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AT N ERFEHE LB I8 R MBIk e R0k

5HA=

BR G
[0001] A B Ja T 45 24 5 B 0 M R G I8 2 BRI, FLAA B B — PR U] TR A B M
L A= W 1) B 5 A DL R Bl I S 9% 5 v (BLISA) 5kl

BREAR

[0002] KR EE M ER (ZEN) Fe 58t T AN R A5 8 0 1 <5 4 ) T Jes T 1R R AR 7
W, BT R TR N KRR RE S TE A SRR B B AT e (T, 2k
T HEPESN D AV 2R G, SIS SR e S L 00T, R S B e Ao T8 , S et 1
AR TR o WU R I AR (N EAE TR I B BL R 22 ) LR ZEN S KR B BR &
29100.50.0.20.0ug kg™ o v E IR 5E /22 K e oK rh ZENSR K% B3 B & 60 . Ong kg™ o 3))
WA TR AR EE IR e m R A o= TR AR B BT B TR AR B M B L a- TORR B B
B-T R ARF I LA S T KA FEH , 1) T KA B B R AR A7 A T 0 o T AR 2 A
AR ME BRI T e TORAR B R A0 2 HIEAR AR A KGR (H AL e R i AR A
VHARGUR B, W AR IR T s 0t , B g i 2 F TR dh s e A AR
(00031 B8 e 077 V2 A 1 4 40 W B B S 70 6 A 1) B 22 B, SR EL A sy I G 80 S AT
AP o B AT AT T oK o B0 i S B T 5 25 e I 1Y) D1V 3 AT 30 o0 M v A e 2 = A 7
12 o AR 3 MR B A I SRR v S U TR A 70 A AR v R L PV AL R RE R
K2 W% B B o WA U 2R o AH 2S5 P00 7 2 55 B R DGR L, X3 1 N I BOR 2
SRR » T BEHEAT B M, SEE AT 29 W B0 i A 00 i AN T AR i B K R T - S
BEEFRT NI, SEILAEELTSATT IR, B R 57 o) B BRI AR S o T B B AR AR5
s BENE S IR SRS 70 M I R B 5 A2 — Bl R KAt B R B e Uik, 5 A BRI R RERT 5
BEIRE BT T RPN SRR B A IR 5 T B s ELTSAT A CA #IIE , (H TR R BUEZAR i
P22 A MRE S B SEBE —  ARZ 2R TV 0 R A2 31— 8 R R

LZIRAAE

[0004]  AK B HIIA:

[0005] (1) $ i — Py S PR 1RO T KA 8 I ) A LG 7 A 0 v o oA

[0006]  (2) it Bt B vt [ e A 7 i 2 6 I e A oA 8 A4 B S ARG 7 40 1) Il 1K 7 98 7
SR

[0007]  (3) I FH iZ BRSO B P4 , 4 N7 — P B R W) T K A B 04 B B LA = M EL T SA Ty
%

[0008]  (4) HAHL FT i i EEK s Y5 G DU 7R 6 7 5 K R B S Bl B A s = 406 I v 1 2 FH
[0009]  [if H (¥ & iiit PLNEAR T 8L -

[0010]  —Fpip FEFE HUAA , BB K AR B A R B2 LA 724 , & & B AR5 9 CCTCC NO:
C201781 [ =58 Je8 41 AR ZEN/ 6 C2 Fr 43 WA I o
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[0011]  Frid AR =) Na- L KR FBFIHEE B~ T KR TR o~ L KRR ERE . B- LKA E
(NS5 7L

[0012] Pkt () 2% 58 Je8 S HUARZEN/ 6 C2, DR AE H [ L Y B 2 M AR gk O, AR 385 N CCTCC
NO:C201781 . & PA TR ARE Ml (ZEN) 5NHs e b AE BT iR (T-NHo=ZEN) , Bl 7-NHo-
ZENE - 135 A 22 (BSA) R 5 % (GA) 7 VAR IAS BIHECY)  (T-NH2-ZEN-GA-BSA) , 1%
R R )% R = s fa d A3 B E ik 3R I g X an T

OH O O

[0013] e N e \-L
}\ §y{_‘}“.\.«\"\;§:\\“\ "\-,\;::33:3"\;\;\“_.,o""'\'\.\'o-"““ 3\ §.§§

(00141 A R 3 A 1 4 R W T KA R B B PR 0 0 MR 5 9
sz A,
[0015] 1,45 T 36 FE UMK 90, IR SO0 AR T K AR T R B AR
WIS R A
(0016 FFFIA Y W 2 T K AR TR 2 S PR ViR 187 E 0 R 0 27
10017 5 3 AR B B S B AR 7= e 15 L o 0 K 6 97795, G0 A F 4
%,
[0018] (1) ¥4 3 A0 M0 5 5 A 93T 9 B 1 OV MR L B

' B

SN N
: ¥ N N
8 © \

3 X o6 S RS
N TR PN N T SN
YT e SN e N, N S:}*"‘i

[0019]

L8R
[0020]  (2) HI{AREK 5 HCCTCC NO:C201781 ) 2422 J8 41 B AR ZEN/ 6 C2 il £ B v i 47044 5
[0021]  (3) D4R (1) (A48 Do A 49 [ AH 8044 5
[0022]  (4) FK G aRE ST A PR ZUANAE P BT B 2 e O ) A FE RIS U
[0023] AR B 25 AR AE -
[0024] 1. A B AE il 2% B v B SR, DA R KA B @ BRI 9 i i, i i S ik
AR I AE S B 38 D FH 2% 95 it 1) % 1) B e o 04 B e S 2k ] Py R ) TR oK AR B A Bl v - K
KARBEMEE B~ T KA BB o~ TKAR R B~ T K AR BB A KK AR I 5
[0025] 2. A B (1) I ERG S 2 4k ) 8 RN 7 V3 FH T A DU R oK R k) L s mT 3 PR 23 2R
Wyrp T K AR B I B S FCARUR =0 () 5 B Rar I Py R BOPE EE E vRr  R B AT, ROK AR
B a- T K AR B M B~ TR AR B A B o FORAR B B FOKAR & BN T K AR B2 11 1 CsofEL
A N114.0.127.4.290.4.114.9.205.6F1257 . 1ng L™, A& BIIELISA 773 itk R
JEE AR L i, K AT
[0026] 3. AR EH BTl S A 0 7 V0 5 0 AR Aar M B ARAIG , X # A 3 EER A, B 4
JR fe AT /N

Bt (=135 BA
[0027] 1A AKARTMSER (ZEN) A4 354+ ELT SAKR #E Bl 25 o
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[0028]  [&]2)ya—F K AR IAEE (a—7ZEL) ¥ 1A 4235 - ELTSAbR A B 25 .
[0029] K3 MB-T KARFEMAEE (B-ZEL) [ 18] 5 55 4+ ELT SAbR 1 il 2%
[0030] &[4 Kga— T KARTERE (a—ZAL) [ 1) 45255 EL T SAbR 1 25
[0031] &5 MB-F KARERE (B-7ZAL) (i) 32 35 4 ELT SAbR v i 25
[0032]  [&l6 M KAREEER (ZAN) [ 18] 42 55 ELT SAbRvEE H 25

BRSHER R

[0033] "~ [f e st S it A4 0 AR R PR 1 gk — 20 U B, (AN B AR R B

[0034] Sk ol 1 4 9% JEURIAD A S (1) il 4

[0035]  1.143% J5i7-NHo—ZEN-GA-BSAFK] i) 4%

[0036]  HERAFREL2mg ZENJE T 1mL B, UK S5 A TN, iR R B2 h, I 3mg
SLMAALEN, 2k S5 FE I R 3h. IR R 203 TR #5237 J5L7-NHa-ZEN.

[0037] AP HUJ5IA T 100Ul DMF, FREL16.0mg BSAVA T-4ml PBS, {57 & S 18R 5113 AML.
BYA0UL 25% [Z B VA TR, LAPBSHSRE 2= 4001L , M MBI o BEE 44 1 N B BIRGZ T I BIA
FIRPERE SN Oh o 45 S MR AEAC 4 AR FpH="7 . 4K PBSiEHT5d ,5000 1+ min "> 10min,
{REE 135, BI157-NHa-ZEN-GA-BSA, T--20 CIRAE & F o S ST T

O O OW 0 T v
iy £ - i Y ¥

R

A gy ) §¢..=,§3§_§_‘__0.§\{} sy
nE\«\«\\*\z} T B P ISy
[0038]
O ¢ CH
¥
o T oocesa \ S \1
+ g\;}\\‘*“\'\:\‘«“"\~\<-*""%~3\"} """""""""""""" - §'\-.\\.:g::~\‘f§'\\.,Q:;s»**"\:\.'_\‘-»"“"\,‘-»"" SN e R &

[0039] 1. 2434 J& ZEN-CMO-OVAFY] ] %

[0040]  AEHAFREN2mg ZEN, VAT ImL A B, SO\ 3mg R FF A F2 i °F #h IR 5 FH5mg Jo 7K ik FR 44 »
SIS T BERE B 24h , 45 BT A VAR B AGEAT W, TS N0 . 05mo T L7 2R R
2mL B, SRR 1R CBRZE B3R, 37 22K A0, & FEA N, 34T 2800, I 5 439 2
THARTREE 1, RO~ 30 S5 ZEN-CMO 6

[0041]  FREUImgFHiJE (ZEN-CMO) , ¥ T-400ul. DMEH, hn A\ Img NHSH12mg EDC, = I8 414
TR NS R AF AR FREXL6 . Omg OVAZAZ I T-AmL IR #h 28 phill (pH=7.4) ',k AB
T UK S5 AE R S WG ABOZ T 2212 INBY, PR S RIS A o 4% I R AEA °C 26 A4F T FIpH=7 .4
[IPBSIEHT3d, 5000 min ' B0 10min, {#EE i, BIFE ZEN-CMO-OVA, T—-20 CIRFF % . I
AT
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OH O GCHs
0
+ O\ =
: Ho/u\/ NHy  HeL A o o
[0042] OH O CHy o

EDC/NHS '

HN-QVA  HO Ny NH-OVA
T

[0043] Szt 7] 2 B0 e P AR ) A1) 4%

[0044] 2. 1Z4) b0 0%

[0045] 1) B #1414 47928 51 (7-NHa—ZEN-GA-BSA) 4325 i 14 Ba Th/C/N R, (W 1 3811k 48 2295
By da il o0 SEER B ) o SRR T 2 UG % S5 T-NH2 - ZEN-GA-BSALL & A & & 40 il N
100ng F150ug 547 7|25 SR A JR TN /DN SRAR P, 8 207 A i SR PR I3

[0046] 2. 241 ffu Fh A AT v B Ak,

[0047]  ZEMDURCEI Gz 2D , P A G g% I S BE T BaTb/C/NER, , S % F2 J7  « BRfili e
NG % S 5 AR IR IR e RIS , T/ NS T 2 sk 5, UG R kg 24
TN G % — Ik, e A SE R FAL - UG T RA T =K (BIG TREd R E R H) &
Fi S, Ak S, P s A, AS AR

[0048]  Fl &I, BUZ e Ja Ak e i Balb/Cl — R, HRHE JRCI AL 8 (Ui £ 1 375 , B g R 1k
ML) 775 % W AE IRV 5min {55 o J0 B HUH /N BBRLAE , 40 B9 HE B 40 e, 55 38 5 1) 4 1)
SP2/0e i3 4N AL (SP2/ 0B Bl 8 20 ook 1 AR S 36 %) 4% 1~ 2 X 10TANRI 104 Gy B4t i ,
EL B £EL:5~1: 102 [8], % HAS B T50mL & O v, B 15mL K RPMI-1640 3 fili vk 25 L 40 e,
1500r min™"B5.00omin, PR LK o 25001 [ OB A 1 15 35 25, IR /K IR 50 % R 2,
T (PEG) ZEINERIT G o R i B HH T PR IR 7K 6, 45 258 A B3 4 R 92 R 0 ) 5
& HIFEURL S AR HIAER K AR E Tk B s A 40 BAs 30 o T FF VIR 25, W EXO . SmL I
PEG, FRF3 AR A A 00305, B Fo s E AR KW %1, 5 PEGZEZ 2 (1) 155 I 2R A 41 e
b R R R Inin NS, BREE R EE10s o SR S N 10mLIE A% 359 , Vs 8 B 22 18
BIELA A L, L R RIR ) (NREWRAT) , 78 3minfN IN5E5mL , 7E5min P H5E 10mL , 5 f5
AN AL B SR B 40mL , I0 55 IS, BRI LR, 40 VE 57 .800r min™' Sminiay, 3 b
T o R A TR SR 40 MU O HA TS 57 2 6ml , 212 N, JF R 5)) , ST « S8 5 1% 40 L 1%
TN B EAFR A0 MR LTS, TR 5 35 50 Ja e A M 4 P e 4 s i L, B AL g, B T35
FRAR PR IR . — IRAL A T Fh5 ~THL96 FLIR - R4 75 ZE 4 ] DB, — e SP2 /0 4l e B vt
S AL R E LS 10 A4 SP2/04H . T-37°C ,5 % CORs F: 48 th s 57 .

[0049]  FA 4R THA0d, BT 3d/R EAS LB AN MAR , (RIF1E 7256 N IR AR T « BB 3d RR AL AR
TOUFHATSE 15 3738 ; SE5d R AL T/285 3% 13 (100uL) , BN LFHTSE & 15983 UL G
BERG 2d [H) B 2 1/2-3/48% 3% B3, ETd R B NHT5E 415 953,

[0050]  F5Eh A4 MEEVE K BB SR FLI0 1 /404, I8 SR IR 2B LT SA S VE BT ifii . 5%
25 FLAHEL , Z5 90 FLODARL BE A 41001 6 S0 A 2 o WS 4 300 A1) 23 A0 2 i . 7 A KOTR I, 3 2~ 4
AN BA PR R ASCAT L~ 24 BT R 4 M L, R P PR AR 5 V20T s B4k

[0051]  Zih 3~4Vk FiFE , e 40 ide th o0 WA BT K AR B3 M B B2 LA P2 1) 5 v B HuAA 11

6
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TR YRR , B i A K Hodiy &4 N ZEN/6C2, 31 F20 1 745 H22 H XA A T4k & m s i
POR N ) A [ i AR B 72 ) ARk H 0y (CCTCO) AR, PR 78R 4 "5 9CCTCC NO: C201781. X} 1%
AU RBEAT TR AR, S R ORI A R e AR E I 8100, 75 T R
SP2/ 0 G (AR E 62 ~685% , B4 o gL A4k 40 5% , Ui B k-5 40 B I 1 2 SP2/ 048 i 5
Y L) 2238 P2 o o % A0 AR 2 I s 3 S Ba T b /C/INBR, 5 2E 72 BB ST 4 B4k o S8 BT [ Thermo
SxientificZy w5 5 B A4 B EL T SAIR] 2455 S0 AR & BH B 15 21 1) 55 5 B A 1) S
RUMR RTS8, S RN/ DR TGl 2

[0052] St {51 3ZENIA] 42 38 EL T SAR I 75 25 () 3 ST

[0053] 3. 1iak 7% B 1) (A St ) 5 FH 40X 7055 v BH 403508 FHRA T T A B D

[0054]  FEEERZZ M :NaCT 8.0g,KH2POs 0.2g,NastHPOs  12H20 2.9g,KCI 0.2g, =%
FKZ1000mL, AT pHET . 4;

[0055] AU 4K : BUNa2COs 1.59g,NaHCOs 2.93g, M1 =7%/K £ 1000mL , i pH{E E9.6;
[0056] Py :NaCl 8.0g,KHaPOs 0.2g,NasHPO4 » 12H20 2.9g,KCI 0.2¢g,Tween 20
0.5mL, N =7%/K £ 1000mL , i pHZET .4,

[0057] 5 PA1VR - BRI 22 10 004 T 1000mL A% IR £h 22 il -

[0058]  JEA¥A:3,3,57 65—V FFERIBC oK — % (TMB) 160mg, P4 T B A L2 2 1mg, TN
10mL —FF 3k Z Wk i v i &1 5

[0059]  JERWDVEB: AFE IR 13. 708, FrAZ TR = 4810 . 14g, iL EAL AR 282. 00mg , I = 78K &
1000mL

[0060] AR SV G AT ABIR FZARRALE 1 : 100VR & BIAF , I EC I A«

[0061]  Z& 1l : 2mol L7'BRIRVA -

[0062] 3. 24040k JE I RN A4 T AR v BE I 0 25 1 o

[0063] R 77 ¥ W7 e VA 0 0 e A 4 R B N AR T AR IR B o e B LR A Ry ZEN-
CMO-OVATE S A S, P A0 R AR B 4. 2.1.0.5.0.25.0.125.0.0625ug mL™" 7K, £E
96FLEFFRAR » N EE 1 B SETAT AR NN , 4 CRER 5 Beiae 3T, 301 I E 12500 , 37 °C 314
60min; WLk 3, FAT, FERERR AR K 55 130 2 58 8 TR NN LOOWL FH Ak 2 & 22 b VB A R 1)
BAE$0N4000.8000. 16000 32000.64000., 128000, 256000512000 K] B 50 % 144 , 37 °C 17
H30min, PEdk 3 1 B AU L :5000 F5R R £h 2% ph iR B I HRP AR C Y SE 5T B 1gGHt
& (FRTFR B, BUT Brds 58 N HRPAR IC ) S50 TeGhidd , 9 8 i A B A B A 7))
100uL, 37 CHF & 30min, Peidks kK, $0°F s LI LOOUL KAV &9, BEE 2 2. 15min, JIA50
uLZ B, FH 8 B AR AAE A5 Onmips K4k I 58 D' B2 (ODMH) , 1 FEODME 2. 0, HHHARAL
ODAH 22 7380 2 1) PR LR 370 B A Ak B AR e PR AL 6, 25 R LR Lo

[0064] &5 BLREH , 1745 i 2 0 4% J5L ZEN-CMO-OVAK A3 5 ¥k B Lug mL 880, 5ug mL™h, 3¢
M TAEHE J91:640008% 1 : 32000,

[0065] &1 HR FElE HidTT B 2
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[0066]
TR WL (ng mL™)

(1:X) 4 2 1 0.5 0.25 0.125 0.0625
4000 2.532 2655 | 2646 | 2.685 1.944 1.242 0.814
8000 2.663 2.861 2922 | 2.576 1.542 | 0.832 0482
16000 2,679 | 2752 | 2672 | 2402 1.076 | 0.668 0.37
32000 2682 | 2816 | 2541 1.994 0.885 | 0.578 0.572
64000 2.737 2714 | 2,148 1.307 0.83 0.502 0.445

128000 2.714 2472 1.536 | 0.846 0.627 0.47 0.275

256000 2.262 1.514 1.041 0.689 | 0.531 0.471 0.437

512000 1.434 0.98 0.718 | 0.552 0.438 0.43 0.396

[0067] 3. 3fefE AR RIS AR AR IR LI 2

[0068] )75 37 5 M5 1 52 () 048 S ZEN-CMO-OVAF L A P, B 1,0 Bug mL™ 2Kk &
AR BEFRAR o 5 ZENFRHE 7700 FH 0% B £k 2% PR B 10, 50, 100,200,400, 800ng L' 64N
FE W 50 v B i Ads IR SR 9% vy 3 ol W B 4 1 : 64000811 : 32000, 1] IIAB0uL PBS (1)L
AI50UL  ZENARHEIE WL 25 M0 AL H 25 50D B 5 B i A4 447 1A) 42 55 G+ ELTSAT 58 o LAZENFR 7
VR P T BB VERE A A , DLZG LI ODIE 5 “F” FLODIE I EL{H (B/Bo) 1E NN ALARL:
IRl 2, 18707 FLODIE R 2. 0 7= A2 50 % $1 I ZENVC (1 Cs0) BARE VE A ik .
DA S5t A DR 5 A0 B A AR 5 5 ZENAR HE VA R R 100 50,100,200 400.800ng L™ 64
WRE, P DL PRI 21 : 6400055 22 B BB L, 53 Al In N B2 LA R )k 2 1) ZENFR 1
TR 23 AL AT (R4 56 e ELTSA , 2 il 3 il 82 3 11 5 TCoofE o 1707 FLODE#EIT 2. 0
1Cso AR ME NI TR TAEMRE . 5 R FR2.3.
[0069]  FR2dHEAH HIKIZ I L

[0070]
BB (g mL™Yy | PURRRR:X) 0 fL OD {1 ICsfti(ng L™
[0071]
1 64000 1.967 107.03
0.5 32000 2.381 173.12

[0072]  R3mmAETUHMEE LA

[0073]

FUARRESE (1:X) 0fLOD{H 1Cs0fH (ng 1.7
56000 2.181 174.55

60000 2.06 149.13

64000 1.998 139.38

68000 1.893 124.89
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72000 1.869 116.89

[0074] %5 L0, Beik Bk M lug mL ™, SRR J91:64000,

[0075] 3. 4dpvhk iy 26 A & 5T

[0076]1 ¥ ZENFR k1A VR PR R £6 28 PP T 1 0+ 1050250 1250 .6250ng L I6MKE
TR JEE E 5L, # BRI 2 5 A ELTSATT VA e , B8 W58 5K o LAZENVA TR0AR FE A 0 U4 M
AR, B/BON PR ARR L b 1 28 IF 4 5 1Co00 S FIELTSA CalcBRFREAT LA, 45 B i
1617 o bR B 220 [H 7 R Jyy = (A-D) /[1+ (x/C) B1+D, A=0.97351,B=7.47822,C=
2.03041,D=0.07020,R*=0.99977, 1Cs0ftiy114.0+5.0ng L' (n=5) , Zx LWL K10~
6250ng L7,

[0077]  3.528 X MR I

[0078]  Mfa—FOKARFTEMEE B-FOKARFTMBE  a- TOKARERE BT KA TR T KA F
FH T 158 b 22 b VBURE, A1) 3 24 R B, P2 ST I ELT SAJT V220U 52 % 25 WD) 1 CsoftL , BEAN 2543 A
AL, LA S B AR 0 T K AR B A B K 28 OB 2100 % , AR U5 2 ZR L 5 v B 44 0
T K AR B M S S PRI I 28 SOR L 2R, 45 R W4

50%HUE (ZEND o
el

[0080] 4 H ik L AAKT T K AR T Il S JL S R A M 52 S w8

[0079] o

B3

e ICso(ng LY | AR EE(%)

B 114.0 100.0
[0081] Ty .

o T K AR R I 127.4 89.5
B R AR S 290.4 39.3
o- TR IR EE I 114.9 99.2
[0082] B-E oK AR A 205.6 55.5
AR 257.1 44.3

[0083] 5 SRLFHN , R SO RE HUAR AT TR AR B M a- TR AR B IGEE  B- T KA T IAHEE ok
KARBRE B K AR B B N T K AR 85 B A 88 1R () 28 U, B[R] IR A 6 Fer 25 T B 2% o
[0084] S5 AEL T SATA 77 it 20 25

[0085] 4. 14K BHELISAIR & N 3k o 4 i

[0086] 1) 0. 4% A F9.48% J5 ZEN-CMO-OV ALK [l A A B FRAR)

[0087]  2) ZENARUEVE 6T , W JE 41 90.10.50.250,1250.6250ng L™;

[0088]  3) ZA5 JE4 4H MU ZEN,/ 6C243 WA B 7 [ i 44

[0089]1  4) B AL Wil (HRP) b ic i 2E 0 S TeGHiiE TR

[0090]  5) WK 4T I £h 22 Ml : NaCT 80.0g,KH2POs 2.0g,NasHPOs  12H20 29.0g,KCI
2.0g, I Z& 7K 221000mL ;

[0091]  6) W4E1RiA I :NaCT 80.0g,KH2POs 2.0g,NasHPOs * 12H20 29.0g,KCI 2.0g,Tween
20 5mL, 1= 77K £ 1000mL ;
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[0092]  7) JRMBA:3,3,5 7 ,6- VY LI IR —Jik (TMB) 160mg , P4 JL A E AL Z 21mg, I
10mL - 2 2L B R Vs e &0 s

[0093]  8) JEEMIVB : AR 13. 708, K BEBR =410 14g, I AL AR 282 . 00mg , T = Z& /K &
1000mL;

[0094] Q) Z& 1H : 2mo] L7 BRERVA L -

[0095] 4. 2[EHAR BRI ) 4%

[0096]  FIAG 4 4G ZEN-CMO-OVARG B i Lug mL™, &FFL A 100RL , 4 C it 4 , 5 25 4V
FEFLINA 250Ul BEF IR BEBR 3K, 10T, SR G R AL I E 125000, 37°CHF & 120min, {5l %
LR , el B 3R, 01, T 4R 2 B R AT

[0097] iz it 451 S BEK e 5 1k 70 A5 140 ) o R

[0098] 5. Liak 7)1 B 1)

[0099] 1) & A REVAL - K71 57 o PR FR AL IR B TR IR £h 2% 1P ] = 2K AR L0 A5 f At
[0100]  2) BRI ol ) G H AL i) BRI = 2K R L0 R S5 13 o

[0101]  3) SR A W« FRAR RFX BT =5 FH &, R C ) 0 R DA AT AR BH A8 AR 1 : 100 TR
51, BAEC IR o

[0102] 5. 2F¢ Al AL

[0103] 1) TAR} RN s K (1A &t BT AL 38 - FE VR A RS R KB Bk I A0 B W i 12
BL2.00+0. 02038 5 B9 RE & T-50mL B L& b, I 1OmL R EE-7K (T:3,v/v) , I HEE %
5min, K fWhatman NO. 1JE4ERL3E . U ImLIER T 10mL. EPE 1, LAPBS (0.01moT L7', pH
7. 4) 5 PR TR 2 AmL, 5 VAR SR VDL, D] P AR 3R 8, W05 U8V A TELISA A5
(01041 2) Bl fr PE2E S R Sl m AL FE 6T B A (FF ) A 434l &) 3% L BL2 . 00 &
0.02g ALFEJEHIFES TH0mLE Q& H, INA1OmLF EE-7K (7:3,v/v) ,inliEE Hbmin, &
4000r min™' 5.0 10mine B ImL EEW T 10mL EPEHh, BAPBS (0.01mol L™, pH 7.4) 45387
FREAE3mL, IO\ ImLIE O e e 9k % 25 18, 5 B dmin, B 25 BRI =, HUR 298 7 v i H
TELISAK I o

[0105]  3) R RE S K AT AL - B 2mL AR S5 2R FL T 1omL EPEF P, 4°C 45 F 44000 min™' &
O 15min, 25 R BRI 2, B 18] )2 LI FHPBS (0.01mol L7, pH 7.4) #1065 )5 T
ELISAS#T .

[0106] 5. 305 s5 &

(01071 1) JAE « [a) AR ARG L R 0 N T 2K 7 8 A4 TR 2R 1A T8 o o V8 Y BRE B BV B 0w
L, SR J5 TN B v B A4 TAEVR50uL, B T &, 37 CHHIR % 5 30min;

[0108]  2) Paide {3 HH AL (KIBAA , AL AP I\ SRR 2500 LRI 3T I AT

[0109]  3) N i AL A (HRP) A5 iC B - B bR TeGhidd TR : B AL It ABR I 44k
Wty (HRP) FRAE A 2E TR TeGHUiR T AR L0OUL , B T2 £rrp , 37 C i i & 30min;

(01101 4) Pt {3 HH AL H (A& , BEFL P I BRI 2500 , BRI 3T I AT

(01111 5) BN : GEAL IR A L00uL , B T frh , 37 CHEEL 7 & 15min;

[0112]  6) InZ b - BEFLH NN 1L 500l ;

[0113] 7)) Y52 « AR A AE 450nmAb I 5 45 FLIK) 9625 B (ODAHD) »

[0114] 5. 4% 5L

10
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[o118] iz
(01161 DL Fr il E (O k5 v 5 ODAE B4 LA “” FLODAE (B/Bo) NN AL IR , T K 7x i (ZEN) Kk

P& BUE A R A b AR AR R I 2, IF BEAT 2R PRI, 2

(01171 TR FEGIRL Shml & MR VMR W ZENF iR L v 52.

[0118] SRR bl B2 (BT RAF A A & T ODEL R DA %" FLODAED) , A A vHE il 2 9 [ )
TR HR R

[0119]  FoK Bk} shm] S R GURIA- Whh oK Ar B M B A QB ik 2 11 55«

[0120] SRR ot BRI (P ERASAR A & T ODAEL R DA %™ FLODAED) , A A vHE il 2 ) [ U

A ENE TR

JiREr, 4 o 24 SR T oK AR B A B A U DR L

[0121] AR 2y
[0122]  sEjafle A i BHELTSAT VAR R B RS 2  HE A I i 56

[0123] 6. 14K B & i R U6

[0124] 5204y 0ng L™ FRAEE AR INODAEAC N AR v 1 28 , i+ 52040 25 1 U B I B, SR Y

Fﬁi’ﬂﬁﬂlﬁlﬁf P A Z=C+3SDTHHZME (W3R5) iZELISATT VAR REUE N11.3 ng L
B ARKE TR (LOD) 1 3k PA R 25 BBk 52 « U 5E 20403 25 (L 2R T ODAEL , AR Hi A it 2 g [

U7 R S R SEAK ZENVR FEE 98 T B H ZENIR FEE 1) P S Xy RTRREZE  (SD) , MR AR A 3R

LOD=E +3SjDﬁ‘ﬁ AR ILOD; 8
i I LODAILOQTE WL 366 .

[0125]  ZR5i 5 'JAEI’J/%’E&F
ZEN PR ek com 204000 pg L BRERIER | THME | BREE | LoD
(gl 1 2 3 4 5 (ng L) (el | (D) | gL
(4} 1.973 | 2,059 | 1.983 195 1982 6220 7:330 | 5.999 © 8.331 7.1 1.4 11.3
[O 1 26] lf) ?.91 71 1985 | 1.901 | 1.9100 | 1 .91? 5.278 6.864 | 5749 @ 7.853
30 1.557 | 1594 | 1.582 | 1.512 | 1.576 @ 5243 10.80 | 6:887 @ 8.331
250 0.5937 | 0.611 | 0:533 | 0484 | 0.515  6.098 7.827 | 7,234 0 7.574
1250 {.221 | 0273 ) 0217 | 0.227 | 0,223 6.954 R:867 | 6.932  5.599
6250 0144 | 0065 | 0325 | 0,131 | 0,143
[0127]  ZROAS[FVEE S Hh FR AR B M B A 5 R A 1 A6 IR A5 =R
20 ARG | bR
i) e R S L T T L LODe LY | LOOMme 1
* RO LY | SD (ngL7) | LOQmg L)
ZEN N 136.2 36.1 244 .6 497.3
[0128] bt 164.8 46.8 305.0 632.3
A 118.5 30.9 211.0 427.0
e 117.5 30.1 207.9 418.9
e 97.6 25.8 1749 355.4

S LOQ)= X +10SD.ZEN K H:5 Rt 7E A [ B

11




CN 107915774 A W BR B 10/21 Tt
410 81.0 314 175.3 395.2
K 213.7 53.0 372.6 743.3
Al 2552 67.5 4578 930.4
} b 184.1 447 318.1 630.7
a-ZEL - ; -
et 182.7 43.8 314.1 620.7
e 153.5 379 267.3 532.8
44 125.4 45.7 262.4 5822
B 375.6 94.1 658.3 1317.8
Vsl 449 5 120.4 810.9 1653.9
8.ZEL %ﬁ‘é‘l’ﬂ 3182 8@7 578.8 11847
FERF 321.6 78.1 555.7 1102.0
Tt 269.7 67.4 472.0 944.1
24 220.9 81.4 465.0 1034.7
S 86,3 24.7 160.3 333.0
e 106.0 32.6 203.7 431.6
[0129] _ R 75.9 21.4 140:2 290.2
a-ZAL o g _ , e
KT 752 20.8 137.7 283.5
Ay 61.5 17.6 1142 237.1
gL 522 217 1174 269.3
FA 119.3 34.3 2222 462.2
JE AR 146.7 45.3 2827 599.9
AL %‘rﬁ 105.0 29.8 194.5 4032
T braies 104.1 29.0 191.0 393.8
e 85.1 24.4 158.3 329.1
24 162.9 30.2 162.9 374.3
EX 387.2 92.9 665.8 1315.9
b 459.6 117.6 812.3 1635.2
_ WA 332.0 77.8 565.5 1110.4
ZAN o . _ N
yraiae 329.2 76.4 558.4 1093.2
e 278.5 66.6 4783 944.5
440 2257 79.8 465.1 1023.6
[0130] 6. 24K BB 7RG i 6 2 1 36
[0131] S ZENFRAE S B0, 10.50.250.1250.6250ng L™ 6N, FF 5N EH , 4%

A 6] 42 55 FrEL TSAT5 R 38 2 U E 50, B AT bR R it 2R (0 50 VA 5 R vH S A UK B ZENBRHEVA L
P9I 52 1B, T SAR PN RIS T 22 S 2R 80, 45 R LR T
RTHRE 2 AAR Y 5 AR H) 22 57t 2/ AL

[0132]

12
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ZEN AR BRI e 5 P | REZERR
(mg LY | (X£8D, pgL™"y | (CV %, n=5) | (Xx+SD,ng L") | (CV %, n=25)
9.8+1.2 12.7
108+ 1.2 11.4
10 82+0.8 10.0 98+1.2 12.2
1L.1+£09 7.7
9.1+1.1 12.5
505+58 11.4
482 +4.3 9.0
50 472 +2.1 45 49.8+2.9 5.7
545+4.7 8.5
487+ 19 3.8
254.7+22.6 8.9
[0133] 250.2 £26.0 104
250 2147 +4.5 21 255.8+28.0 10.9
291.4+26.3 9.0
267.9+20.0 7.5
1129.8 £ 73.3 6.5
1286.3 = 110.9 8.6
1250 994.0 + 85.6 8.6 1115.8+109.0 9.8
1057.3+ 124.2 11.8
11115+ 78.2 7.0
6460.1 +673.3 10.4
6469.0 + 7812 12.1
6250 5674.5 +340.4 6.0 6285.7 = 346.3 5.5
6483.3 = 838.5 12.9
6341.6 5772 | 9.1
[0134] 6. 34 BH k0 1) A 2 05 PR
[0135] 43 JoRs =AM UR JE 1) T oK A B8 e ] A G S M AU D A A s I 2106 e &t v, HE v I

[E R AE62.9% ~113.6% 2 [1], LA S b AR 7 R E<15% ; EARI 2 45 R &8 ~13,

[0136]

[0137]

[l (%) =
R8T KA INE Y 2

S
TRk g

x100% (AR 2)

13
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ON 107915774 A 12/21 5
sy | ke | PTEEOY g VEPECO | g
mgl™) | (Xispy  (CV %, n=5) (X £SD) (CV %)
109.7+12.9 117
500 | 100.7+13.5 13.4 1093+ 8.4 76
1174 £63 54
1058 =11.7 11.1
ZEN 1000 | 96.7+124 12.8 101.0+46 45
1004+ 11.0 11.0
88.7+7.8 8.8
2000 80.1 5.8 7.2 842443 51
83.6+5.4 64
97.4+7.7 7.9
750 | 100.712.0 11.9 105.0 + 10.5 10.0
17,0+ 11.1 95
100.6 £ 7.7 7.7
a-ZEL | 1500 958+ 4.1 43 100.7 + 5.0 4.9
0138] 1058+ 7.8 74
80.2+9.4 11.7
3000 68.5+4.5 6.6 774£7.9 10.2
83.54£102 12.2
85.0+ 5.7 6.7
1350 91.0+6.3 6.9 90.7+5.6 6.17
96.2+9.5 9.9
102.9+4.9 48
B-ZEL | 2700 | 111.1+£63 56 1048 5.6 53
1004+ 9.4 93
87479 9.1
5400 84,8462 74 81,6+ 7.9 9.6
72.7+5.1 7.0
a-ZAL 69.1+7.8 11.2
350 64.6+6.0 9.3 66.9+23 34
67068 10.1
700 103.1=136 132 98.1+4.5 45
96.3 +13.1 13.6

14
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CN 107915774 A 13/21
94.8 + 13.1 13.8
99.5+7.2 7.3
1400 | 94.6+9.0 9.5 058 +3.3 3.5
93.245.7 6.2
775473 9.5
500 759+ 8.8 11.6 713494 13.1
60.5+7.7 12.7
98.64 7.7 7.8
B-ZAL | 1000 | S4.1+110 13.0 §8.2+9.1 103
82.0+10.7 13.1
105.2 = 4.5 43
[0139] N .
2000 | 994+ 111 1.2 99,5 +5.7 5.7
93.9+7.6 8.0
115.6 =76 6.6
1350 | 107.04£5.0 47 111.9:4.4 40
113.0=6.7 5.9
102.9+ 5.9 57
ZAN | 2700 | 93.7+3.0 33 927+ 10.7 115
81,6+ 4.9 6.0
86,7+ 6.6 7.6
5400 | 79.6+58 73 79,0 8.0 10,1
70,7+ 4.4 6.2
[0140]  FROg PRl h Es nIa i 22
sy | TR RO ppgzestaa | THICROD | gmas s
mgl™) | (X4sp) | (CV%, n=5) (X £SD) (CV %)
88.69.3 10.5
650 | 107.5=13.6 12.6 100,9 + 107 10.6
106.8 = 12.7 11.9
[0141] 1002 +2.7 2.6
ZEN | 1300 | 103.6+142 | 13.8 974+8.1 8.3
883+ 111 12.6
748495 12.7
2600 | 81.5+109 13.4 777434 4.4
76.7+9.5 12.4

15
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92.9+4.7 5.1
950 1126+ 8.3 7.3 104.2 + 10.5 101
107.6£4.3 4.2
89.2 +8.3 8.3
a-ZEL 1900 88.1+£5.9 6.7 91.9 + 5.6 6.1
98.3+12.0 12.2
70.9+ 8.7 12.3
3800 64.5+7.5 11.6 69.9 +5.0 7.1
743473 9.9
1159+52 4.5
1700 115.1 £6.4 5.5 108.9 + 11.4 104
958 +12.1 12.6
959456 5.8
PB-ZEL 3400 89.34+5.2 5.8 89.9+5.8 6.5
84.3+3.3 3.9
85.6+11.9 13.9
_ 6800 79,6 +15.9 74 80.7+4.4 54
[0142] 77.04£5.0 6.5
81,6£8.1 9.9
450 65.3+83 12.7 76.8 £ 10.0 13.0
83,5498 11,7
98.6+ 12.2 124
o-ZAL 900 90.7 + 8.1 9.0 92.6+54 5.8
88.3+7.0 8.0
1064 £ 11.4 10.7
1800 102.1 9.6 9.4 105.4+3.0 2.8
107,84 11.5 10.7
P-ZAL 7354104 14.1
600 70,5 +£:8.8 12.5 71O £ 2.3 3.2
69.1+7.4 10.7
1019£92 2.0 |
1200 | 89.1£103 116 935+73 7.8
89.4+12.5 14,0
2400 107.8 £135.5 14.4 1034+ 4.1 4.0
99.7 £ 10.1 10.2

16
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CN 107915774 A iﬁ. 15/21 1%
102.6+11.7 114
122,44 10.1 8.3
1700 109.9+5.0 45 111.3 + 10.5 9.4
101.6+7.1 7.0
94.8+3 .4 3.6
[0143] o o N :
ZAN 3400 92.7+4.1 4.5 914 +472 4,6
86.7+4.7 5.5
721 £35.7 79
6800 82.1+£8.1 9.9 739175 10,1
67.5+34 5.0
[0144] R 10%4 A s =l 2
ity PI‘?JH%{;E [ 4_& (%) ﬂt U B AR ?iﬁ%! B (%) ;ﬂ;lggﬁggﬁg
e (ngL™) (X +8D) (CV %;s n=5) (X +8D) (CV %)
1064 +13.9 13.1
450 1024+ 11,9 F1.7 101.2+£59 5.8
94.8 + 8.9 9.4
84.9+7.1 8.3
ZEN 900 82.1+9.8 12.0 B842+1.8 2.1
85.5 6.7 7.9
68364 9.3
1800 814+95 11,7 75.9+6,8 9.0
78.1+£10.2 13.1
[0145] 1030+ 3.0 2.9
650 109.0+7.2 6.6 100.3 +£104 10.3
88.8+3.9 4.4
85.5+2.4 2.8
a-ZEL 1300 85.7+39 4:6 87.7 £ 3.5 4.0
91.7+£58 6.4
731185 117
2600 703 +£4.6 6.5 69.9+3.4 4.9
66.3+93 14,0
B-ZEL 96339 | 4.0
1200 769 +11.1 14.5 87.9+ 10.0 11.3
90.6£5.2 5.8

17
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CN 107915774 A 16/21 7T
91.7+2.3 2.5
2400 81.3+6.78 8.3 89.6x:75 8.3
95.9:+35.6 58
76,7 £ 101 13.2
4800 71.4+7.8 10.9 T4.1+2.6 3.6
742 L7758 10.1
76.5+ 10,0 13.1
300 779448 6.2 75.1 £3.6 48
71.0% 10.0 14.1
86.6+ 10.1 1.7
o-ZAL 600 825+11.8 14.2 85.5+26 3.0
87.3+11.1 12.7
853+ 11.0 12.9
1200 108.3 &£ 14.8 13.6 97.5+ 116 11.9
989+ 12.1 12.2
68:4+9.6 14:1
[0146] 450 64.6 £6.0 9.2 66.1.+2.1 3.1
65.1+5.4 8.2
93.1+10.7 115
B-ZAL | 900 95.1:+9.2 9.6 92,9422 2.4
90.7+2.4 2.7
85.0+£3.6 4.3
1800 884 +1.7 1.9 86.6+1.7 2.0
86.3+3.3 3.8
110.2 £6.6 6.0
1200 977 +11.2 11.5 1053467 6.3
108.1 5.8 5.4
89.9+4.1 4.5
ZAN 2400 93:6.+2.7 29 93.2+3.1 33
96.0+£2.7 28
70,1 £5.6 7.9
4800 693+2.8 4.0 71.5+3.1 43
75.0+7.9 10.5
[0147] SR 1URE HIE A s In =T i 22

18
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[0148]

W B P 17/21 1
sy | e | OO0 g | TRICROD | gy
(ng L) (X+8py  (EV %, n=5) (X £8D) {CV %)
1011 £ 110 10.9
450 | 1093 104 9,5 99.9 + 10,1 10.1
892496 10.7
86,6+ 7.6 8.8
ZEN 900 91.1 8.7 9.5 858458 6.7
79.6 4.7 5.9
7214586 7.8
1800 | 80.5+85 105 TAZE55 7.5
70.05 2.5 3.6
1005+ 5.3 52
650 109.4£3.2 3.0 105.1 4+ 4.4 42
105245 42
85.7+4.0 4.7
o-ZEL = 1300 | 879447 54 82,0 + 83 10.2
725427 37
672+6.1 9.1
2600 | 753490 119 69.8 £4,5 6.9
66.9+2.7 4.0
912497 10.6
1200 | 962477 8.0 90.8 £ 5.6 6.2
849401 10.7
80.1 +6.2 7.7
BZEL = 2400 | 856+8.1 9.4 802453 6.6
75.0£2.9 3.9
64.0+3.7 5.7
4800 | 78.2+10.6 135 69.7+75 10.7
67.1£35 52
wZAL 63.7+89 13.9
300 | 763107 14.1 68.9 £ 6.6 9.6
66.8 + 8.6 12.9
600 89.8 + 10.5 11.7 89.0+94 10.6
97.9£9.0 9.2

19



i3

B B

CN 107915774 A 18/21
792 +6.6 8.3
92.5+10.5 11.4
1200 | 107.1+15.8 14.7 96.6 = 9.1 94
90.3 + 6.2 6.9
90.3 + 5.1 5.6
400 92.21+6.6 7.2 87.8 6.1 7.0
80.8+11.6 14.3
1074+13.5 12.6
B-ZAL 800 | 109.0+13.40 12.3 1022 +10.5 10.3
90,0 4.8 5.3
104.1 £ 14.0 13.5
[0149] y ; , _ o
1600 11,199 8.9 1042+ 69 6.6
973+5.1 53
99.5+3.1 3.1
1100 1200 £6.6 5.5 107.4+11.0 102
102.94+7.5 7.3
94.5+5.6 5.9
ZAN 2200 96.4+£35.7 5.9 93.0 + 4.4 4.7
88,1+ 1.9 2.2
672+32 4.7
4400 73.6 £4.1 5.6 70.3+3.2 45
70.1+£2.7 3.9
[0150] 1255 i rhids n =Ty 22
sy | s | PEEOY sy PHMEEC | s
(ng L) (X 18Dy  (CV%, n=5) (X £SD) (CV %)
107.6+11.1 10.3
400 1022+8.3 8.1 109.2 + 8.0 73
1178447 4.0
[0151] 106.1 £4.7 4.5
ZEN 800 101.5+49 4.8 106.1 £ 4.6 4.4
110.846.8 6.2
79.7+8.2 10.3
1600 77.0£55 7.1 80.5+4.0 4.9
84.8+7.0 8.3

20




CN 107915774 A Wi B P 19/21 1@
99.4+3.9 3.9
550 109.9+93 8.4 104.7+£523 51
104.8+7.5 7.1
87.4+4.7 5.3
o-ZEL | 1100 934+ 6.4 6.8 88.7 + 42 47
85.4+3.9 4.5
75.1 £ 4.5 6.0
2200 66.6+3.2 4.8 70,5+ 4.3 6.1
69.9 44,2 5.9
104.8 = 5.5 5.2
1000 88.9+4.2 4.8 96.1+ 8.0 8.4
94.5+5.4 5.7
8R.1 £ 6.0 6.8
BZEL | 2000 | 79.0=104 13.1 84.1 £ 4.6 5.5
853448 5.7
844+ 104 12.3
4000 73.9+3.7 5.0 77.9+5.7 7.3
[0152] 753+32 4.3
74,1 +9.9 13.4
250 71.9+9.5 132 778+ 8.4 10.8
87.4+ 12,0 13.8
107.6 £ 10.6 9.8
0-ZAL 500 104.8+9.7 9.2 109.3+5.6 52
115.6 % 10.5 9.1
1122465 5.8
1000 | 106.5=4.5 42 106.8£5.3 5.0
101,648 4,7
B-ZAL 749493 12.4
350 60.2+9.0 14.9 69.2£7.9 11.4
72.5+8.7 11,9
1053492 8.7
700 88.1 +12.9 147 100.1 % 10.5 10.4
107,067 6.3
1400 | 1142462 54 110.5+4.5 4.1
105.5+ 9.6 9.1
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CN 107915774 A i BB 20/21 1
111.8463 5.7
H22+59 5.2
1000 1195+ 7.0 3.8 1136+ 53 4.7
109.1£6.75 6.2
96,2+ 3.8 3.9
[0153] o o _ .
ZAN 2000 103.1£59 5.7 95.5+£8.1 8.5
87.2+6.1 7.0
740+ 1.9 2.6
4000 78.2+5.9 7.5 746+34 4,5
71.5£2.0 2.8
[0154] 134Gy inf=l i
o {(ngL™) (X £SD) (CV % n=5) (X +SD) (CV %)
81.3+1072 126
400 8424114 13.5 84.6+3.5 4.1
8834 11.8 13.4
98.6 5.1 5.1
ZEN 800 W9L118 130 96.2+4.5 47
98.9+9.4 9.5
69464 9.9
1600 77.7+ 103 132 73.8 4.2 5.7
74.3+£97 13.0
[0155] 99.2 4 14.1 142
600 101.1+13.4 133 94.7+£9.5 10.1
83.7£4.9 5.9
83.2+87 105
a-ZEL 1200 752 46,5 8.7 769 + 56 7.3
724 +5.1 70
63.2£8.0 12.7
2400 65.6+8.9 135 62,9429 45
59.9+6.8 11.4
B-ZEL 85.5+29 3.4
1160 102:3 £10.0 9:8 94,1 £8.4 8.9
943 £7.2 77

22




CN 107915774 A iﬁ, HH :F; 21/21 1%
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