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— SN R E R RIET B TR R R BT R F R A FIE R
SEAR A

AR G
[0001] 77 B Ja AR 245 5 B A 00 <0338, R AR e — e i 081 e B AR A ik o S T R ) IS
[0) 73 9% 9 56 e 35 SR AT AR 2% S Ll 26 D iR AR ]

BREA

[0002]  S:TE IR (Iprodione) J&+ — HBLIL LIS, A& —Fp i U fd o L R PE AR BR300, T2
82 FH T MR L SRR L 8 SR 4 5 T 977 VR AR 7 SR A T R i S5 T O P DA e e AR PR AR P AR
I w4 37 16 68 28 S DK SIS A B 3% T 7R O ) 0T o L T BB VR B o el A ) T A
BRI LA SRR F QB R PR BRI TR AR 5 o B BT XS AN R AR )
SE T 5 T IR AR B R Ak B PR B, HL v AR Sl b 3 IR ) B KR B BR B2 me/ kg, FE R
T SER VAR RSB PR BON5 me/ ke, AR &) AR I SO IR EON10 me/kg o &
B BR AR} 22T 5T 5 A Ly (CORESTAY A0 RE JHFE o St T IR 1Y) 1 3 PSR B BR F 0505 me/ke, 3K
] 1 AR ) 7 T JOR PR e KBk B PR B, AR S B A2 72 7, RO 5 meg/ kg 1 D9 MR e K Bk B 1)
L] 8

[0003] I i, & FIAS I 7 V6 e ROBUR Gtk RO il - A 5K s L U Bk < OH
% - G IER VA SR o B 1 DA D5 6 S A ISR A I 2 FH &0 53 2D BREE B AER , H.
X RAEN 51 MU BESR v , AN ik J2 A oMb A7 1 sy 38 RO s A A R 0k, O
—PANSZ AU v A B A B S It B e R AGE I 10 7 i AT VR LE A A ) A ) 1]
oI

[0004] %GB SR TR FEAE ROC IR LB B SR , A — R S sz A s
2, ERRPER MBI ARBER LB I BT ERKI 45 & BAT DU R AF 250
FHECARGEARICAD » 5 YEABR IR 5 0 58 FEE Rl LA 50 G P 5 P56 18 5 1T 189 5, Pl DA 9 e Bl e
10A B S E T BOR BAS DI BR « M AEROR ST S5 M AE TR ik B O A2 5E 19
TSGR — B BRI A e PR AT AOURER AR AT , A BT A A A
T FRAMER J G 2R e R KRB IS o TG SE » HLFE AR AN S M FEIA B A A4 (R 52 o
DS AR B SR 00 5 92 » 2R TR ER G 38 JE T AN R el F AT A 0 SR vy 38 A Rl A S e 1k
G RIE 5o TR0 I P 3 S A 5 R AR ] vt v S s R F) IR 1) 5 3 2 ' S B SR T I AR o

RARE

[0005] A B —A~ H 2 B0 _EIRIUAT BRI SR » 20— Fh R 3R AE AL AR
DUERTE A7 % AR B P G 00 57 BT U1 P 8] 209 5 516 e 88 SR A i AR 2 s AR R IR 55— N H A
PR b IR AR AR A 1 4 T 1% s AR W 75— H A A 4 4 L SR X AR A% A 0 S B R e ) 1
e

[0006] Dy 1 SEHL_EIA H S AR BRI — MR T 52

(00071 A — A I S T JOR F) IS 1 2339 59 56 S SR AT AR AR » B B0 IR AR S A IR AR = 44K
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URFE 2 R AR S L B L 5 A DR TICER S R IR T 4 2 IR /K 3, BTk 45 & R i3 -
A 5 G HER bR 10 1) 57 TR IR B 5 B A, Bl A B 2T 4 25 16 66 A RS I X AN 4% X, Bl
RS DX S i A S R TR DR - A B AR, BT R X R A S PR B

[0008] P73 S B JOR BRL 5 B 0 A2 DL S T DR e 0 5 - 00 B 0 AR IR A 1 A B 28 Ji i % 3R
135 BT 57 T IR -0 i - BB AR BR ) A2 7 1 R P e i 5 A B AR DA 3], P 44
BANFMEAEAINEEA LEEA FREEA  RIEEA A NEAEA, Tk
SEREPUERABS, 5- AR R H IR S HZ M Ol N AER2- (3- (1,5- &K
FMRIL) ) LR LG, KRG R]2- (3- (1,5- & RIEMRIL)) 4R, B4 il M, 15 33 -
(3,5- “HRKL) -2, 4-BRMp ek i, F 56 E I R IR R AR 2h 5 Ok AR NS B 6 -
SRR R R S B A 6 - (3- (3,5- EIORAL) -2,4- EAPKME S - 1- I EERGE) DR
H TG, B e TR PR 26 T /KA 31, ooy P85 0N -

Cl 0O
O
0009 ﬂg\lﬂx OH |
Gl 0O

[0010]  Ffrad S B MR 0 i ) i o ELAR U FE DL A2 R

[0011] D HY8.37 g (60 mmol) HZ& MR LBEEREL #5 /216.5 mL (120 mmol) = Z ZMA100
mL & e, 0°C R 10 ¢ (53 mmoD) 3,5- &K R FIRER I — & e is i, =Bk
R, I AN [ A, SR A 9 F2 NERTR , 1 AR R S BNV L, TR AN & Eh /K Pk, B ALJZ
T KRR BT, 28 WA a3 3 B Al A2- (3- (1,5- & RERIE) ) 4R TE.

[0012]  2)¥% Fid A A lE AN 150 mL 6% E AL B/KIER A, B PE N In#k 2 90°C b3
h, A2 %=, 150 LR OBR A b B AR RO J5ORE B =4, K AHAE0C T 4 NER IR
WpHE £2, T AR A G EA2- (3- 1,5- ZEAERRE)) 2.

[0013]  3) ¥ iR A taE A I N100 mL 20%:E5ER A , B FEn# a3 (105-115°C) 4 h, A #)
F R, S B A O AR K PETERAE 519,50 g fAEIAS- (3,5- ZEUREL) -2, 4- bR AT
5

[0014] 4 iR, 52,20 g(7.36 mmol) =W SVE T30 mL & H kid . 0CF,#3.34
g (18.4 mmol) 6-F JECLFR B Eh R £ /27 .13 ¢(55.2 mmol) RN Hk 2 it (DIEPA) 1) —
AT EE RN R RN, S| R h, 7285 & b, BRI A A 50
mLIC/K B4, S8 RN R L, PRV 4515 26 - F R IR E2. 30 g,

[0015]  5)#3.00 g(12.2 mmol) 3- (3,5- “&AIE) -2, 4-BRME b3k — i /22.67 g(18.4
mmo1) DBU (1, 8- A XWIF[5.4.0] -7+ —8)d MAS0 mL=FH L ,0°CF, 21 N
2.30 g(13.5 mmoD) 6- FHEIRHE LR FH MR 1) — & eI vl , B N4 h, [RONTR 25 25
BT, R A A TEIRKE EMT 44k, FAFALL N1 : 5/ Z /R 2 Bis /A7 Tk e i, 2936~ (3- (3,5-
TEFRIE) -2, 4- AR - 1 - R E ) IR R .83 g.

[0016]  6)¥1.83 g(4.4 mmol)6- (3- (3,5- “&IKHE) -2, 4- ARk M o k- 1 - F ik Jlae k)
O F YA 750 mLPUSMRIE A, TN mL 20%Eh1R,50°C K ™4 h, i KRNI . & 3
WA EVE ), RAR AR AL Z A 24k, AR 930 L) & H be/ FHBEBE L , 45 21 5 14
AR R G- (3- (3,5- &R -2, 4- ARk e - 1 - B IE L) OUFRL. 12 g
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[0017] BTk %L ER & E 42 N 100~300nmir) 5 2K 2,45 AL L 5 e W i kel , JL 3811 i
FEAH —COOHEEH] , Fridk e Je ) TR 4l 2 o

[0018] A BHRHL) 53— AN AR 7 SR SR — Tl o bk 00 S TR JOR 1 BF [ 43 3% 2%
Ga g EHT RIS 7%, BRI NP IR

[0019] 1) &G WRe JECER 1) 1) %« FH T 85 1A < 6 Ak s 1 7 T R B T P8 A , o0 L AR
TERITR RSG5 B R T HZIB TR B MR R, & B2 B R T I G ) 4%

[0020] 2 fiSPR T 4 2% L (1) 1) 4% « K 7 TR IR P P i - 2044 B 0 AR IR A ik B i IR 41 4 25 e
PRSI X B 1 A I X 5 K2 0 SR DU AARISE I 2 S TR 2T 4 2% b %) g IX Y )
X

(00217 3) £ 28 B D) « 78 e AR b A& VR 45 1 b kG 5 A5 W Se 38 L A AT 9 e ol eRobe i 3 1
IR B0 o 470 ) 65 5 R TS T 5 ARG 00 X J 4 X PR e R 4T 4 2 M % W /K 3, B 1)
FR T 75 (4 55 5 B A 8] 43 98 5% ) S 5 JE AT IR 40 5%

[0022]  EfAHbi, B IR

[0023]  1)3,5- A A TR S HEMR OB M AER2- (3- (1,5- & ZRIEIK
1)) LR, KRS HI2- (3- (1,5- S AREEME) ) 41, 4t 3 M, 15213~ (3,5-
TEUORIE) -2, 4- R ke R, 56 - &k R R R IR B 5 = Ob SR N AR EI6- 7 EUR
FECRE F G S N AR 6 (3- (3,5- AL -2, 4- AR BRI bk - 1 - RGOS O RE H R L B
JEAERR I SR AE T /K ARAS 21 7 1 R B

[0024]  2) ¢ F B IRF- 1R 5 ik a1 AR R, il & e IR P PR - i B BB

[0025] 3D FH 57 B IR 21 Bt Jot - A B 1 A I A2 G 28 /N BRL 5 /0N BRI 4 R /) B, B B8 90 4 i
T IR TR , 15 2153 WA S TR IR B v B B AAR 1) 4 A2 988 40 AR 5

[0026] 4D $EHU/INER TgGA R RR 1L =, 15 B £ PUR Prhifh s

[0027]  5) 4 A4 S5 B8 DR -0 iR - R PR B 1 A R RN 2 0 BR DL MRt o B RS R 4T 4 2= 1
0 X Y R (D) AR X E (O

[0028]  6) F A ft W WSO FH 2570 5% 2R IfLiE B B 1 (R R 450 wpHT.2.0. 1 mol /LI 5
ZEIPEIE2 h,37°C FHET2 hy

[0029] 7D FH T 5 1 2 S Ak b i 7 BT FOR BR S B P A, 4 L LUK G i RFRE S L
A YRR T RS M, @ BB GHTIRIE %

[0030]  8) 7EJEAR b K IR FEB R G A: i W AL 2 L B 3 A 9% S Ak bs 1 S5 A DR B e P L AAR T
SO P RE SO () 7 A R I X RN B 4 X P s R 4T 24 2 S T /K 48, I B 1) e BT 75 140 5 i B
RN ) 23 F 58 S S i AT IR AR 5%

[0031] AR B SRER 1 53— AN AR T7 S 2 A — Tl bl A 00 S 1 JOR 1740 ) 1) 3 9% 5% o e 9%
JENTIRAC S AEAS I 5 B IR P 0 8 A, B FE U R 2B IR

[0032] D) FEMATALER,

[0033]  2) FH AIr Frto R 00 35 O 60 BeF 10 43 30 ' G 28 JE AT IR 4R 46 3R AT G )

[0034]  3) FH=R At AN o3 A A i 45

[0035]  SEUAEHEARMEL, AR HEALLTE IR :

[0036] (D) RESFPER R BUE R « AR S R K DGR bR 10 R S BT IR B e P e Ak 3
TEGE B YRR b, BA SR K AR ] RS S SR AR ) Il B0 Bk &5 SR
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JRGE I NERESF RECIR T ST SE 0SS, T/ iR 22 L B AIRBAS , 19 IR R I S L R
L.

(00371 (2) I [a] Gy HE o Y BAT K s tock R » kb 1 B R O 51 R AR 57 2% BIOIG 3o s 1
(RT3, $ e AR e 1 s Ho A3 am i, THBR 1 A5 206 Jons A5 I 0 900 s Hediok
PAHLDE » FFE T B R FRAR T ARG $R 1 1 R

[0038]  (3) RIEHIIRK MW 1\ IRA LI, KB 1 X 9 ol AR K DRI, b 74534
S T8, B0 1 SR I AR e M AR e A i

[0039] (4 5%tk 3 Hi1E 16 vi5 P4 5 41— COOH, K F AL A AR 7 SR A ik , T Rt
RERHERIEEL & -

(00401 [ iy ¥y I FH AL 01 B B M 5 ) i S R (4D B 8] 20 ¢ 8 S B SR AT il R o, AR
RWIIRAN 13228 F o AR W AR AR 2% B AT AN 45 R ] R R DI TR R 3 & 2% b A A
JH i A7 T87 B PR ST IR B0 A0, A 5 B A AR 2 A 0 S5 1 JOR P 7 925, T 46 L DT L U of
B o 5 KT ES AR S 4 (6

B [=115¢ BR
(00411 [ LIS [) 73 B ) S B S A i AR 2 1 T 4 M s T
[0042] [ 279 57t T IR~ SR 15 it 2

BASHEA

[0043] "I i &5 £ S i A91) B B P T A i B ittt — 2D R AR R , 15 4 BH 1 5 it 7 SUAN PR
Fit.

[0044] St fo 1 G T AR PO ISF 8] 43 3 25 e 5 3% JE AT IR AR 45 I AT

[0045]  — ik4E4k

[0046]  Z HLIE 1« Bk ixC AR A A2 B JECAR S BE R WA E L 85 6 WD RE TS T TR 41 24 3R TS AN 7K
B K 5

[0047]  FiT IR h WR UACHR L L 5 B W R T A 2 L S TR T 24 2 JEE 3 NI 7K 3R A VR $22 WL 4 2 b
WELEJRAR T b, 256 MR T AR 46 B A 1/ 3 DX 3t 5 ot PR AT 28 78 5, &5 5 WD RE TBCER I K iy
B R BR AT 4 25 JEL 110 46 i S8 22, R TR T 44 28 65 %) AR i -5 R /K 8 (1) 46 g AL , ot PR AT 2R 1 463
ity 5 PVC AR 1) 46 3t 5o 55 5 W 7K 2R P A g 5 PV C R AR 149 A B %o 55 5

[0048]  FriR MR LT 4k 2 b [ 5 G A6 I DX 5 A0 R 42 (X 6 , A6 0 [X 5% 94 A S5 T R 2k U DR - 3%
I EE AR G B IR PR - 9935 2R SR ERYD , B X BHRA iR rhik

[0049] BT IR AR APVCIRAR 5 FTidk 45 & PR TR B 3 5 TR IR /K 2RI K 4%

[0050] Szt fsl2 A6 N S T JOR PO Bs) 8] 3 3 2 )it 5 28 JE AT A AR 2% 11 1) 4%

[0051] A Wl S5 B JUR (4] 5[] 3 1% ¢ D' B 2 JE AT il AR SR ) i 46 7 vk B FE DL T AP 3%
[0052] 1) &5 & W RE JECER ) 1) %« FH T 85 1A 2 6 Ak s 1 T TR B T P AR , o L DARE
TE R ITR RSG5 B VR HZIE TR B MR P, & B2 B R TI G )

[0053]  2) fiSPR T 4 2% L (1) 1) % « K 7 TR IR - DL i - 2044 B 0 AR IRt 3k B M IR 41 4 25 Tt
RS XS R ) RSCASEWU IX 5 K 2 0 BR P AR BE k BI A R 4T 4 2R S 1 o A% XV il
X
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[0054]  3) 2H 2& AT BY 1) « 70 JE A b A % 42 42 RS I R o W UAC 38 L B0 33 7 6 TR B 18 S T
JUR 56 5 2 PO AR 1) 455 5 AR T T S ARG 0 X R Joi 92 X 1) i R 4T 4 2 S W K 3, IR BT 1)
FSCPIT 5 (1) 58 B B B 8] 3 32 ' e % JE2 AT il 4R 5%

[0055] "R A VEAHAUA :

[0056]  (—) F-EBAFH il

[0057] 1. IR-F- 9 - ik O ARERY B & S %08

[0058]  SFEEMRZ /N T, RA e S A G RV ASRE TS AR F= A S
%, WA Ky T Ea BB E A B R m .

[0059] (1) S B R P B0 i 1) il 2%

[0060] 1) HY8.37 g (60 mmol) HZ& M LBEEREL # /216.5 mL (120 mmol) = Z ZMA100
mL S FEH,0°C R0 g (53 mmol) 3,5- &R B ER IS & H bl , S F
SR, I P8 AT T A, JEIR 7y ) FH2 NERTR , VL RN R S BV W, T AN & 2K Pk ik, BHLZ
T KRR BT, 2R A e A3 3 3 A fA2- 3- (1,5- & REREL) ) 4R NS,

[0061]  2) K Fid [ @R NN 150 mL 6%E E ALK, BEFE T In#E90°C [ M3
h, AR =, IR O ERZERUH D5 R I B R & B2, AKAHAEO0C R 4 NER R 1 pHAE
22,1 EA AR A2- G- (1,5- “EIRIEREL)) LK.

[0062]  3)K iR A AE A INA100 mL 20%EhERH , fit FEINFA R4 h, A EIE =R, i e
3 A bR, KT RIS 519,50 gH BuEIAS- (3,5- &AL -2, 4- DKM e 3 i, =20
SR TS . 2%,

[0063]  4) e RidfHT,#2.20 g(7.36 mmol) =S IA T30 mL - kit .0°C T, 63,34
g(18.4 mmol) 6- A B F B EE R £ /2 7.13 ¢(55.2 mmol) RN Hk 2 K iz (DIEPA) 1) —
[P LIE RN EIR RN, iR S h, 285 = F W G, R B4R A0
mLIC7K B+ U8 EANE R, PR 415 26 - R RIREC IR H2.30 g,

[0064]  5)#3.00 g(12.2 mmol)3- (3,5- “&AIE) -2, 4-BRME by 3k — i /22.67 g(18.4
mmo 1) DBU (1, 8- =R [5.4.0] -7- k& IIAS0 mL =S H ke, 0°CF , L2183 hn
2.30 g(13.5 mmoD) 6- FHEMRHE LI FH M ) — & eI vl , B FE N4 h, RONR 25 25
VAT, AR A ARE IR EAT AL, FARRRLL 150 2/ 2. B8 /A Bk e i, 15 5106 (3- (3,5-
TFUORSE) -2,4- AR R A - 1 - RS LR TR L. 83 g, R EE36. 1%,

[0065] 6)¥41.83 g(4.4 mmol)6- (3- (3,5- “& KL -2, 4- AR DKM o k- 1 - FP ik Jie k)
OB FA S T-50 mLPOSMEmE T, IO mL 20%E5[2,50°C F %4 h, 2538 & Nt 8 o [ B
WA EVE, AR AR AL JZ A 44k, AR 930 L) & H be/ FBEBE L , 45 21 5 74
BRFPUEG- (3- (3,5- &AL -2,4- AR - 1- FHIEAZ L) CLiR1. 12 g, l%R63. 3%,
[0066]  H%Mh% 5E'H NMR (300 MHz, DMSO-d): & 12.04 (1H, s), 10.07 (1H, s, NH),
7.73 (2H, d, J =1.80 Hz), 7.34 (I1H, t, J = 1.80 Hz), 4.32 (2H, s), 3.44 (2H,
t, J =6.81 Hz), 2.20 (2H, t, J = 6.25 Hz), 1.62-1.44 (4H, m), 1.36-1.22 (2H,
m) o B, A A7 FE6=12 . 04 [H] B i b S A SRR U UG , 6=3.44.2.20.1.62-1. 44,
1.36-1. 229 [H] &R b 37 2 01 R R S 0, T e 0 (1) A7 7 T 75 At S U 8l A i e
g ) A7 AEUE B DR S s

[0067]  (2) Y38 Ji 11 ] &%
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[0068]  JpEMRVHi)R 54 17E B E BSA BT ] e 5 .

[0069]  HY9.0 mgF M@ MREPUIR, W MET1.0 mL = H EH B OMP o, Ing H iR 7 T i
0.18 mL, MALHEO.3 mL, EIMIFES h, 15 2L PSR IE AT ; 50 mgsf Mig H & A
BSA) , TR A FRTES . 8 mLBERR £h 22 M PBSH , 73 BB , AV i I BB P, iR B 45 h,
FH0.01 mol/L PBSTE4A'CIEMTINR , LABR AP I /N> F W 5T, 159 21 57 B IR - BSA G % Ji 5
T-20CIRIEE

[0070] (3 4ol J&R 1) 1) %

[0071]  RpElRFHi)R 500G E B OVA HEAS 24 R .

[0072]  HW7.0 mgSRRd MREH0E M T1.0 ol DMFH, hn&4bIEAR0.27 mL,60°C 236
ho A5 1E S R4 H 2 % 15 20 PR TS A IRATR XG50 mg IR H & E (OVA) , 78 7 IR 7E3 . 8
ml. PBSHY, 15 2B , KAV N BB H , iR M8 h, 5 1k B, F0.01 mol/LEJPBSZE i
WOENT AR, BRI IIR , 53 5% , 15 2 7 B Bk -OVALL A 5L, - 20 CORAF £ FH o

[0073] (D %5&E

[0074]  HffE BIBE T ECDD : —fOE I /M E S e bR S 8 A E A A2 SN E
RABIE , R PR 58 E AR A A A A R AE RS, 22 AT R DI, AR IR 1) 55 Al i
S RS NN I, PR b S BB A R R R 2 R AR — 0 M S, BT A
I 15 5T o

[0075]  fEIBCEL A E - A KR R IR-E PR BB EA ISR M MES S
SRR S, FL R — 8 W B R, 8 5 R YOOt B vk AT s K,
132 EA T AR B TEE

[0076] AR #E A K=A/CLZy At 5 H 7 R PUE A= iE B & 8 L UG & B W R
FA AE B A B R B R ) e RO R A A I AR B A 1) S B ST AL » 42 A S E R0 A
Y R AE AR 1) B SRR FE L, RUARERLL -

[0077] Ca/ Cb: (Af%26oXKBSA28o_Af%28o XKBSA%O)/ (AT%ZSOXK%WGO*A%%OXK%ZSO)

[0078]  HEH & EMIE KRB R 21E U535, MHE280 nnAl260 nmff) 4366 R
B, 3% A B B R B BB BRI ) R

[0079]  #EF1J5 (mg/mL) =1.45 X 0D,y —0.74 X 0D,

[0080] s JiF RN G J5R 1) 25 5 45 3R < JB L SR MV S LR S iR E A R A
R , MR 57 B kPP i SRk a1 AR 7 4 8 A 1 B RO R U B B S 2
WEBM G 15 VRILL: L ARBRRCR BT, e R ) B E & E 15,1 mg/mL, (L4
JEH R A &= N6.9 mg/mL.

[0081] 2., 57 T JIR B2 e B U AAR 11 il 2%

[0082] (1) =z JRd 40 Mu () 3R A

[0083] D) B R A 4 i DR~ Bi SR - BSAMR R4 (B 5 555 5 1) 95 IR 58 A 77 78 49 3,
b, B2 IR ST6 R I Balb/c /NS, i B 150 ng/ H

[0084]  2) Jinsi G P I« N BT IR S T 46 , Bk P i ot B % — Ik, R 3B AN S8 A AR
IR SE Ve, iR AR [F IR S

[0085]  3) f J5 — IR Mo H s — JE i FISL JE e U SR L 000 280 ¢ AR R 40 1], A 0 o) EL S a8 211
10000 LA _FISFEAT 40T AR IR G 58 < B V0 5 AN DA ART 2 750 ) e 8 SRV K0 . 1 L, = KI5 4b %t
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ZINER, B BT 5 B R A P Rk

[0086]  4) SR '] % 5 4 i Bk S I3 43 AT 7 925 00 5 AT Y75 9, 7% 32 B 2 L o 1) FH A PR A R
TERTBAVEFLEEAT SERE AL , 15 21 2 ST AR E W S B R B T P AR 1) 4 2 R A R v S AL T
o AR K T 21 A8 90 AT PR VR A7 Y T A T B o B TR A TR R KR AT
[0087]  (2) HygBE PRI il &

[0088] 1) g 52 75 W M ¢ 1T JOR B0 5 o 0k 4 58 980 A MU AR VR A7 S RITIN 37 C K i R
R, B0 BB IRAEG NS TN B 7%

[0089]  2) fill & MUK SR alifh : R FAR P 75 2835, ¥ Balb/c /MR (IS MR N K B A
E0.5 mL/ R, TR 5 ISR A SR AR5 X 10°4N/ R, TR 5 SREEME /K  F 21 - i A
PR B3 AT 24, , 79 30 5 B DR B S B ARV (-20°CORAD) ©

[0090] (3 BLIEREFTARRLM (1D 2

[0091]  HHIHHEEFE 4 ELISAVEIEFTARRI AN 91 : (100000~300000) -

[0092]  [A)#E5E S ELTSATS 4 « FH 57 1 IR 21 0 iR - OVAB I 470 B 5 A AR , D N S5 T DR b 4
VAV 5 TR DR . T P AR A T AN AR 1 A AL P B AR T I 2R DU R BT R, 25 °C ) B30
min, {3 FL AR, BB eI 3~5 K s FIR K AR T s NN 2 43, 25°C )R ¥i15 min
J&i > IINZ R IR R B T g BEAR A TP 450 nmAd Il e B FLIR 6 FEAE

[0093]  (4) o HUAARAE 14 1 I

[0094]  Huidchks F e R E FAE R EPUR S A RS D 5 RNZEPUR R & & 68 St
B FHAS SRS ZRAE NP R v o 58 SCISER N 5 3044 FR RS S ke T e v

[0095] A5 56 K 55 T JIR A 5 o Ath — FF I I e 28 0% B 91 O B R A%~ 08 B A% D A
RENFRE 5 ) 55 B o B P AT R B2 55 S+ EL ISA, AR bRk i 28, AT A3 BIIC, AR E T R
A R BEZ

Sz srRE B BiR
[0096] TWRERE (%) = *100%
82 SovDBIME b= BRI R AR ERRE
[0097] &5 5L 27 St BT R 2 L S A AU ) A8 I B2 A = S BRI IR 100% - J 25 ) << 1% BT 1%
15 <<1%- SR B AZ A < 1% A% BP0 JE 25 R L BRAZ A9 £ 0 TR R R A5 JH Ak — PP g T i 588
FEFNTR X, RE R HERE R RS

[0098] 3. EHTR BrHLifmhil %

[0099]  DA=EAR NG sh#), LA R IR BT A A G 2 i 5o 00 R AR 3 04T S 0%, 15 B S HURR 4t
BRI

[0100] 4. % ETERAR 1L S5 B IR B 7 o AR P A1) 2%

[0101] (D ¥& Ak - BT B 1 A SR A ' ekl R B I A R 2 1 e B sk & 100 uL
VRET900 uLiG b+, T4°C 10000 r/mingS.0r10min /G 7 BiE , HEMERT1 nLik
MR R, LTRSS MR 20K, i NE B L7 VR A1 G EIR RS TE 410 min;

[0102] () fHEk K (D FriR VBB T4°C 10000 r/mingS 00 10min/G 3 BiE, B E T B EE
ZE M, LIRS MR 2 UK, IIN10~20 WL 5 1 IR B 7o B A VA R AW L mg/mL) ,
RAERIREZBE120 min;

[0103]  (3) H M H ) FriRIEE T4°C 10000 r/minZ 0210 min)5FE Fif, B2 T &

10
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SE A, LR BRI ROER LI IR A1 e IR R Y E 130 min;

[0104] (D7 ) FFRIE R T-4°C 10000 r/minZ 0210 min)53E Bif, BB TIAF
Gz, DLUR SR OER LI VR 21 5 T4 CREGIRAF o

[0105]  Jrid i Ak 2% P A pHIE A5 .5~6.5.0.05 mol/Li)2- (N-M k) Z iR MES) 221
o

[0106]  Frik i Ak sfI A KIS ek — W i , Horp BE /K B2 ELEDC (NHS I COOH = (1.5~3) & (8~
20) 21, s F AT IS A G i B 2 T 7 IR

[0107] PRI AB LS phyf N pHIE AT .5~8.5 0.05 mol/LIFIHIER £h 22wtk Gl fd A7 E W
B PHED o

[0108]  FFIRPHZE PN S 0.1~0.4 mol /LAANE (GREEF2 M 2 BE F B S FE 20 B9) L 1%~10%
BSAFK) pHAE N7 . AR PBZE MK

[0109] BRI 78 Ml N £70.01% NaN,.0. 1% BSAMJpHAE A7 . 4[KIPBLE K«

[0110] 5. 25 A WIRE I ] %

[O111] KT A I S TR R0 ) S B IR B e 2 04 DA A7 22 MR RS 5, 1 45 S BT
IR TR i, & ST I8E %

[0112] 6. FYERLF4E 2 (NO) (1 i %

[0113]  F0.05 mol/L.pH{E AT . 21\ PBSLE i H 57 B IR =Bt Ji - B 2 1 (R T s e 21
100 ug/mL, FTsof low s JEACKE LM iR TNCHE E R X (T , Wi & 91.0 ul/cm; F0.01
mol/L.pH{E A7 . AfFIPBSZE M £ 0T R B PUARF B 2200 ng/mL, FHTsof Low & BEASCK s
W TNCREE b (1) i35 [X (O, Wi A 1.0 uL/cmo B4 545 I IINCIE B T-37°C 4444 T T2 h,
%H.

[0114] 7 JFF i W ST 2 ) i &

[0115] KA U R 570 . 5% I8 H AR RER 70 80 JpH{E NT7.2.0.1 mol /LR ER
ZEMVEIR 2 h,37°C FHEF2 he

01161 () ifgRsk I 2E

[0117] g f Sl RS R L 45 A WD R T3 T R AT 4 2% I W /K 38 M 28 5 AR IR B K i [ 5
TEJRMR b, S5 G PR DR 4G i A 1/ 3K I A i IR AT 27 5, 25 6 R TBCER I oK o 5
i 21 o 2% FE 1) s i A i T 2T 4 25 OB %) R i 5 W /K 38 1) i AL 9 ot IR IO B T s oy 5
ORI P 063 it 5o 55 5 I 7K B P A ity 5 JEC AR 1) AR i X0 5%, 28 S5 FIATL AR DIIRK3 . 96 mm BE ¥ /N 2%, 2%
FERF G R R A, T BORARR o 7 T IR 2O G TER 7% E AT i AR R 7E2~8  C I it ik e T
BRORAT , A O 9124 H o

[0118] St fsl3 A6 N T FOR PO Bsf ] 43 3 2 e 5 328 JE AT IR AR 2% 1 1o

[0119] 1 JHMHHF it T AL 2R

[0120]  FREX1.0£0.05 ghfi /o BIFRFIURE 250 mLE O, IMA10 mL 50%H LK
W, #EL min, 3000 rpmbA_E 505 ming BX100 uL_EiEW, IIAN400 uLFEA S W, 1R 2 4F
.

01211 2, 4R il

[0122]  WRHL100 wLAFGAE A v 1 28 B v 0 -l 4R R ke L, VAR B TR GG T,
10 mins B ARR 3 AKET - 100AZY 5 A M 1) A 2 A% b, J8 e fis 45 S5 7R o e 3 455 A T

11
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H 4% T “FFaaR i #2258 , 2R MOCK B sh 3 4k 3047 80K, 8 3 2% 1 o B 5
AT B A I

[0123] 3 faigh SR M

[0124] (D) sE &AM

[0125] AR TE G , AL 25 3R A5 9% H AR 4R 5% L AG I DX IR 16 43 9 5% 6 588 B 5 o 4 [X B[] 43 39
PR FEI LUAR , B T 105 N B Gt 2% B A I DX B 18] 23 9 24 s 5 B2 5 Joia 42 [X B[] 3
HEE 65 5 1 LU AR 5 57 TR IRV B 1 o0 2R il 2%, SRS A5 DRSS SR B R R R IR B = B
2 W RIS ARR AL b R B IR B &

[0126]  (2) 52 EAG

[0127] 58 BT » A0S R AR AR A 15 28] (4 I DX T) 3 5 Y o P2 5 o 42 X (1] 3 %
PR LI EC AR, B Bhvt B PR R 5 B IR A BEARL , AR 488 10015 1) 0 R 25 Hh B FH 42 251
o

[0128] [t (=) « 5 AR M I B BE s B 45 IR W NI RoRFEAR A S EH RE
IR B8R PG T A IR

[0129]  BHAE (&)« 355 AT M) 2o B b g R oR N BE M , SRR PR A b 53 o IRk i 45
T EE T ARLMIRR

[0130]  Jo&f: 4 oadss X AR A HE 96 AE 5 o FE , R EHAN IEAA B R AR i R Bl 48R 2R &K
[0131]  SElafsl4 ke Il <2 451

[0132] 1 A IIPR 56

[0133]  fm] 7% 3 MM A ot v 23 Sl VS o S B R 4 iy 2R 28k B2 090.2.,0.4.0. 8 mg/kg, I
6] 3 HE 28 6 o 2 E AT R ARG AT R I, 25 RN« B IRIK BE 0.2 mg/ kg, 2 SR I A
M BAYE s 5 B IR BE 0. 4.0.8 mg/ kg, 5 s Wl ASCRS: Wl g BH 14 , 3 BH AR B 4R 2% ) M
Hh 7 R IR A I RR 90,4 mg/kg o

[0134] 2 BPH P B BH 14 AR 06

[0135]  HXCL AR E MRS B K T0.4 mg/ kgl BHME MM FEAR 2003 , O FNAS S 7 1 IR 8 93 14
THI AL A 204y, 3N A 7= (R IR TR] 43 3 58 0 e JE AT iR AR 2% 2 AT An il , o 8 FL B FH
PR R IR,

[0136] &1t IRHME I PEAE AL

RE PRYEIAMH-#E7 AR
ik (20 1) (20 %)
[0137] 1 20 foPETE 20 1o FATE
2 20 5 PAME 20 faFRYE
3 20 f7PAYE 20 f9PRYE

[0138]  SEARH : FH3A LR AE ™ Al AR S AS T BH P RE AN, 25 SR 4 9 BH A, ) R BH PR AT
B I100%, MBI 1 20 s Aor il B A AR AR I, 25 SR A9 B, mT R B PR AT & 3 0 100% , B FH
P00 o 18 I AR 5 Y RS 000 5% i R ) IS 18 5 3% 2 D' S 28 JE AT 1K AR A% R AR R o S i
BEAT BRI A I o

12
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[0139] 3.4 ik EG

[0140]  FH S B MRIRACSRAT I L mg/ LIV JES 55 ) < TR A% 45« M T A% AR 5 JEE At — PR G 0 e 2%
BT 25 T IR , BOAS TS TN A B M o 00 B AR AR 26 T 5 B )« B A% 1 £ 04 T A% ) 25
55 5 T R 45 A R A B TEAS XL i e 1 R 4o

13



% BA

B M E

CN 109061153 B 1/1 1
| 1 ‘ 2 4
NN HHHN D0 ’
) MM
F2 YA YN '] » 0 . e - tl1 l; [. I.,
K1
Cl
Cl o 9y 0
NCO + /\OJ'K/NHZ HCI _E@_.. N—L-NH O—\
Cl Cl
Cl 8 O
Cl O
4o~ NaOH N—LNH oH
N—LL-NH CEN
Cl
Cl
Cl O
cl 9 HCI k\
0 _{ N
H NH
N—L-NH ©OH Ve
Cl O
Cl
/O\](\/\/\NHZ Hal Triphosgene /O\n/\/\/\NCO
I DIPEA o
Cl o}
Cl 0 0
DBU
Nkl + /O\[]/\/\/\NCO s N;%ILJLN/\/\/\H/O\
™ 0 cl g ® 0
Cl 0
Cl o
. ‘L 0 ~1
DN NJLN/\/\/\(O\ __Ho N}r” H/\/\/\H/OH
- gf H o) cl o o
4] 2

14



	BIB
	BIB00001

	CLA
	CLA00002
	CLA00003

	DES
	DES00004
	DES00005
	DES00006
	DES00007
	DES00008
	DES00009
	DES00010
	DES00011
	DES00012
	DES00013

	DRA
	DRA00014


