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RIE ] BA Bk () #R BE 58 6 4F H (Pettit G R, et al. J.Med.Chem(1995)
38 1666-1672) o ik, ™11 CA-4 A Jy b Jed 45 48 170 10 A7, 2 o< H B IR Jo
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West CM, Price P. Anticancer Drugs. 2004 Mar, 15(3):179-87; Young SL,
Chaplin DJ. Expert Opin Investig Drugs. 2004 Sep, 13(9):1171-82.). F[H
Oxigene, Inc. A" H CA-4 YE R Hiliigd ey, b ANNDWIRKRBT ST, 1997 4F
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B R R R s B A, LU T PR K s (USP5674906)
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MEFERIEAT 7B, B0 1 oK vE, A8 3L B B0 BE X AE g A A ]
HIEAE N EE G2 Al Rk, AP PR s CA-4 17
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R® orihik BA, s, pidh, WRpiAL, B, MR, Bk, RAE, #
B, AL, YL, &L, NR*R®, NRIC(O)RS, C(O)NR'R®, S(0),NR*R", NR!S(0O),R¢,
NRYCH,),R®, (CH,),NR’R’, NHC(O)NH R®, (CH,),NHC(O)R¢, NHC(NH)R';

R RO IR A&, bedk, Hpidt, maf5 N, O SR TFRM—14
5. 6 87 JURI AR B AL IR L O

RO ik B b, bk, J5 Tikk, IR

ROMOIHIE A&, B3t HbIE, D73k, ZRMO75E

DL PR e, RGeS, Befdh, Mk, BRAL, JeRAOE, ARRAbOAR T DL
U NER AR )i, 22, b, —hidbii, Bz, J7k,
FeIRNE, BHAL, WS, AL, BEEURE, FRIE, LA, ML, =0, =S, =NH.

KRR CT) WEWEdL 2y BTz iydh, L prid i &L

g
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(Z)-1-(3,4,5- = H A K HE)-2-(3-(N- FH JE DR g -4- H i 3 ) &t -4- 258 3
RI) M

(Z2)-1-(3,4,5- = F 48 BE 2K F)-2-(3-(N- B FE R g -4- FH G K6 2 3k -4- F 480 %
B VAV E

(Z)-1-(3,4,5- = F 48 BE 2K ) -2-(3-(N- H FE R g -4- F R K 3k -4- —FH
AR M

(Z)-1-(3,4,5- = H A FE R HE)-2-(3-(N- FH JE DR g -4- H I 35 &t -4- =9 &
AR M

(Z)-1-(3,4,5- = H A L R HE)-2-(3-(N-F2 HH 2R R g -4- R ) 2 A -4-
FERI) M

(Z)-1-(3,4,5- = F A R K )-2-(3-(2- ML 1 FE DR g -4- F I ))& 2 -4-HT 4
FERI) O

(2)-1-(3,4,5- = A FE R FE)-2-(3-(Mk e -3- B 3 &=t -4-H AKX IO

e
H)

(2)-1-(3,4,5- = H1 48 L 8 H)-2-(3-(2- & W &, SE ML g -5- Y I ) 2 0k -4- 1
HIE R s

(Z)-1-(3,4,5- = F A8 HE 2R 35)-2-(3-(2- = Fil F SR L me-5- FH R 6 ) &= 3L -4-F
HIE R s

(2)-1-(3,4,5- = H & L R H6)-2-(3-(2- 3 ML e -5- FE O A AL 4-F A HE R
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PRI YT T YRR . BT e IR . ST 4R . RV IR . R RZEUR . IR
R BRI . R R BCEOR . LR . TR BRI . Ak
BB 9B L ROR . ROKCERAN N . B R S AR . B Al
B BCE AT BRI IR B TR R AT WA
CMER . ML PR R AR R R W TR . N BZURT . TR JEE
TR . R RO A s SUR . DU . I LR . P I RDR . BEEUIL
T BZUVLRR . AP T U S e . R R . 4D
DR STTHNEE A S = g TR

AR 1E HB AL S S I a5 e AR R O 1Y 58 B i I A I S
LA D R P R AT S R RO LB . R TE RR HERE
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ZANkgE . AR DL, W4, D TIREBEOCT REGAE. &G ML BER
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C LD AEBYIR AR IRSORUR it TR F 300 € 3

HAR SE i 77 X

T THERE T A0 3R AN W] R s A A S U S e AR, IR LB S 5 S A O i
WIH I, IEA 5 A R A & W] 3G

LA 2 o] AEAS U W] 45 AR R TR R o BRARSIAT BEW], AL R At 2k
[ BT 1M 5 3 B0 4 e S F T AE Ul B A R ) P A [ s R
AN A IR 2 AR O g S R e A

ARTE “Be k7 2 95 EUBE I B SOBE I AR BRI e 2k, He B AT 120 M8k 1
LM 1-6 DRI T, JCH BRI, o5, WE (B EREMFERNE |
T CEARIE T . TR BUTE) .

AR EE 7 e AR BAT A E 2 DR XUE (ke Sk, I Lok L A A
L3-7 ki WT My e TH65%

ARIE CHRIE” 2R ARG D2 D SRR, I OHREE . WA

ARUE “pRR” BE U7 2R (EAD R A R GRAD
it CHRACD

AR “O7 7 BRI RIR LI W I H AN G, BlwoE. 25, B
4 .

ARG “RIATTH” RARERPACK D7 & RIRIEH, K 284G 4
B T e R R I R RERERL AL e IZENE R TR AT
WA A, FAR R T W AR R A o 2 2% PR R 1] W] AR AT AR 2% T Bk SR
TREER . LIRS T A AR E AR T, mhne . Ve, mENE . mkE, =WE.
WRMRG o WBEWG . BRME, =My DUME BEME ., SFBEME . ML mERk, BEME, U
PRI . DR JFIEME . ZROFWEMy L UGIWR . WRERR . SRR, MRS . BRME
AT BRME L AL I ALE BE L HEE I O E AR

AR CIRBEIE T SR AR AR AR MBA, WAL RIA L WA BRI . bk
R AR TGESM G (A DIKFEE Kk, § -0l
AT7 A PR A W A e wT LU 0 05 7 A sAR 07 7 PR 0 5 Al A [ATAR B

AR ORI Be L R ARAE DT B2, o A A O TR 2 R T
WA B R T o 2RI B AT DU FE IR B2 30 (AT 24 3. 4 D538
R . PLIE I A RS AR RN BE . BRI T he s DU R . DU mey . ik
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WE PR WEPRLT . SRBERRLE . BRMRLE . b ReE . MR, GRAR N BEE . UR
e, DREESE . MG s A — a2 0% éHﬁAmwﬂ Bl n 2,3-
TERIERG . 1,3- 08 9F AR x%&mﬂﬁﬁ W SE . BAT
— AT B IR A I e B b S v BLIE ﬁéﬂﬁﬁﬁéﬂw 5
5 HREERE.
ARAE “HHE” TR P]-CN,
ARAE “HHHE” TR 5 P]-NO,,
ARAE “HiHE” T H]-SH.,
AR R A" R E-C(=0)OR®, L R® EFFHiHE.
10 RAE “heAEE” 2RI F-OR7, i R7 &3k,
KRB “HREIE” ZI5FEF-0C(=0)R®, I R® BIakidk.
“CRIET T RS BE S RO I R BN B0 AT DUR AR s AR A, BTk
R A3 ) 3 b BT R T R B R AR ) R e AN R A
KICFTH “ 2T 82 3R AR ATAT R A I i .
15 K. PLAEMPLEE LA BB B IR FI55 o XA 1A ORI 245 7 H T 24 2
o PR 2 A A S A A T JR RS o o ARAT AT i A B8 24 00 55 9 P o AN AR
HAEVIT A i I eT PR o b 78 I PE et a] FE N A

SEHER] 1
20 (Z)-1-(3.,4,5- = F 58 AL IR L )-2-(3-(N- FH JLUR BE -4- F ik Y & A -4- 2 K&
I LGB K

UR 1 IR AR R ORI IR I A
¥ 3,4,5- = AL RN TR 4K m?%mam,ﬁﬁ 1E35CLU Fb®EZ
25 KA NEALEY 1.4Kego MBI . RV 5B HUG . e AR R 2 B,
MANCHR CWE (10LX4) L, GHLWMONE)Z, KBRS 15, ok,

WIEZE R OB OlE, 1455 3200ml 774,
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¥ 3,4,5- = H AT EE 3200ml % T 200 HRH, FidE, Bl #-5—07C,
TN =1R AL 8 1L, R EEAAE-5—0C. Winse )G, MKIE&MN 2h, % & 5
B, VIR

IMA2EALIK 141 221k N, BEHE 30min, 209, 2 HKE. GHLZEH T
FBR B AN S W E % B Pho{i 7.5-8, CUKBRIRER T4, iLyk, 32 = WA
NI R

FESLH B I =R 51 5.6Kg, ik 48h DL B, A EAKMTH, I8,
B4 20 2 kL, ST 13K ge 7% T 7K 20 1% T 45

IR 20 (2)-1-(3,4,5- = WARIEFKI)-2- B-AH-4-HEHIE R I WHm &

15
TEAC G A F . AR N, KAk = WU R AR W W = o8

15¢(28.7mmol.)& 7% T 300ml THF #, % #HIB-15C /47, WA 1.6mol/L 1 I
TR OB R 22ml, W 1 NEY . AR )E, B 5.7 e(29mmol.) 4- 25 FE-3-
RS I WE 24ml THF %, Z212 WM RN . TLC BREE, fHEd®, &
L FE T B S . R, R O B R R-5°C, I AN R Kk RO
SHANE, BREBR. W EEENT GERKE, 411 IECK/ SR OERD
ISR 6.5 TR MK, B (Z)-1-(3,4,5-= AR L IR 3E)-2- (3-Fi HE-4- 4
ARSI TP F 63 %o

e 0 SL PUSUR i 3.5L #i 28 m IN B, VR T F R EE S0g,
SEER 120g, G MA(Z)-1-(3,4,5- = WAL K IE)-2- (3-Tidk-4- L8 FE R
HY LA 50g, WEERE, MR ERIR . TLC SHIRE:, HERMNE K. KN 5K
o, e, WA, A B, PeR A i 2R L lE=4/1. E 30~40%.

IR 3:(Z)-1-(3,4,5- = FAR FE AL )-2-(3-(N- F RL R g -4- Tk 36 ) &= 3 -4-
LB FETREL) L I 5 B

1-F IR BE-4-FHEZ AR PR & (10g, 55.6mmol) , A 100ml 5 WA,
PEFE, INARIA 12h, WAL, WOEZE L & W, B R2Ea AR A A Soml
T2 THF, ZETuH, WEEEAE 2 &, /AKEEAEEHNT T 2K
W

¥ b—2b e N AR B AR T 100ml iEE, AR CA-4 (12.2g,
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37mmol) , HiFE, MHHE] 60°C, JM 6ho N&E W JE, KRNI 500ml
KA, I NaOH T pH E3] 9, A BN, ik, 152300 E ks
REAE CPERRF: S/ EE=9/0.3) 4513 BT W(Z)-1-(3.4,5- = ALK
H)-2-(3-(N-H FEWR g -4- B S0 B It -4-Z 838K I M 14g, BE 83%.
MS(M+1)=455.5.

L 2
(Z)-1-(3,4,5- = H A K HE)-2-(3-(N- FH JE DR g -4- H i 3 ) &t -4- 258 3
HIHE) SR by B R R T )

K5 (2)-1-(3,4,5- = H AL HE)-2-(3-(N- H L DR W -4- H ) 20 -4-2
ALY O 20g I E) 200ml A, NI IR, INAFT TR 10g, 484E
IR 3h, AHE L BERT R UTIE, JF FH SR 45 5 5 43 2065 8 s i &
/R

AHAF R Jsosk, I se il 1 85L& T LU R &R &
LR

) P2 G 2 4R

S Jita 451 3 (2)-1-(3,4,5-=H

— . AR R )-2-

A QO

-4- F RS

e et o -4- A 2R L)
M

St 5 4 (Z)-1-(3,4,5-=H
AR R )-2-

H;CO O Q NHJ—GN— (3'(N‘ EF[ % ﬂ)fE uﬁé
-4- AL ) 2

H;CO OCH, O——CHF,

b3

e TR

4w
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) LM
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1 7

=

LT
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B -4-F R
) LA

SE Jiti 5] 8
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) LM

5l 9

=

LT
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W I -4- FF IR )
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