 5.8
98.2+6.1 6.2
IVM 4 97.9+4.4 4.5 97.9+5.4 5.5
97.6+5.4 5.6
92.4+7.4 8.0
8 104.8+5.1 4.9 99.2+7.6 7.7
100.4+3.8 3.8
EMA 4 99.5+5.2 5.2 96.0+5.8 6.0

15



CN 109180760 A .I'H HH :I:g 14/18 11
97.8£5.0 3.1
90.7£2.0 23
ST8E5.1 5.8
8 96.2+4 .4 4.5 94.56+6.83 7.2
99.5+4.8 4.8
97.84+6.1 6.2
16 101.8+5.3 32 100.7£5.6 5.6
98.4+5.5 5.6
[0141] 99.2%7.5 Ted
4 93.7+4.1 4.4 96.0+6.5 6.7
95.1+6.1 6.4
103.4+6.5 6.3
EPR 8 100.8+5.5 a5 103.5+6.2 6.0
106.3+5.4 3.1
104.4£6.0 5.8
16 104.4+5.4 5.2 106.4+5.9 3.5
110.4+3.8 33
[0142] 113 Fhilal 24 B 22 25 000 v I 2
254 {”Fbu?ﬂw;;% IR %) | AR RS | CPRIECR | fE AR R
(ngkg™) (X£SD) (CV%, n=5) (%)X£SD) | (CV%, n=15)
100.8+2.9 2.8
0.5 102.3+4.1 4.0 100.5+5.5 33
98.317.6 (&
84.2+6.9 8.2
[0143] AVM 1 94.8+6.0 6.4 88.5£7.9 8.9
86.5+6.4 7.3
89.0+1.8 2.1
2 80.9+7.4 | 88.749.4 10.2
96.2+8.5 8.8
IVM 0.8 109.6+4.0 37 103.7£5.8 5.6
101.6+3.4 3.3

16



CN 109180760 A .I'H HH :I:g 15/18 1T
99.9+4.4 4.4
94.1+8.8 9.3
1.6 08.8+4.2 43 95.616.7 7.0
94.0+5.1 5.4
91.1£7.6 8.4
32 90.0+2.2 25 90.0+6.3 6.9
89.0+7.1 8.1
105.5+4.4 42
2 110.0+4.6 42 106.26.5 6.1
103.047.8 76
96.6+5.0 52
EMA 4 100.2+5.3 53 98.746.6 67
[0144] 99.5+8.5 8.5
88248 5 9.7
8 897462 6.9 91.5£7.7 8.4
96.6+5.2 54
100.7:66.9 6.8
25 97.7£3.5 3.6 98.8+6.3 6.4
98.1+7.4 7.6
85.146.7 7.9
EPR 5 83.0+10.2 123 86.6:8.3 9.6
91.9+3.9 43
76.6£2.8 3.6
10 87.9+722 8.2 83.5+7.5 9.0
86.0+6.1 7.0
[0145] 124 PR Hh Rl 4E B 2= R 25 s Il | 2
21 Wﬂulﬁ{% M%) | RS RS PR | fieR A R A2
(ngkg™) | (X#SD) | (CV% n=5) | (%)(XSD) | (CV%,n=15)
[0146] " AvM 1 104261 58 102.5£5.9 5.8
102.2+5.9 58

17



CN 109180760 A .I'H HH :I:g 16/18 11
101.0+5.3 3.3
84.2+7.6 9.0
Z 90.1+8.8 9.8 89.5+9.2 10.3
94.3+8.2 8.7
92.1£5.4 5.8
4 77.1+1.8 23 89.2+9.6 10.8
98.5+2.0 21
102.0+6.6 6.4
1.5 104.2+3.1 3.0 103.7+6.2 6.0
105.0+7.7 Tt
95.0+£7.6 8.0
IVM 3 83.248.5 10.2 90.0+8.8 9.8
91.3£5.8 6.4
90.3+6.1 6.8
6 84.7+5.5 6.5 86.1+6.7 7.8
83.3+6.3 7.6
[0147] 96.2+5.1 3.3
4 100.4+8.4 8.4 100.4+7.7 7.6
103.9+7.0 6.8
96.0+6.2 6.5
EMA 8 96.9+5.9 6.1 99.1£7.5 i)
104.5£7.0 6.7
85.5+7.6 8.8
16 89.1+5.4 6.1 89.7+£7.7 8.5
94.5+7.0 7.4
EPR 113.4£2.4 2.1
4 109.6+4.7 43 110.5+4.9 4.4
108.5+5.4 5.0
93.0+£7.9 8.5
8 95.9+6.2 6.4 93.0£7.8 8.4
90.1+8.2 9.1
16 90.6+6.8 i 91.2+7.0 i
91.4+7.8 8.7
[0148] 91.5+6.1 6.7

18
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(01491 R I37FWh e 4 i 2 K25 7N In =l fig

2 ?T‘ﬂllﬂQ]}E %) | HEW AR AR | CEEECR | fEAR R
(ngL™) (X+SD) (CV%, n=5) (%)(X£SD) | (CV%, n=15)
| 98474 | 7.5 ' | ’
0.5 91.1+4.7 4.8 107.6+7.4 6.9
91.3£1.5 1.3
89.2+8.7 9.8
AVM 1 89.949.9 7.1 87.5+12.1 13.8
71.0£2.4 11.0
88.146.5 7.4
2 86.848.2 9.4 85.343.5 4.1
81.142.4 2.0
92.2+4.1 44
1 99.448.4 8.4 95.2+10.4 10.9
89.748.4 9.3
10150] 81.242.7 3.3
IVM 5 92.7+4.3 4.7 88.546.8 7.6
91.545.6 6.2
87.646.9 7.9
4 99.3+5.3 5.4 94.048.1 8.6
95.246.9 73
EMA 93.647.2 7.7
2.5 96.148.7 9.0 94.0+8.7 9.2
89.7+10.1 10.3
84.046.6 7.8
5 85.945.9 6.9 86.646.9 7.9
89.846.7 7.5
10 100.7+8.2 8.2 97.4+7.8 8.1
100.613.3 3.3
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CN 109180760 A i'H HH :I:g 18/18 7T
89.846.2 6.9
102.3+4.9 4.7
4 92.2+3.8 4.1 93.319.3 10.0
86.5+4.9 5.2
98.0+7.7 7.9
[o151] EPR 8 101.3+4.8 4.7 101.2+6.5 6.4
104.3+4.9 4.7
97.845.5 50
16 105.2+4.9 4.6 96.8£9.0 9.4
87.4+5.6 6.4
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&
=
)
y =-0.5437x+0.7342
0.2 A R?=0.9926
-d. 4 -0 2 0 0: 2 0.. 4 0.. 6 0.. 8 1
LgC(AVM) ((ng/L)
K1
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