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A B EY . BinER A e SRS AT 2, UL TAT 4 BHAL S
M TV 1T 245 B0 SO 7 32 LA BT 90 F T A Bl

[0280] A WAL -SR] LAEEALE ) TE A A it ORI TR 7R B S N4 sl H B AN
5 ) » BN 22 /0 50 % 4l FE , 38 B 25 /D 60 % 4l g, A R 55/ 75 %6 4l i, flu ik Hh &2 /b
85 % A, SHAL LI 22 /D 95 % Al A7, e il 2 /b 98 A, P H i L SR T B/
S o AR IANGE B Al B AN S T8 SIS 4 1) 25 5 4l 1 =X )0 T 245 FH AR R AL & 4 53 AH
FALEY) (AR IRTAEY) ) 2 T

[0281] ARGV AN T ZMEEHK A TAMA (ARSI EAERN, RIFE S XLt
LA RN ) A R ARIZ Z4L, W0 96/41865.W099/36553 F1 WO 01/14387 i} H
%5 2% M E R IR I E PR . JER 2 Rivera VM, Ye X, Courage NL,Sachar J,
Cerasoli F, Wilson JMF GilmanM. (1999) Long—term regulated expression of growth
hormone in micefollowing intramuscular gene transfer.Proc Natl Acad Sci U S A
96, 8657-8662 ; fl1 Ye X. Rivera VM, Zoltick P, Cerasoli F Jr, Schnell MA, Gao G—p,
Hughes JV,Gilman M, fll Wilson JM(1999)Regulated delivery of therapeuticproteins
after in vivo somatic cell gene transfer.Science 283,88-91, & H T X% H 144
BEFITE AT T WO 01/14387 55 18 & 24 v, fEMG | HAE NS . f#ilin, i&H WO 01/14387
HER 2 T, LAS S B B 7 AR A) 2 AOIR J STk P ) 28— 3% — BRI 2R B o

[0282] A%z WAk G4 KA Bt 2 G M, JCH A 55 I8 b4 A BOAC IR €7 AR ZERIAL &
Yy, A T PR AUG T s FRE IS, JC RN FL s, B K, R e A K IR B
CRFEAN Y ) o B, XAl S m] H Ti097 S BREEJE (4 C.albicans) (B B &
(v Bt ) DR TRE (Ao BRI T ) SR BB R T T R R R R
s B O ERE (RS D sl B S BRI ) SRR G BT AT TR B
A BR R BT A BRI B H 5 AT & Paracocciciodes 21 23 i 2% 1 J8 Bl 28 A2 B
J& spp T AR S PEEC B R G o BT AT T 0 T B R A TR M, O 2 A TR N TR
AR EY AT H T H BB E K, Holt S54E US 6, 258,823 ( ~JF 12001 47 H 10 H )
PRI T RTXALED, T LR 2 T 8 MR A IR T T B R R AT EE B ME VRO 7
AR Z S G B RS HEA S % . EEDUE WA K 3 5 S T R 8 CT
B AR EE R R BT A B — AN A AR OGS A0 AR H TR B R EUAEE o 49 2, US
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6, 258, 823 A IF—FRA C7T B #HURETH T 1 (AR, Rl 2 EDT R B E &
A R

[0283]  CLRIRA A B (R0 S mT ) T 48 M 558, %% 21 1) EC50 (B 7E 52 i A 45 3%
SR AT o 7R R B AR 2 U 21 BE AT A A0 )N SR o X LT I S Bl
IR EE CT A A AR AR 2R sl 46 DL H AN K F AR AR AR SE , K AR AR I AR 2
ik 73 Mg DA T 40 MG TE A o I LS E A S AT FHAE S % FD 050 BE A B R
PR IR, AR mT A St A Rk 2 R 6 R Sk A 41 3 1 B i 8 2 RSB (o eeT 779
F1SDZRAD  ( “RAD 0017)) (& i, iIX e P eSS H o C7 AL AN 57 A2 2 R A4
A, B S B i C7 /9 ELZE T 40 Me s i 48 mh AN I A A5 980 250 RS (R, &
e —OMe) LA AEIXLL FH P AR R R o

[0284]  BH s Hh, AR B SR LAY S0 HAA G e W1 TS 1, RS X L8 S v B AR
A A BRAE 1A N 0 e 92 40 L e S B BELRR /B B A S D 90E SO AT 5 |
AL G A, 98I SN ) 5 9D TR ATE TR B R e s2 (R 48 i AL 2R sl sh B A T i o
DI 06 7 A & 7 SRR IR A ] 67 JC I W M G R il R R e S
LLPEARIE 2 R B ERAE / B R R N EELG ) AT M R S AL L 45
PRI 22 R T BE TR R R B R L R R BRER ) B S R BT B I 2 S B T
JHF 9 AR A FROR R 98 S P e g A W T 00 « B AR B8 T . 2 B S P AR 1t
JHAEEAR | 98 14 g 98 LA B Ik I 22 A0S R 0 PR s o

[0285]  AREHAAWE BAWRIT IR R/ BUE e fia . e AITE R IR K/, J
il 98g A A B R 77 A I s RIVR YT &R AU A/ B A R e () B ) Bl R
(I

[0286]  HE A& BISRGE T H T 291657 AL G4, R FHAVE DB B L BURAE | Fo e 1) sk
U B AE 2540, BFH VTR OAL 24 T L& 5 RO DL IR 25400

[0287] A B — DA T A0 H ARG 77 5 7 AR A ¥R I BB AT — TR s s L 1
NEEAENBYI T5 i, D4 TR & A R AL &) 5 252 BT 2 MR B iR 16 2
WAL 2558 (W& AR AL Y2248 )

[0288] A& WAL A4y mT U 1) LA B b Ak B3 A 2 F 4 5 AT B ( SRf R 2 TR A
I () B I E B N Z AT CCI-779 B RADOOL [RIHIFH ) , ARG LI SUATT 245 T
T HIAIT 2 R AL TR ORI B . XS Sl BT E o R T LB S
TE G RIA RS2 A A E F A, 25 2577 B HE DR B s 2 (B EEFR KN I
FEL P AR R B DA B N SR B AR ), e R e A B BN I RE
P2 TR N T I ATEI H I, 3 S 250 B A AL HEE o B R T B R b R Bk
LR S AR TR IE N JE T 28 2575 e nlE R A 257K CFLE T BRI T DL R
) ( Bl skER ) 252577 g5 7 AR K WIALG ), B 2527 FRT B2 () 3h sl ar 2
[0289] X T H Madh sk IR P 45 25, AR WAL G ) sl I 2 2% b n] 82 52 (1) 36 IV VR B B R T
AILE/K A 5 R G PEFIFL R N SE 4T 4 3238 FE VR & Bd H B IR 87 35, CC 1779 B RADOO1 (¥
Tl & RE. A BGERTE O I AR O R ILAEM P R AP Rl A 8. 4
WA AE FH AT, 7R TRl B BRI p7 1 A K

[0200] A5 Ak AL A4 ELIE T 56 FH A 4L 4 468 TG v K B B 43 L T2 B AR AR
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P20 AR AT H T I o8& DG R SR B O ARG LR, 2 TS A S BN 2
Tew ) BB R sl M nl il v B ARk . HAEAR RO A7 A N R AR 1, ik
AT TR CLBT 132 P 0 A B AL R (935 % o VR SR B U B AR ok L S
ZhE (W, SR N ZFERESR O ) , SE B AE Y UL . 35 T AR B
MARALYI I B I D7) 2 FF T US5, 530, 006 35, 516, 770 Fil 5,616, 588 H, fEILS | HE A S
%o

[0201] 57 25 25 45 UL R SR ] ik H B2 T F A8 (R SORHARUIE 9E 1) 75 I 25 25 e
TR RATAEY) . 1697 MR, DU e A Mg b PTEN (B PTEN S 3R ) 2
o B A R, ARG BRI R 7 PTEN SR FE M8 1 % (S L0 | Neshat %%, PNAS) o 58
TR, W TR R 2 B AR/ AR A R B RO A ASTE R I R o L ) T V2, T
A R B R TR LI 3 YA / Ak t—mTOR {55 10 5% 0 40 A KR 1 8 82 11 A 2 AT 0 4 FH il
FAL o IS IR A E PR e PR 48 - 4 b 2 T R R DL R 5 e AR K PR (W EGFR,
PDGFR, IGF-R F1 TL-2) A S5t O S = PR BT 21 I B s sees s O 53089 55 P13 il
FEEAA K s PR BRI FLIRE AT 41 e B IR 5 PTEN S 00 s LR B L RS i
B UL BRI A BRI S Akt—m 578 00 sk B8  FLR BB e Bk 3 5 e IF-4E 8 A K
AN BRItk T, FLIRE DL SRS S5 R4 D S A 00 s FIE MR R Ol 5 P16
FEHEA Ko

[0202]  S%f Ttk Ak e i BH A BT A 3 NVE, 76— 2815 00 MR A K LG 5 —Prs 2 fr L
BA IR T AH I RS R R ReXS SR B At a7 UR . LA 0T R I R A BX
Sy A Clan, MR ) o it A AR B i B AL S 036 97 I R F e W] CXFEIR T
ZH e JE ) A e 2 B e Bum R AT IR, R s PuMER R (AN
B8 VS A idoxifine, Z5 48 E 8  FE IR K 45 TAT-59, levomeloxifene. LY-353381.
CP-3361656. MDL-103323. EM=800 FI1 ICI-182, 780 ;2 W41 WO 02/13802 wJfdi FH AR ) ;
ARG Srce BRC/Ab] kdr.aurora=2 . # R A 3 (GSK-3") R B AEK I 7524k ( “EGF-R”)
s /MRAETAE AR R 5248 (“PDGE-R”) HIF), i L4057 6 F5490 41 Gleevec. Iressa.
CP-358774 (Tarceva) « ZD-1839. SU-5416 B, NSC-649890 ; % it TH ¥ K i 32 ik sl ik &% (o
VEGF) HIdifk (40 Herceptin) BRI MEASZ AR B AT S2 A0 H B Sz AR FE B0, 2 1 B )
4N Velcade s IKK #ilF S H & NF-kb HH5) s SR o« ALA I R85 53 7] 4 FE R s
Iy R 2 24, AH 25 R BN [R] 29 0 (R IE 5 v e, — S84 00 R — Rl B 2 Pl 23 9 /D 551 i 5
FENAT B o

[0293] ARGV TR b e E AN S A SR B BB 5
P ES H e I RIE. 2 0Lt E ¥ Sousa 2%, UL ) Marx fl Marks, 2001, Circulation
104 :852-855. AU, F A B I B A SR FH T SO Bt A B 8 el L e 3 B sl S 4
(scaffolds) (‘HFHLHEE TGS FRBCFE L O NERR Elgs R REBUFFE K O IR 5
RS RS E S ) DRI i B8 AN 2 S . S48 Rt R Y
Mgl BEWNCE R g ek sk =3Ik, A& RS o & ia sh ik ) CLE A T17F
ZIHEHRE, IR VESRSE.

[0204]  SCALE AT SR IT R, AR R gk I I WAL, 1 RN DR AN . EAT]
SRl F T B i A R R R S5 TV S LS P e AN W IR R AN R OR 2 2R () S 4
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AL BE A R, ERRAE AR (4R - A4S VIS LIE A& - & AV ES A
B WD KRR E, LRI E SRR R, S X i g (wire braid) (BEE
LRPE MESETE (2 TFI AV e RERER S T I AL R L | IE 5% i 2k FL R EIR N L L JiE
MO ) (B IEBL IS F 2k P | FRR L B B A SO B iR B ORI 2 T S
L HAW BT S o TSRS S BRI IR R N S (R ) « gk
8 I A 2 SR ERI A DA A A S 4R Ak I A R 4 i PRSI (B N TS A ( “neointimal
hyperplasia”)), A& PHIEME . — P BRI S A2 J LA B 7 2 A8 FH B 0 8 25 S8
B IH A Ve S 2R s 3 AL E SR D2 TR B

[0205] & T &4 BA /b BRI PR D Re S48 (B E TR ANEEE ) , AR ANE
Vv R T AR E . FE T, B i NSRBI e A, ALY A 2 IR R E
ORI (UEM ) o A 25U N SOER N R R L B A R i (ML B SR A )
X2 Dy SORAT IR )2 B 9 8L B 2 AL S R SCBR I — A B A = BOE TE [
WEBERR AT 2 . "IN ZERE, KRR E A E 259 A0, 755 252 sl e e
(KT w] e it o) — AR, X HARIR B ARV A BRI R 2 i E AR .

[0206] /7 2 it 254 N T SCER DL B A X R S 3R ) 7 iR OO 55 ik, HE T
1§ A R AL &4 . 3 US 6,471, 980 36, 096, 070 5, 824, 049 ;5, 624, 411 ;5, 609, 629 ;
5,569, 463 ;5, 447, 724 ;5, 464, 650 F1 WO 02066092 1 Hi ik (1) [ 7] N 5 B 8k H o 5 E
RS 2 W I T v AR R, d ] W001/01957 T US 6,099, 561 36, 071, 305 ;6, 063, 101 ;
5,997, 468 ;5, 980, 551 ;5, 980, 566 ;5, 972, 027 ;5, 968, 092 ;5, 951, 586 ;5, 893, 840 ;
5,891, 108 ;5, 851, 231 ;5, 843, 172 ;5, 837, 008 ;5, 769, 883 ;5, 735, 811 ;5, 700, 286 ;
5,679,400 ;5, 649, 977 35,637, 113 35,591, 227 ;5, 551, 954 ;5, 545, 208 ;5, 500, 013 ;
5, 464, 450 ;5, 419, 760 ;5, 411, 550 ;5, 342, 348 ;5, 286, 254 ; FI1 5, 163, 952 1 i iR [y ik &
REWNB IR SCSE. US 6,051, 276 35, 879, 808 ;5, 876, 452 ;5, 656, 297 ;5, 543, 158 ;
5,484, 584 ;5, 176, 907 ;4, 894, 231 ;4, 897, 268 ;4, 883, 666 ;4, 832, 686 I 3,976,071
IR T R AR BR AR R R, US 5, 463, 010 H IR T AE A SR Rk AR e A O BRI 5 B
US5, 356, 433 iR T X4 HI& 2 7. US 5,463,010 35, 112, 457 ;51 5, 067, 491 iR
TSR AR N AR WA AR 2. US6, 031, 375 35, 928, 145 5, 735, 811 35, 728, 062 ;
5, 725, 494 5, 409, 000 ;5, 368, 557 ;5, 000, 185 ; fi1 4, 936, 281 H iR T T e B [FIEE .
USh, 427, 767 35, 225, 282 35, 206, 159 55, 069, 216 34, 904, 479 ;4, 871, 716 34, 501, 726 ;
4, 3579259 ;4, 345, 588 Fl 4, 335, 094 b T AE AW IR G O 55 N I HE ) 77
%o Shanley & AW E HIE US 2002/0082680 Hfid 7 7E— a2 AHF O Lk g
TP EZ AT sk T BT e B, HAE S AR IE R BERR AL S UL
Wo RIS W US 6,471,979, Hrp 20 IF T S1380R] N H Ak AL S P ST AR I 7 A R
BEAE 23 FE R PR 2 AR B R AR R A TR Ol BB R A TR O R 5 -L- 5L
B A 4 2R 3R & R AR R IR IR, LA RAR A7 AE I BN W B2 PR g i B 22 BR AR Bk
(laminens) 2 EF4E 55, DL R E RARAEEM IR T 2. T H R &9
H 2% B P AR T PRI A XA R 2 R AR 1 IR T A &0 SEAE 0 B AL
Y FrA B E I () o I 26 2 5 58 B M B TLAE 07 2 BL R 2 I T A g5 h it T4
BRI T A SRR . PRI, KAk G e 28 T S A0 BB ke B I 28 T Bl
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JE A A ) AR B PR TR R T

[0207] 7 U7y, A A an 3 T BR IR /2 4 Biocompatibles’ (LO)PC A4,
KR A B B K ME 53, W35 W) BB A AN AN SO AR o b ) AR okt 3% R R (] I
‘IR VR G YR LU SRR AT LAY R[] (R4 0 o 1% 2 BRI 55 S 40 0[] A
, FERTAE R IN 5e i ot o IR JE WG 200K/ LR BRI AN IR 2310 B\ PC
W2 U2 I 7 RSO 7 PCYRIZ VMR ~ 0. 1 v m, SR R )Z o I
5 LO SRR TR AL E A WL P AU L8 SB0K AT AL A YD R
o MR RS S ¥R 2 AT AEAE A A b AT f] SR T4 o 2 DL, WO 01/00109,01/01957
01/52915.02/55121 11 02/55122.

[0208] {5 FH A< % B 1) T R S AA) 5 S 40 454 T e G RS TCEL & 25 e ) o o A
I 7 VAR LT 3R AT, AT A a0 wr b SCHk LA & US 5, 516, 781 56, 153, 252 35, 665, 728 ;
5,646, 160 ;5, 563, 146 ; fl 5,516, 781, LL K& WO 01/01957,01/49338,01/87263,01,/87342,
01/87372,01/87373,01/87374,01/87375, F1 01/87376 A F X Pl B . A& B (1155 M
FAAYE T2 B4R UL 2 H TR ZE AR s 4k 3L e 29 00 38 L T (0 7
R R ¥ ISR 8 T IX e 7 4 B, 84S I BH R IR S AU 1) BT 2 B R 47 2
TR E A SR AU RS 2 A 52 1A 3 I A8 P BB I Y IR AR 3 B 5 T AR R W, in
FEEPIE T A BRI ] 15 2 e &Y. Lk B, MEHGIERE (s R4
V) ek 2 RS ) RORE A 16 U7 AT T A I BEAT AL, s M A AR T BT e AL
Yo 5 2, 1025 € ) A A8 A R0 v A8 M A5 SO B AL 54 v ) )
BEY LY IRZ DR S E A T3 3 A P BT ) iR B 1 TR S i 75 1R RN e A 1)
L.

[0200] "R T 245 N L AR R RN 25 24 U — B R

[0300] R HIFEIA

[0301] eIt SN, BRAE A TR7R, M N E B Lo 558, BraAE S A e s, Fra Hik
(1) E BE T35 A STl GE 4, BRI A 78— S8 P Ok H IR I B 68 1 AT AH R RS RIS 00, A
FRic Al S TEI5 28 12 B DA 2% (40, RATR )

[0302]  LLALAT A TE e i A AR A AR (HEEJF AR ) BERER (BIA S
(1)) SCRERFRIRIG B Z I AR DT e i 4y, HAR g — s B R B BRAES A
fE, itk e RGeS A BRI AL A5 1-8, P2 1500 T 2 1-6 M43 1 ig s e
BRI 7R TG 0 e 22 A R e A0 4, 4 4, AR L £ n— NS N 2R RN 2 —CH,— 2R
ZE TN ZE IE TR T2 5 T8 BUT S8 R T 2 —CH,— 30T 286 15 I8 b 2 L 57 Ik
T BUREE N REE . —CH,- MRS IECE 2R RO —CH- RO 5, H X
— e E A

[0303]  ORTE “aliik” PRI AL REHEIE G RIS PR BE 2 BRGS0 4

[0304]  dgnitbdeh iy FH RO T8 e 2257 AL 6 LB 1) SCRE R RN BRAR R b 2R 55 ] o ALK A 49
T HEEHAARTE W MHEIE7 CRIEE” . HRAh, WithAd Fr B« Je 287, g gt it ” S5 1]
A9 BRI R B 2 [

[0305]  RTE “fidd” @Rl A —2 )\, Rk — 2 Mk 7 12E . filan, “pedk”
AR AL CEEVIEN S RS IR IR TS e T R T I BCT IR TR VIR T AL
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IE G e B VBUSGE IN L O R ORI SE . B AR S A, (HA
BT, G AP 3k, RS SR 2- O EE - AR R 2- B4 3- BRI E R
I B FR 2R 4

[0306] AU “UAZE” R IRIE T HA =2 )\, Ik = 25 MR 1 2. i, “Jam2k”
Al FE 2- M 2- T 3- T 2- 3k —2- N 2- O 56— O 2,3- 3 -2- T/
o CPILT IR RA 2 )\ IR 2N R IR, AR EAR T, 2- bR 2- T
B 3= TR 2- bR 3- PO —4- R 2- Cp 5 O,

[0307]  JBALJT FHARTE“FpedE” Rl & s BA =2t ik =2+ ma . & BRI
Foie aE L (207 N (S B 7 NS SG 7 N - SN2 N5 S 7 Y - B 7 Y - S 1 P S =¥ 3 O = S
TR (R BRI (130 43 [R5 - v —FF , BRGESEA T e g A

[0308] b4 fT FHARTE “IRIR” TR &H — M2 A4 B B IR 19 0 1D T 40
g, WL TRK IR o ZR IR 73 W] 2 a0 S, AR A3 SR BRI BL B A 46 e B e ekt |
ML e I 5

[0309]  ULALJT HIARTE “ 3R 7 “ IR 5E 7, B “ A7 2 de T2 VU oT, ik T+ ook
TR R, KA E ARG, LR — 2 U R 2 T a0 N, 0 B S Bk, 4R
AE PR e PR R 7B kG 3-1H- ZR kM —2— fl . (1- BRI ) —2- 58 — ZRIFFmRkme -3- 2E . 2- P4
SR I 3— DS 55\ 2— DU S ey 25 3— DU S ey 25 2— N IpRI: | 3— RO IpR I L 4— bk |
2— T A N bk S L 3— ok AR M B 3 | A— Tt A L BRI | 1 MRL i o 3 2— bl s e S L 3— MEE g e 3
1- WM 2- WRIE | 1- WRIE \ 2— WRIE | 3— WRAE 4— WRIE . 4— BEMEEE . diazolonyl N-substituted
diazolonyl.1- ZKFFMLAEA%E (1-phthalimidinyl)  Z I ZH0 CpEdE R IF ML Re gk 2R
FFWRIE HE 2R TF AR PR B Ik A IO A B0 BRI 2 T i B0 Copi ik o Ak Jir FH IR T
COHRPAIL” B IR YU R WIS A, R S kR AR B S AR T B DT
T RN ], a0 — S0 W3 R IF St reg | JE e 5L, JL i S A BOE R A S R T
IAEDT IR b o ARTE“HLBR” CHRIRTE, BRI W] g Mo R B0 43 AN LRI, 3B AT FR 1T
LA AR B

[0310]  Fph sl FH BRAE g B 23 0 D e 257 “ S B AR R 7, B S AR e R — A IR
R IR e TV T O EIM IR, W 1- 283 2- ZRAE 1 AR 2- U
ARG “TF37 AR R AR IR o RTE “ 52387 Rl 5ARE “ 5 A AT /. “ 5287 ik
HAETTIHE—NEEZ NP R Z 5B R o AERR 2 0 057 & PR A 1A A4 1R 46 2R
Fh AL PRI R Rt A R R L S R I R L1 SR 2 2R 1 O 2-
AL BT FH IR TR “ 5 287 i 45 D5 3 5 — s A HE S A2 A, a2, 3- — & Akel 3k
W ik i VU S Wbk I, L i B R B B A DT B A

[0311]  BALRTHAREE “ 2277387 IR & H 3-14 W% & 5-14 RIR T KI5 2R ER A
Z R 7 B4y, BLER A AT AR EBUR B B &/ — A el 2 A . IR —
AU AT o 3L 789 1 2% 57 B 1) 491 7 0 66 5 0 B IR 2 4] G W 07y bt v K e | bk s L R R L
WEE e TR ik | S e | BRI 56 56 TG B BRJE A AN E  NEE IR L MR I | KRR | MRS 5 2 AR
A an 2K [b] WEWy (253 [2,3-b] WEWy e B S KRR 2K JF 2 g « ki 56 | oy I w3
% (phenoxathienyl) . FPAE[ZE (indolizinyl) | W[ S WG| Wik | M I | R ey | S
WIS P IBR D L 2, 3— RN 2R V1, 5 RAR AR W R IER G | o W e | s bk L A I R A
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2R TEIR P DY S DR PR BR | g 56 R L B — HRIBK L FEE L IV IE S (acridinyl) L 25k [H)
TR REE (perimidinyl) (HAEMEIKIE Wy REIL | S MR | Wy MEIRIL Wy RER LS (S W
Katritzky, Handbook ofHeterocyclic Chemistry). 2%757 ¥ )H & H )AL FE 2 el JE
3= MR FE N= DR JE | 2— DRI L (4— DRI IE | 5 DRI EE | 3— S REIESL  4- SpREmeL (5 SEigme
F5 2 WE WL 5 WE ML 2 MRS (4 - DRI (5 BRI 1 - L g 2 L 2— ML I\ 3— ik
W66 25\ 2— MLEME JE | 3— MHLME JE (4 MEEWE T 2— MR IE L\ 4— WimE ik 5— WRIE Ik | 3— AR IL | 2— e
Fe 4 WEMEEL (5 WEMEEL 65— PYRIMERL 20— =ML .5 =Mk 2 WEWYJE | 3 WEmY L L He
WAREL | 2 R IR ML | R S Ry 5 | A S R i | MR 56 L s BRI | 2 — SR Mk L R R I ML
R TGRS R FF IR I I | R IRR I | M5 [T L RIS (Y e SR BRI R . 2% 05 R
HAE R E DR EAN T EHEBAET FEHAA B EER, Hrh i s R sOE R e 07 3 b
5] a1 U bk | DU S S s Bk R NEL I 5 [3, 4—d] MEIE . ARUE “ 455 387 IS TR MU R IR .
ARG AT W ARG “ A5 1“2 5 F I HAHR .

[0312]  JF3E (AFE D7 bidt . 05 A IR a0y e i i K D5 FE 8 7 ) By B (dE 2
b S e S U e AN TP S | D BT B = R Y 2 R S B 5 /55 N
AR 7 b IE EERE A TR X 2R —yRY (BRI, A5G —R*, -OR?\ —SR® Fll -NR°R”) . -Y-C( =
0)R*. -Y-C( = 0)OR’, -Y-C( = 0)NR’R5. -Y-C( = NR®) NR’R5. -COCOR*, —COMCOR®) .
J+—CN. =S ( = 0) R*, =SO,R*\ =S02NR’R’, -NO*, -NR’SO,R* FIl -NR’SONR’R’, #E—3F (], Y f& NR?
R B AR B o T HE A 4% -NRPC (= 0) R°. -NR*C ( = 0)NR®, -NR*C( = 0) OR’ 1 -NR*C ( = NH)
NR®. V& R AR A G T ORI AR IR (R e Pk i U6, R /06048 — bt i sl AR
FE =S BE - Gea SRS Ik 43 — 88 —, - = - Befl B ok s % AR 0k
ML AR 5 s AR s pE 2k ) o OB R Ue W PR 7 dE 1, 2- At - AL L,
2— S AGIRY Y OH (07 28028k ) V3 VAR 2E \-0- R 43 (BT —CHLCH,C4H;) v—0— (HY
&) 3 .~C(0) CH,C(0) R*\~CO,R*\~C ( = 0) R* (R[4 R? 2 IR J ol A W56, >4 R® 2 05 ki)
N FBEEE, 1 RO AT IO IREL ) L -C(= 0)NR’R’, -0C ( = 0)NR’R’, ~C( = NH) NR°R’
FT-0C (= NH) NR°Rgo BURIE I HE B AL FR 2 TE 2l I pr a6 2 AE L i 35 Bk
KR IE I . TR R IR VR IR RIS . R A RIS e I A S ORI
FURES ek R | AR DL S e AU

[0313]  JRMI R 2RI B AR T & 24 1] & — N 2 T . IX 28I P 1 i AR
FE ) - B G AR L A1) T b i P D5 SR 2 0 e S R A, S AL T i A S 1)
HUAREE ;= 0.= S.= NR*. = NNR’R’. = NNHC (0) R*. = NNHCO,R®* 5, = NNHSO,R*. JIi /Iii J5 Fi] « 4
MR BAE 07 7 2230 AR ) Ut B PR R G 2 0 L e 2 0k ez s ek L R
Fdk Btz Sk . Rt s SR B s SR AR I L e s I AU e A T AR I R R
F AR e RS L B AR DA S i AU

[0314] 7 & sl AE 05 & 3 b Ul 8 M AR B FE R -NRR°, —C(= O)R*, —C( = 0)
OR*, =C( = 0)NR’R’, —-C( = NR*) NR’R’, -COCOR*, —=COMCOR?) . —=CN -NR’SO,R® I -NR’SO,NR’R’,
[0315]  JIG 7 2 B R BN b HUACEE (] R A 2 2k bt 2 Ok L e s A s R e Rt
PR IR RIS TR RIS R AR . Tt R R A e AR I I T R
R I BRI R I | i e AR DL A i AR 2

[0316] A Y3 tb &M 2t e ks Bl 1S R, A4 R Bt sk A & 2k T4
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Ho FUEM B BRI B A Y R R e B W R B B ] 5 R A RN ) R AT AE
T, T 40°C LA R E T ORAF— A, AR BRI S o

[0317] AR U — b S W7 B AR R TE 2 BrARRe e Ak I35 IR Le4h &
WA B2 S A T 2

[0318]  [RAE YA UL HH, A A (1) 25 F i B 8 2L BT S AR 2 1 TE 2, RIS AS KRR A
(1) R AT S A7 o PRIk, RO SRR 2% S A A DL RO R AR R BT B AR IRVR S ) 3 AE AR R
G Y o IXAE, AR S BH AL 25 25 AR Wi A B A AN 5 I e A R (R0 B A4 (e JBE 7R Fh 4 ST
AR & > 90%, RIE > 95% ) L& R IEKNTEEY) . (RIS S5 1 TP IR IR 42
WX T 43 R0 28 ALRBGIR G RN R LS S AL, )

[0319]  [RIAES A UL, ARSI B S H — MR E R EE ENR TS
Yo N, HA S A &P Ui B E i+, 80 A 13C 8 140 8RR 75
ol J5 T 140 S W) B FETE A R B Y

[0320]  FHAF T-F& 43 ArAb AT B 041.2.3.4.5.6. 88 7 (B £ ) ANEURE 4 50 B8
A1, AL B i & JQA- FIER Al (BRI, BL% 43-JQA BB AR ) Wl eSS AH MY 1A
B A3-JOA I HERATEDAF . AR —KEH R BTN TEnE R AR H
EAER, B, B 43 621 JQA BN R, 55— 85 JoA- TR MR LME CT.C13,
C14.,C24.C28 F1 C30 (AT 1.2.3.4.5 BAFHH 6 ML BT T H BB, U2 earcmn
TSR BEAT T G5 (2 WAIW0 99/36553, Table 11 LLK Liberles,1997,Proc
Natl Acad Sci USA 94 :7825-7830 55 ), Al Gy idi H T A K B, i&W] 22 W, WO 01/14387,
CEI S | AR 27, JUHALEE 24-30 0T, #2435t 17 n] FH T vk JQA- I AR i) %0
(R0 B W 87 25 (A IR B A& AT o

[0321]  Xf T SE AR B 5 vE—H5 5 B SO 2R AL 5 JQA- (T A 2R AL 2 R Rk
OMe #373 IALA W (BALZy 2% ErT 82 AT AL ) o BEESE (“C7 A JQA- B I 2R AL
W) BFERALEYE RT IR 2 — & H, B — 3% A RN -Z-R\ -Z-(CO) R, ~Z-(C0)
7R, -NR'SO,R* A1 -NSO,R*, Hrp £ 7 M7 2 0. S BE NRY. U B PEHb, W 2885 JQA- 15
AR 16 C7 AR TS B a0 NI HT < 05 38 s a4 07 58 5 05 3k s 2 07 R EORE 5 DL & -NH(CO)
OR*, ~NH(CO)R*, -NH(S0,) R" 5 ~NH (S0,) NHR* ( v R* S AR sk HU R IR G I, R 2
CHe GRNEE T 3RS, BUE BURBCR IR 2R TS (IR 2R ) s 2R i — 28 B AR Ty
e, R™ AT R MhoTk H W RIS HBURFI AR BUR A 2 )\ AN R 7 1) ELBE  SCRERTFROIR
(R e e SR bR 2 5 DA A AR B HUAR 7 26 2% 05 96 D SR SR B O AU L D Il Bk
Fimdt. R AEYICHAREAIL A RT 1 (5 R —#2) = 0 ke 3k b st
AH (P R SRS ) BRI 2 S PR 7 SO 2 s AR s A2
EAR B A HUAR A% 75 25 U AR A A R 32, W 365, Mgl i 2% 5 B AR S s AR 4R
e HF AR LS U B RS JQA- BB IR U G AL &) R FTR™ 22
—& H, H5—MEHE -0Et, -0- A2, —0- T 2. ~0CH,CH,-OH, —0- F2&., -0- U FE (&
FEhn 3- Al gE 4- &0 3- Wil —4- A -3, 4- AR - F 2- AR IE ) L —SMe. —S- ZF
H . -0(CO)Me — }FHTA 4k . —CH,C (Me) = CH, ~0CH,~CCH. ~0CH,~CC-Me , ~OCH,~CC-Et . ~0CH,~CC
~CH,OH 8%, —2, 4~ — FIARIEIRIE 2,4, 6 = A ISR EE WG 2L ey Ik | AR BE My 55 | nfb g 256
IR IE . HA R R R LI CT B E JQA- I8 AR ) CT A A B R SR BUAR
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75 Bk, BURBUR BU RS R B F FF R BG40 o (E CT B4 I BRI 1 rf, 43 ALEARIE ]
NAE—SEARAL T ) (B SR G ) o CT A JQA- TR TSR m AR [¥) CT
M 5 MAFE 22 AE 1.2.3.4.5 BUH Z [ H e AL B EAT28 1k

[0322] U2 43JQA- IR WASSBUAT C7 JQA- ¥ F5 MR U B s ik it o

[0323]  FEAN B v 00 S B A Rk = X o — 2R A0 JQA- 1R B AR AL 1)
C24 F1 C30 HUAREEIIA N (= 0) o BARARE LI C24 F1 C30 HUREEA T T WO 99/36553
W SRR TC AR AL AW BT RYC AT R®Y 2 O, HL R A R 4 shAb Fi w2 HOAT—
B ACTE , A 4% WO 01/14387 g A — C7 BUfRSE . HARrakE K& R i
RV SRR PRIE 575 AR TR B A% 05 5 AT T U o JB T 2 [ P i e e A B
1.2.3.4 B 5 NRFEZE 1] T AL AL B FEAb b AL Bl 28 e B L =3 RIS « A TR I IR
FIL AT BRI LA A5, — DUl BIPERES JOA- TR AR i) 1 i) C28 1
C30 FEFEKEFAL , BhAL B IE L B IR B . 2 4% o

[0324] 5 — EAFRERE P E JQA- [ FE ML) B0 288 2 A 2 55 — F0 360 —JQA I FR I
KA, HAE C 13 K1 C28 & F, A JF T W0 99/36553, 115 JQA- FE WS4 7y T-HIH &
P B W IHAT AT AT H e .

[0325] 53— WA E XM JQA- TR IR R ANk = 0, EH e BT S
1T — ek 2 BN TR IHE R 1B .

[0326] /& & XM JOA- (W IR B AL S R 2 OH Mtk &4

[0327]  hAb, A ALFG 2 JQA- BB AR, JATA3 TR IR AE 210 1.2.3.4 8 5.6 {7
Bk — TSV R ) — AN B2 AN, BOE RIINHME i 73 7 I E e #h 7, anfsif C7. C13, €24, €28
F1/ 8k C30 A — ek 2 Ak A AT L0 1 U v AR AL 2 AT — AL S €3,
C4 XUEEMAAAL ;LA —CH,0H B —CH,0Me ¥ C6 FIZEL i C42 FIAREEHR 0 25 AL, SR AR
[RIEETF B

[0328] G HIES

[0320]  JH L AR LA R A A AR 7 T AR 25 e AN o T8 R AR = T AR A 2 4
(1 o 32K 2 0 HL AR HE S B 01 7 35 R T 2 ) 3R o P IO WIR e 5 A 480 Ay e A 30 0 1 S i
HA, WAHE CT- A - A& R . C29- K3 - A R C29- L FALFMESR.
[0330] TRk H L2052 0 B A 25 22 R0 45 A4 AH % 19 3R D R A0 1R 45 b AL 2= S AL 18 7 VR A
Klo V2 H A RS AR N RO IX LAl 2 AL 7E TR SCRR P A FF T, Ix 2]
A K B TS B ) SCRIRAE WO/014387 3 T WPgbAT 1 Uk B, LLFS Bh I BHAL 25 5 AT 7= i el
I £ LR e 1 T B AR ATR AT o T U, 18 3 T UM T B T2 7= B 7 B
KA REER AR/ 8i57%
[0331]

(T =T N

2N VAN

or Luengo %§, JOrgChem59, 6512 (1995) ;Chem&Biol2(7),471-481 (1995)
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Cl4 Schubert %%, AngewChemielIntEdEng123, 167 (1984)

C20 Nelson, USPatentNo. 5, 387, 680

C-24 USPatentNos. 5, 373, 014 Fl1 5, 378, 836 ;Lane %, Synthesis1975, p. /136

C-30 Luengo %%, TetLett35, 6469 (1994)

[0332]

[0333] & ® Z N .US 5,100,883 ;5,118,677 ;5, 118,678 ;5, 130, 307 ;5, 177, 203 Fl

5, 194, 447 HA K25 5 05 22 B IR AL B BRGNS | 20 AP IR I 22 2 1 Tl e 74 A e S Tt 1R
B DA% T ot 2 2 FR BRI R A LR 7

[0334]  h4b, WK R U1 WO,/014387 A (K RiIA e ) Mol T A # = A oh 28— R I&EE = .

SCHRIE UL B T 2 v 2 How U TR MR R FAL IR R ATV e R 2 S L S i 27

PLA US 2001-0010920. 28— 3 Fy WA Az 25 W] 71 A% A B () 52 e T 2 46 B i 2% 2 DASRAS AR LA

RETE 43 ALAT AR AR 28- REFMNEH 2=

[0335]  AHABAHE, {57 N7 VIR IR 24 30 A7 (1) — A~ B A B 55 A2 nTAT 1K, 4t Lag A T

TN A B ER TR A TR C-43 By, LA K FEA e BHTE 43 A1 gk T

YRR R 24— 225, 30- F22E — B) 24, 30— U - FRfH2R 4.

[0336] W] LATIUHA, FHAE A 43-JQA- T WAL o (R A4 1) B IR 2RALAY) W] FH 4N Katz 5545 WO

93/13663 F Cane ¢ 7L WO 9702358 1 Fr ik ) B3 AM& i 77 1545 o 18 7] 22 D Khaw

& 1998, J. Bacteriologyl80(4) :809-814 H [ H & A% 512

[0337] A% % B IC) B A S AL ] H A 48 A S S R AR IR N 2 48 e A B A FF P 33 1

AR O T 1A L 2% o Ao, mTOE A b 5 | SRk R T R BH B BT 255 1 5

[T ERR R, AN AR A T 5 I 0N Z7% . DLyl B — 24 107 X PAT &

RO T BT S G N R, A AU I RE I AL 2 KR 48 2 MU HTIA Ty

ERAT AR O G07E A B FE A 25 BRI IO IS Y IO AR 37 225, B i AN 75 2 BN AR S i i 2

PRPSE, DL ] 42 v o2 e A s 26

[0338]  X%f TRV W] BeA & S — Lo e AL EoR W R, G4 ik i C-43 5 %

B A S AL R GRI P 7l 6

[0339] ikt / — R SUACHE R R I il %

[0340]
R
,(,3\ Et,N - HI, CCl,, CH,CN, A /ﬁ\
RO OR (RO),”" ClI

R = alkyl, aryl (CA sources) (Albrecht, S. et. al. Published
German Patent Document [1986]
DD 238980 A1 19860910)
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1. Arbuzov PPhs, Br,
HO(CHz)nPO:;Rz BF(CHz)nP03R2
2. Hy Pd/C Org. Prep. Proced. Int.,

1988, 20, 371-6

[0343] A FH AT IR 25 15 il £ FE LU AR U BH 7R IR SR A I Ul B PR B e R s T
[0344]  PRE: 1 (25, —HiE)

BnO(CH,)nBr

[0345]
o
1
R—/P'O
RO
MeO'
Q.  ROH, 35lutidne RS 3,5-lutidine
R-P o Ot EMEE on
C wyekoc>moN RO 0°C o

(in situ)

[0346] &L 11(145)
[0347]

[0348] AR BHAL AW A G B ARG 2 T 7 T 8 s A 2, W b PR L
(4 (R) (RO)P-C1 8 RR’P (= 0)-Cl %5 ) , B ILIAF 5 H MR (Ui LS mR e ) 4
AR BT TE P A AT R RN, 7 A R B R S S AT A AN T B E P m . wT
A8 B0 VR R R 38 I oRe i 2 PR 2

[0349] AR EALLEWI4EAL

[0350] ARk FH &) STk A O 79 2 HH T 240 57 10 55 2 R0 Fh B i 2R AU B9 8 L 0
T35 IXLE R R0 5 R30S A AR SC A TR TR . 8 BIOTAGE Ti3H 7R 1 5 &R
G AT IR E TR A R SR R A TR L T AR

[0351] AR HAAL &4 BEAL Ry P

[0352]  FE AR () % e AR 2/ PR JB0RT E 0 7 SR LS HPLC iR
TR AT+ XS 2R i A 25 R NMR 9 3 3R AT 0 2 Bl - b T B s ) HPLC 28T (A, i
12 3K, FLAR 120 12, JE B E 2 4E 50°C, WiBIAH K 50 % LI 5 % LR 45 % 7K (34 A KR
LG ), 0, 25 BE VR R 4, I UV K8 T 280 404 ALK I Bk At i 7= A0 2% Jo e ) , st P i
RIS TR0 3 BRI A RIS (KT 23 7% 1D'H AN 'P NMR YR i gl e B2 A K. ] 4 OF
AH HPLC, JUH A VP B A 85 25 B A8 2= Al R B K o IS AR 4 5 A e AP AE
BB R B4 e TSR bioburdens

[0353] AR BAAL &1 AE e Pk

[0354] 75 W 2B 1 A= 4 e 4k TT E L 60 ) 7 Y R R 5 5 A & 5 FKBP12
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SEGIA T, X T A MO B BE R BB R R M, 7R AR S BRI BT R R I (AR AR 4
H/ B N X B 2 ol i I 40 B AR R ) 5 SRz 30D M, DL AESE TR FKBP- A
FRAP- H & 8 A /Y 3— 29 A I35 1k Sorbera Z54F Drugs ofthe Future 2002,
27(1) T-13 PIEA TS T IX Ll 2 L ) 1, SCRRTE L S | FIE A 255

[0355] &4 Mo, JE

[0356]  CLANTR N 24 5 A KA [ FKBP12 454 MM JE % 5 hFKBP12 Fl FRAP (1] = 58 {k
REY, WA YRS TORL FITOR2 [ NN . RT{E 5 N FKBP12 454 F1 / 8%
55N FKBP12 BL & A FRAP ( 8lf5 & 3L FRB g5 Ml & s A sk B ) TER = R E AW EE
D377 THAT R WAL RN 75 A 3 R AT LU R AE . 22 L WO 96/41865 (Clackson 55 ) , JEH
WA T 2850 A e & E AP 5 N FKBPL2 4568 54 & A FKBP12 J2 A\ FRAP [
FRB 253k G B AT = R R A (BRI 5 MRS . XSl e v I & 45 5 109t
¥R Hr. e E I A ARE I T4 R 2 e o s S S AP E T
U L0470 (9 A 40 e 0 1) 7 A i 2 2 ERL P I KT, AN T A E B b ) s E i 240
YIS = B G ORRE o AR 25 40 M g s ml A+ CRERE BRI . 23 L2 WO
95/33052 Berlin %% ) .

[0357]  JE 7 ARIE A A K B R B IS A B E AT 2 (BT, kBT A F A 40 o s ML
EEAE UMW), v ORST 2B WA TR/ 855 B A N FH I, 7] 28 i 40 g
JEFA L& A

[0358]  {ER-LCIE LN, WIFEPLEL B N FH BS | Rast A TR B AR A, L IR e o
55AARB LM 4 A s AR S NS & B AR & 0 MR . AR R s & A
[~ HE PR e PR 1 2 o Phe36 AN [F] 2 5L R, D012 LA 480 /N O 1) 2 5 IR n 4 2 1R
BN SRR ¥ N FKBP o 5401, IXFE (A A 4] LA SE 1l 55 5832 18 FKBPs 46, 2 /bl e
115 N FKBP12 45 & e 1 — N E G, (R RLL S LT, SR AT A7 G R U i) Bl A 40 sk
AT RESZ M 58 T AT I E , IR LA 5 5 5878 14 FKBPs 1145 6l i e 4115 A FKBP12 ) 45
G2UE 3 HELZHEL.

[0350] A B & FhiE i 2R X T A FKBP12, HA8 Sk al Ho s 5 25 R A N 45 & S
J) ] LU k3 A AN 59 FH 1 FRBP 1) 732500 a2 o 9, LMk A 53] BLIN A % B AL S )
SOMBE AN AR EARS S AR . S W40 Sierkierka 55 1989, Nature 341,
755-757 CIRIAL AW SFRI0 10 FK506 7 2E4)% FKBP [(I55 0 454 ) .

[0360] JEIT EIEL AIE (BN ERK) adr 4 A E (W5 FK506 LS ) JFKBP B
YRR s Srame) st e il e 7 iEg- T I s i, A B SR LE E i R4 5 N FKBP1 2,
S FHE LSRR, 5 IX AR FRBP X KRl & R A S & AR E X, L Kd {E
I T2 200nM, BEARIEAK 29 50nM, £ 2 AL T4 10nM, FH HHE R FARIEK T4 1nM.
[0361]  W099/36553 F1 W096,/41865 H -4 flid | a5+ k&5 & FP ek Il g ik nl etk
AN B2 EAE VIR 1C50, H RN T A& S5 hr1d 1) FKBP BLif, U1 FK506, %f FKBP & 1 74
e B INBE

[0362] Ak BH—RA B LA YR 145 2 1) FKBP X BRI EC AR, a0 A\ FKBP12 Bt R
AHRZ 104, 01k 1-5 NI E )78 AR TE e gr P25 6 FP v (Can, A 98 ehsid
() FK506 A5 ) 1S 1650 {H4F T 1000, JLitiF T 300nM, SEALIELE T 100nM, H HELR
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FF 10nM,

[0363]  7E4H /K1l &, B AR S ik & B 8 2 AL B ) n] DU kI B R i 22
AT R B A ) I £ o A5, RT AR A B I HLREAS SR R S A 5 — Bk A £ 1 1K) DNA
DA K b o5 — i B 1K) DNA (R4t e, BEp, 38— ik & SR A & — Fh i 22 Bl FKBP X BslfiT—
Fh Bk 2 POV 25 I, 55 TS B A0S FRB I —Fh el £ Rl e s 7 £ AL b B3 E W)
SN A8 R B DX . FRATIILIE (5 I B e e 2R R R A e, iR S SRR 2 i R I 2 58
AL S MY IR T e (RSB 1F ) I 45l WO 99/36553 F1 WO 96/41865 F1I T A&
IRES A g L e B B R S R T Uk B A3 B R A S H AR X A TR
AP N o (ERTZ2 0L W099/10510 58 T4 5 SCE A ISR AL S MY 1y 48 B AN 5 4 i
BRI vt ZERC AR U B i T DL S N IZFE A R B nTe 5. ) A e fEss 7= 2k
Keakdide. SRR, 5@ NILIE (RVFEERRIEF I3, LA /N
B ) RS BRI AEAE . BT RE ) RIS B B P2 R, B2 R4k, 5
5 FE DR L oA O o A R R R A TR R (i, il ELISA) skl g4k ™= A fd +
e = CanA ) o SETRTTE TS R E B TR BE A T R TR AR A
TE A A0 A R T vk . RS PR S SE DR LS, 45 4 SEAP L hGH. B — - FLBE S (6.5 6
AR C R, e TIE, Brl ke .

[0364]  IXAEATIIE AR VFE LA T2 R B A BT AT () TC50 RN / B -A 5 1 I B i SR .
segrPESE G FPIGE SRl A S 45 B A (Y 1C50 (ELAT / SR A 1% FE 401 FK506 5%
GEA 54T AR FKBP B #4279 FKBP [ 85 12514 .

[0365] W]

[0366] ml 4 W094/18317. W095/02684. W096/20951, W095/41865., W099/36553 i
WO/01/14387 [Py A F A< A BH 1) B IR 2R ALY, Qi 5 005 AR K T35 - W sl LR 3 f
AR M P R R DR ) 3 N R A L AL R B 4 B R Tk | R I e AR AR A R R R R
ST o AL, AR B — LA S W) BA S S0mIRT / Bbt i / 8eht R0 MER / 8t
HUBEAN / SCPUEC R E ME, F /SO R A S T 40 R H T, AT A R R 5 VAT 8 i
FLLEE . ARLetl SV R AR VR TT B filas B SRA R AL HE R s B 5 W e, K
TR OGS 98, BH R R 22 A PEREALRE s FLRR B s RE (N4 ROt exzemas B2 IR « 98 1 7
i3 I iti 98 ez s e AT FE ME S . empheysema SO RS ) ok FEIGEE MR (40, 5]
NI S B0 5 AR B2 ) (3 8 Sousa 2%, Circulation, 2001, 103 :192-195) ;&£ & E
ZENT MR AL RE (2 W0 Kwiatkowski 28 Human Molecular Genetics,2002,11 &, No. 5,
525-534 U1 ) FARESCSEE (W1, FLIe BT M« ON S0 s e 4 e« Sk 30 e o Bk
2 o g3 sl e e | PR O EURE M SIS ) e ) 2 PTEN= SR PR g (23 WL Neshat 5§, PNAS
98(18) :1031410319 ;Podsypanina Z& PNAS 98 (18) :01320-10325 ;Mills 2§ PNAS 98(18) :
1003T-10033 ;Hidalgo £, Oncogene (2000) 19, 6680-668) ., A~/ B [ I el &4 & 4 Ak
MR, e AT A F I 40 B Th g, 7E IR TT 359 0 H 0 IE W AL, e R 1 4
2 BB 28 3 )5 A BE I B TUBRAA 1T BB I RATDETE S B A R AL & 4s T iR
I I BT S B SR A B I A0 5 < R B R R ) S LA R L SR A R T
FAREFIAH 90 , B FEH AR T8 58 8B Bibifs (involutionalosteoporosis) . I B4
285 B U AAIE « 11 RSSO AAE « 4147 DU AARE RF MR B TRBRAAAE « P 70 U4 57
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W FUR IR D B8 TCIERE « 1 B D) Be gk AR AE  BY SR B AR Bk LR S48 5 E IR BT RE T
W BRZE FR ZR-A Ak AR 55 IR D RE TCRESE & 88 5 ¥ 22 e M B B B3 MURH DX - R GE I8 K4t
W38 AR R RS Gaucher” s i« 5 AR AH 2R 5 0 Ui AN R W 2B PRORE SR 0 — 4%
GRAE S T GRAE TV s SR AR [ 2 BUR . Sudeck” s 2248 18 P ATE B i i «
2225 NPT RS HIEE N

[0367] N EEE— B IS A LA A .

[0368] 1. i 2RI o

[0369]  FEVFZAH UL T, B R IR 7 55 R sl iR 4y HL SRR 7K I BE A 7 SR Y .
AR R AE T S AR PR T TR SRR R s R ik . — M T A R
EXT (— 2D E—A FKBP R H M E IR RE A8 ( “FRB” X1 ) , FRAP, 7 — P&
£ /b—ANFKBP X 20 ) , fefl — F ALK& 88 M A R B B iR 280, SR L A e« — A ik
SHEAME DNA 454 X5, Ptk in Pomerantz 2545 A Tk i T A2 HEVE A S U5 200 2% X B
24 DNA S5 DX B8 A 2 VR 3 4R R e U A5 A 1 DX B 2 SR DX Jak e R AR AR
IR SN IA R A 4G, ARG S ST 469 H RETE FIX LL ik & 8 13K 2 DNA
S PRI NI TR TR 40 i o ERA 55 DNA 454 X JURH 45 45 1 DNA 34 1 B SE R 4
g I gt . HE ISRl TR fu sl A8 (R I s g2y ) SRR
A1 2 AR, I H I R IA R EE R, PCT/US93/01617 A1 WO 96/47865 (Clackson 25 )
AT T R BT A A o S, SRR RIA K Mz 2 i &l AR 7524
VAL B BRI R A, B AR TR AR R A, AR T (RIS ) )
& - RV ERE .

[0370]  EHASRARIA) W] 42 BB SR 25 T4 52 & DA SEIE DAL () 4% 5% o Uk T B iR R AU 1) 2
) BRI RO 25 2510 7 3 TR IR SR AN/ B SE ER) mRNA 1R A4 235 B A7 AE 1) T2
MMLRIEL H , IS &R 7 & BRI T @ 5 P R 2h 2, AR B A e IR, 452
T ER R 2R TR AT AR R 25 ML R R B2 HGR) CUIR s CIB 4R 24 575 4R 24
W NS5 24 s BN N VI N LN S BRI YRS BRIl (R RS Pisfiie &
W) ) RIS FH AU BT SR R 7 2 R0 R il £ T T 5 B g 2904 I 50 o 25 24 FDRS R
FFURE R 7 1B T BRI 2=, A v B I B B R AR PR A 2 0 e o 7E1R K HE
FE b, 5 2577 IR R K RoE .

[0371]  BE WASRAND S (1) 5 SRl S i BR 20 R, 2 BB AR 25 25 A, S 75
LA T SRR A AL A . R, G0 B AR O BT B Y R
A DATAR A8 1 77 A T Z RS B, a0 R 75 B G 1 S Ry B N R I N 2 2. 1)
T AEEAR S G X AR (LB X Bk ( B R UTEREE ) o

[0372]  Gj—Moridirh, e DR TR AR IR 40 B 36 2k 0 Y BT 3k 1) — X669 2 FRB AT FKBP [X I3,
(R Hk A 2, (H AL 5 B 4 DNA &5 6 X B B0 SO XSSO 40 LA 5 X0, X FE 1
1559 R R AR sl — A B AT 51 R 40 ME T A s . 7 RV I
KA TR s AL TR sl MR N 4 a5 5 (BRI, g je T s g 5 )
AT Y, anHe e 7 B ad i 77 08 T AR W KRR iR SR . 2 WL B & R A PCT/
US94,/01617 F1 PCT/US 94/08008,

[0373] R AT TG 7 (50 1 e D0 g vk mT DA o B A 2 ALL ) A AT ] 1 P ()R o 1)
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T, T B YE R AN TR) R R AR 7K, 91, AT 29 J , B0 A 2 e I T) P A FH B ik s
AR E R E R G T I, 75 B A TR R, 5, P B 22 o e Y [ Y
ALY ) Bl 2 o I HLIR % SN, LSRATIN TR] — SRIA7KF 190 285 BL AW EEIR YT I RV o
Wk T R K RNE ST SOV, 78 N J 1R — IR ] e R ROR sl /M & . BRI, 1R
FIRIFIEIT BTG N 5 & B SSA 4 25, B e e B IR SR B 4R R A, AR
Ji W 5 SE K PR TR 5, AR o 0 M R 48 1E AR R A 33 1R RN AR AR R R 7= R 7K o
[0374]  NWaZECR B, AN R G2 BIVE 2748 5 52 0, 4040 B 75 0 SR ALA ) i R 3Rk 13
Ky LR G LT 58 5 43U B KT R =) ()3 P« KB 3 PO Re R B2 5K, 3K ] il e ) A 7 400 1
73 Ay A R B R 0 L 38 0 v T R R ) 4 SR I 4 B R A 2R 3, SRR

[0375] 2. AR R ERI A4

[0376]  FEVAIEF ST H B E A AR & A 5 AT H 2R R TR R L sl 4 i &
KRR IR B TSI o AT I LB 40 L, i AN 40 B B B, BOR TR B R R T &
T ) R0 4 Dy e — AN T e e Y058 PRI 40 B 56 o AT FH b T v v A 1 2 3 P 4] A
LU0 AE R AL R ATV I R B0 ) L R i R VI ce Pidk, 5555 . R 77 A4
B A RS ZE R TR A A 40 A SR SRR KT B A K o B P IR R B I 5 — N PR
il A2 7 A MR P R SRR VT B 4 B AR s e R, SRR A K. R,
PR A ) B SRR B RE ), W R R R YT SRV 4 AR B T AR AR R
BT AR RS R 40 M 2 P e, A s R R SRk, FFRE e SRR .

[0377]  FEAE7= TRk (an, ZEEE YT ) F0SEEe 1 =5 20 s 25 I 88 T AR LR 44 LA« g
BRI N BRI . X e iy R R AL 57 A2 T e R AR 1, X A R A 1 O R
A0, A R B 1 ZH A RE DT 20 ) A 1 B B RIORE T o SR B 1 o B TR i R A
A0 1 5 S T IR B IR DG B o 75T T IR 000 T, AR R A0 B B e )3
59 rep F cap 81 AR A BRAH G . (ERIX LSS HT 0 77 40 o2 R d e o
I, e DL A R — R EEALAR AAV iR o AR BRI AR PoX B8 ] BRI 7 58, BRI AR VAR AL 24
FF AT 5 S R P38 ) R CE rep FIAZ OISR B L 45 1) . Bl i & n] A Kl iy 2
FE, P AR B 25 B, AN E e e N AR R R A . AR5, NN B AR 30 2 4 g
G R R B L ERIE, A B R )

[0378] 3. A=WEHNoY

[0379] AR BHIE FH T4 Pl o5 AE 10 75 ZERG 42 i SR R R i A 2 ik e . Horp AL
(1) HFA2aie a2 LR A RNA FIERIE 5 (2) I Firm A 24 ThRE I 41 23 1
FEA MR (BURP, 2R TRAL 40 M ) 85 H Bk RNA iR i8Rk 5 (3) F Ty Hi/k
V)£ ThEe L RS A = 8 ) RNA [P RIE () H TR R YT
REI 9wt 55— EH T P IR PEZE IR (38 95 8 1 Bk e X 2 TSR R 1A TR 4. PCT/
US95/10591 HH AT T A B e 33 FH () % JE Rl s i B sl e NV H

[0380] A BAME— R H T Fdl B H IR & o XA S g i B BB il A
K &t R (1) DNA A2tk ( BT DA 2 n BaR i oA X 30 ) BL R, 7098 RO R R %
SV RARTT Srp, SRR R i th AL B 5 — A s AN AR T T A AHIE B SE [A], 3X B8 5%
P T kA B I 2 A O . B, DR E PRI 45 R m] A B i Lol N SR 3 N T 7 B
SR v AT Ao BT (R ) s v AL HE R AR, Arid ksl e — AN EAL E A IF
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WO PR IR R IR e 5% o IR i w140 e o LA 1 25 PR TR DA SR VA FH A e B 6 7 T
FRAD T M S (o, SR MR A BBE T ) o

[0381] 4. HEJLAp&2E BN

[0382] IR A S BH AX. A W00 i) AS [ g 48 B 2% 1400 P PP 3R, B AT B 0 ol 8 40 e A I
PRI AT A T s a0 e b, A% BHAL A WHE VA T B ) 22 B e i A K I ]
i s 5 e 9/ SO0 A BT Je i L S 1 090 B S AR, S TAJR AU E ,
B0 IR A A0 e s L S /0N 40 B G e R0 BN S . 9 4, Sorbera 5§, “CCI-779” Drugs
ofthe Future 2002,27(1) :7-13 ;W0 02/4000 F1 WO 02/13802 /A FF T 48 FH B i1 85 2% 5%
CCITT9 WM. Al 5EAR KL EGWEE (R & TFARHLEDZ W, 2PEZ G ) A
T 9097 e AR 1 e W 9] 7 U AL FE BV RS BEE | alemtuzmab. 7N AR MR L 2T
nastrozolePLET FI AR — PUAREST R BUAR (40 MUN-591, MLNA9IRL FI MLN2704) . — %Ak fit
Avastin ® (BILEPHL-VECF Jifgk ) WP BT KRB R . AL NP AiyE . R4 Gliadel
JIE R 5 KT R AT RV IR — BRI SR e v B B AR TR R4 A
NRR A A FRAFR i BB &2 Elliott’ s BRI EHER.
MESE R VT R A TA R B RE S L ARy BN VP-16 K PE 540 L A P 5-FUL R 4E T BE . &5 75
7 . gemtuzumab-ozogamicin. 3¢5 I bk LR IE  FRFE IR AR LE A L (RIS L 2 L R R A A
bC A M IENG . PR imatinib RO RR (BSR4 B HIH) ) B S iAdn
MLN576 (XR11576) ) > il me . BT DU S B8 P 7 DY P IR 2 e K M« 221 LU 2 i ik 367
£y L-PAM. 35 ) 4l 28 AR | AR AR VD AR, 22 345 25 CORFE R L MLN518 T MLN608 ( BRIt &
f1r-3 52 IR Z BRIEE AN HI77) PDFG-R 8K c—kit) « itoxantrone. S&AZHEE 15 N 5w i T
FEIKZE S 2 i (Herceptin®mi M & i —Her2 Hifh ) \2C4 (8 E ¥ HER-2 M+ T 11
BEAESHBUA) JHE AR ATRA, R LL AR L SUIACK B IR M . zoledronate B oy — > R
B o

[0383] AR AL A W)IE W] H 3077 SRS e A2 HE S SO, P A2 e dE an, 1
OB B /NS ) A R /N R0 B R TRI AR R R, FHCo I S AP RS AR, FH TR 97 B
IHIR AP PirE Fm, TR 97 S HI A B 5 55 WOR A, 28 RO 1 OCTY 58, il
PRV FERENLIG 7, FH 22 S PR ARE 5 R0 98008 3 0 28 Rt , B Wk %, VR, B i » 2% 1%
Tod» JTi 98 (B FE 7 i , A P A5 B A i , ki =, SRR IR B I SR-A AL, SUVE R, 555 ) MR
AN N T- A I / 90 CR , B Ek gy, b R S M i B e R AR e
MAEBNKRFEREAL s LU Co 805 , i 1 8755 , R0 A0 F &0 » el R 2 s Ak, g ifm 78
P > SAKEEAL, K AR AL, JEZh K ok A BB AL B Bk 4k, B5H 40 J SF 1 S B ez
(DI 400 5 | 1 LA K R A3 40, AR i) o XU 2 Ao SR MR R o A B T AR AL v
FTERR A% 25 CCI779 B RADOOT 1 33X A% B FH A (1) 77 VL BUM ko

[0384] =47 Jx B IR T MRS ALLA) A A e i) 50 s R I, W] o —Fbal 22 Fp g G e 1
A o AR e A T RS, HANPR T R B 8 2, n s AR N TR R e e BRI |
TN Z AU % . FK-506. OKT—3., mycophenolate. 1 ATG., A% BHAL &4 5 X FER H
T T s BRI RAER G 2596 RIS, SEER T R B RCR e AT R R D B & R
Ko Stepkowski FEAZAE T XA H IR, JBF T 45 KA H & B BRI HIE D
R A R R A B MU T OO R M A K AE G I [A) . [Transplantation
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Proc. 23 :507 (1991) 1o AR B E IHZA ] il ik 4 US5, 496, 832 H I3 X4 77 VAR L +
TRIT O RRE W s W] 18 I W1 US5, 387, 589 H I Y 7 VAR L TR T IR 28 sl s ik
US5, 286, 731 H1 5, 286, 730 H K11 4 77 AR R T V07 Sz 28 11 Wi 1 HL 8 G e R P
T o

[0385] AN % HH I T WA S ALA) 38 P AR kg B — (R0 PR e 23 FH T3 7 B bl I e s (G
A4, 76 PR B k0 b 0L 5505 « 2 I R A, « 20 J S DR A AL A B R B k4« b 4 e =1
S EUR G Bz A T IO I B T B I A R A L SRR 2 B R PR ROR ) AT i T I
BT e R I A, SR AT S T A O A i s T A R A . AR5 S ACE
FVHFR), durrnds 8 3t 0 35 W 2 ) | B K R L 22 ) s e R U R S S ) R A
oA 1M EIK R 11 2RI PR, Wk 8, 4K DUy, 9% v 4, SRy, gk yb i,
CTUETRAT A, WAL VU, F 25 AR TE S, HMG Co—A X& JR BN, WIv SeARAY T, SRR Aty
BAIARARYT , 3 A%t T, S ARARTT, BrARAthyT, B — "B L HRZRREBHI R, i RAIS /R, BEG K R,
FANE IR, REIE IR, T 2898 IR, A5 A& IR, AT & /R, A 238K, B T 387K, FIER ISR, 3648
AN NI DVAS =% N B i B (2 15 s | B R T B/ R 4R v, By NP R 1 O e = W R =R [
A FAME, JEEHF, JE R M, AUR S HUR sHUEALT) s FIBLEER a0, S5k, F &R, P&,
WA, R TR 2R 03 MR R I = AR P s i FHOR), 3 i 2=, B e,
17— B — #E I, i — R, AR MERIRIR . 22 W.4n US5, 288, 711 FTW001/97809 Hh ¥y 75!
PPRVRT IS T A B ) B TR SRAVG T 85 M, A0 4 Ik 2 38 0 1 sl L e i A8 o

[0386] A AL G403 W] R AR A28 9750, e il m] R T 20 ph 42 oG 5 AR AT BE Pk 55 DA
Tl ook B AR K IR R B VA o 22 Pl 280 B 2, B RE HH K PR 45 405 5 B0 B b 2 R e
AP G (i, B a3 R A A B 28 Bl i A 2 P S s A% ), WRE (4, b
PRI VEAR S ), e yT (i, KRB 57 25 ), A UAH 5 1R Mg 453 535 R A AURH % 1
S R L, AR 220 AR AL (HAN PR T, 25 Pl B i 2R AR AT 0 7 A DK 1R A1 JE e 8 9 7 L Ao
ZE R G, (HANPR T, = SCAH 2R 5 W A 209 L DLZR ECRE . FEENLTE 1 WUE R AR
VL2 40 0 2= A BEAT 1 128 46 1R AT PR 3kt A PR L 25 4 L 00 = e 24 B 28 () ME B 255
I S0UME DG T S A D0 PR 2H 2P0 AR L B M 1 B IR SR A A L R L FR A IR . v -
fi (glue-sniffer’ s M) AR 2 AT G 19 J B A 2 0 5 BE L I DRRRE |
Gullain-Barre LR IR Bl 7R M BRAE A G ARhE R 7 S WS 05

[0387] 5. M TPl fc7ss s 53 Re e a6

[0388] A/ BH TR TR W] Sl H Bl 5 &y IR & HH , nidi ] US5665728 1A I 7712
R RE, 9097 B L0400 PN 6T UL 40 M 354 A T3 25 A5 R I A P 2 1) e I B3™
PR, JUHR AR B2 a3 B I 0240 5 > BRAE TAG BRI LA 5 | S R A 1)
MR WA FERMESG AR F LU R AL Gm i NSRRI ZmEu e
AN AR EE ARG MR RE W B KGR AR RE AL s F B (RIR AR S 5 R I B4« HL A 3 5l
B IC LTS B 3 N AR B ) B AR W28 B P9 s R B KA 5 L SRR AR
RSN RFTFEAR SHOGIGIT 5 DU B Rl 2R A8 P I sl P B 58 38 1 1142 N J7 1 | 1) L A8 40
o BRI, A BB iR SR mT sp it el b 2 My IR & F AR AR AN D7 VAR R IS N = e
(RF 7, IRAE IR N T VRN 48 B2 1 N el IR B SE A, I8 R AR, L & BR AR, i
EANRFFEARBBOCIRIT Tk
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[0389] A% BH B WH RSB — By A B SCIG A 2 TV 97 B0 b n R A A 28 1A ik
TR T B oy R P I LA . F T FE I 5 VA, A%k B AL &40 RT AE I
TR BT PERZ G457, Al S HTRME— 246 H . AR BB AR B B LI R,
RS T34 Eakh (sdL A N 3EE ) Db 5l N8 5 A 1 LR,
AR B R 2R AL BT 3E ] US5, 516, 781 36, 153, 252 35, 665, 728 35, 646, 160 ;5, 563, 146 ;
15,516, 781 LI A [H Fr &) g WO 01/01957.01/49338.01/87263.01/87342.01/87372,
01/87373.01/87374.01/87375 F1 01/87376 FlHtAL sk A Ab$a H e K TS24 e & 2
EE I TR SCHR A 2 FF A [RIRE 128 B R i e 259, JC L 5 WA 25 BT I8 7 VR
Ko A BH TR MR AT o iR J2 B e 259 1 3L BT VERR R I R T 2 R
AISER . AR BB M) T B 2525 8, 0 3 e B 7 AR ALLA) 1) = 24 256 B AN 47 3
IEFE R TR A PR B AR A& T AR B

[0390]  — VLR, AR B 5 AR AU K 2 B AL & T A N AR N IR BE S TR (0 25 A Rk &5
Mz B PR K AL B ISEE , 7E—2eiB 00 DATIE R B LA IR
HERAAESn g/ KA 2001 g/ RYEHEWN, LIEAE 100 g/ RE 600 g/ RIGHEN. 250
W TR AL S S B AE 100 1 g &2 10mg YO Y, PRIEAE 300 1 g &2 2mg Y5 [l N, SEARIEAE
500 g & 1. 5mg YEHE W -

[0391]  REF 3K 1) &5 A8 mT LU SO AR 3K, L mT 4 15 1o 00 18, 8] LZ B A e X
HT LR B I e R R A . BeY IR IS I RT LU AR sk / B A dok Bk IS B T
Bk . RN AT DU R K R & AT A A, AL K, 3K =B K Rl
A0 45 6 R B O T BB Bl ik, DA S RTRE N R A 0, Bl IicRE 8, 8 56 5%, B e 1R s,
IR, SILE 20, A E, M &, IR, S8 % T2 B 1) 7= PR S8 Rk aT 43 1
DuraflexCoronary Stent (Avantec) .

[0392]  “HIAR[F 5K ” SEFRHE NPT 75 AL fUG » & B B 7 W] /N BRI R4 R 42 )
Pk IR RS, T AT . e v HA B AR R S, e A ek Y, PRI R N Y
DHEILY R I B 40 A JLAYHE, 59K ) nT AR BESR AL, WA IR E 0 I RO S Y
REE, MEEE VAR AT A W R S TR, SO0 T RN SR I S ARG i Ry A
o

[0393] B, WL E AT B ko IXFERY B TR0 45 Fa 0 A A S A L3RS, G (]
KA SO B A4 Nitinol ™ A& T R B, IXFER A T BT/ AN SZ 3 A, 4
H S AR ) 0 R ) R R, R T IR B AR A T ARIRAE PR S I ] 5 » 68 R A 1A
AT HI PR B ek E T DL AT 1) 52 B B A R T R ik, i, e e B T i I i E
AR R A

[0394] 2B (¥ RS H gk FILATH B (1. 078 1, B A F 1 A B 2 18 19 K B F Smm 22 100mm
TG, B AR Smm £ 50mm Y o N T IR B KN (AR R 4ER ) EASEE
£ 0. 5mm £ 10mm & [F P, 5538 % 7E 0. Smm 42 8mm 05 Bl Y o 8 FH 10 B 5K i L AR AE
1. Omm %= 100mm Y& P, fLiEAE 2. Omm 2= 30mm JEFE N . 258 KIJEEELE 0. 025mm £ 2. Omm 75
FBl P, A6 76 0. 05mm 2 0. 5mm 3t B P9 o

[0395] &' v W Rl F FH TR S AR BSR4 ()5 FIUAA L) 1l 0 280 Py m] S R P <5 i
300 ZR AN B, B A P 16 4 8 Wt s P R R ICAZ A S W Nitino 1™ & 4 %
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AEEN G R e PRBTT X LS & 8 2 A ) BuX ek M 1) & g S5 e RS B M BRI A &Y
TR AR R B AR BB AT F T IR L & S5 M4 USB, 195, 417 55, 102, 417 A1 4, 776, 337 HhghAT
T UL R A TSI HE 2275 . US6, 471, 980 A FF T SCHE K 2 I G B2 JIRE T, A4,
& LTS SR B 7, AE A A THE N 555
[0396]  7E Ui BH I HAR 7 S, B BV I E h &8 20 M il o S i S . 2
JEURT AT AR IR, 30 0 il PR AR, ANBRAAE T, B BT BROAR BIM B A A mT B T 2550
PN B T AR 1 77 =X ASRBE BT T R U R . M, A A ] B TR AR ]
Prok stz ez W AR BE BT I OB AOH R o I B 1 AR ) R A A A ek ) 2 UM B
FERIANE R ORNEE R WG ORI R ZRE TR - BRI RN R RE O R
&/?%%L&%%%ﬂﬁ NRI IS NG, |2 R A5 HT%%%EmoﬁamLmi
VIR M RHE S —1- FLERFIR —e- DN IZ LY . & B BB ME M B FE R
HEFR O R OIH WL SR T IR Y% LM LGB RY), S5
[0397]  SREWETU KERM (B, e AR ) sk m b (R, 5550 b i e %
(AR FF BRI 5EHE ) o AR IR 7]+ DL Te R &) s K M . ml
AERE AR IL T T8 BB L &4
[0398]  —UEIEUL T, B R S 2 AL UM B R B R R ARE 2, b 2 b — A
T EDH T — EREAED, B —FAR T HAEWRY) EA S e R 4, &
T A ] B TUZ W AL S VDB S5 7135 T 2 (%) 26 g i R A, 1 B T A PR A 2 T3 U2 P 1)
TR R A @ ORI, LSO, 2R AT E TR RN . FEmA
KR PNADP TG eI 5 US 6, 471, 980 H 41 H 14 5t
[0399]  phAb, PRI SE i v] 525 R / BRI TUAH I o S (A9 R D i v DA AN B il () B AN
B AR 7, LAk B 3R DU 9 £ 4% (PTFE) 36— FF 2R PARYLAST™, W] 4 i) £ 2 13 5 B ¢ A
EYIIPE . IXFE UL A A YT S OB R B 355 b i R e 1y L, AT S R i PR
S5 40V B A AR 25 1 BB AR A M2 WiER & I (PEG) , LASE IR AR AL A 25 1k
[0400]  7E 55— HARTT Z i, B & W2 B ] & 2 /D AR 2 5 4 L T R 1 PR 5
b5 LAY E T RS N B BRI AT . PRI B R ] LA 8 1 B T USRI AT T IR AL
AR, TR R SR S R R SR E 0. 01 BCKE 100 Sk TE I, RIELE 0. 1 3CK &
10 BRI B Py DASR AL AT 75 IR AH 2 o L g O O I A2 2 AN 5 ok ) BN A A 1 ek
Wil PTFE PARYLAST™ SR 2055 IR LG R — AR, sl L 45 &, AL A 1 0 b IR (1) PR B
FEOE R BRI . — 200, FRE B B v] 5 2 AN B B A AR [R] SR AN [F] R AH %
B, 2 b—Easham AN —EaS ey, 20 —MAR T LAY A
HHEWR . [F— B E R L 2 R )i
[o401]  S—AEART =, BRI 3 B A SRS W L aiz WINZ3s 1745 DLk
A7 DI a5 . B o5 T A8 0w A I TR) P A A B0 2 A g AT 2 01 T 75 1R & 0 R TS0
o B EBE W R EREGYE KA S A WG, PRI 5 R, Wi, 1
i 5 A7 A AN/ BCE TRMEAR , AT SRk & P o R T e R OB . B0, F i mT LA
e fAf 11 22 J B PR o
[0402]  JBREHI) I — DB G WY R S5 R, F b BA R e s I w AN A s CATIOE
BB G, i, DLk P i A feg Ak R . fEa S 2R, AP R EaS
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PARYLAST™ s Xt — B 2K HJZFEAE 50nm-10 SCKE N . 20— BAaSED, 5—EA
THEY, 2> —FAR T HALG WY T A e .

[0403]  Gj— AP AR E R N TN, A SRk gt I 4tz Fakz W&
Ui CLRARIE R S M 2 B WAL G i &2/ — Pl e W . 4nl§ ik 4514
TN MW, AW B EIRTOREIR . AT 5K &5 MR N & I, AR 18 s g it B 3
PRI BRI B, BRI, i A7 A%, BUARER e iR E . X R
I s i ) EL A S e I (AN, B My FR BB ) » B /N ARGR), B # 5], B US
6,471,980 1 A FF ) I11b/T11a i,

[0404] AU BH (R G4 L0 1M 87 73 2803 o B 28 1 7 v o o, — B R AE AR B P el
DR EE B M RN A A R B S R N I DA I 75 P A 1 k. Ak B ba
S RET, AE—LEA5 00 DL 2 I AR i~ LA 8 0 . AT 7RS40 5 N B IR I
SERUBE, BT REZEIR o PRI, 7E— 2805 Ol T AL S I FERE NN LA 22 /b — /SNBSS
FEIB PIAT A M EAEE R I — /NN IS A 22 /20 3043 B A I AR LSEER B i A7 2 N IR RE SR
FEIB . — SO IGO0 T, AT AT R AS B AR A ) m PR s 5 o G SRS 138, HoATAL S e — /N e 3 BOE
W AR BOE E MM AE 5 g/ KA 2000 g/ RIGH W, BIE7E 10w g/ RE 600 g/
RGP SLH, (L AR IR 1 RZ2 45 RINE JUEAE M RS+ 7 K2 21
NZE e

[0405] B m] A% L BB B BE 4 8 25, W it DA, BURATHHTIRE . XFERIRE P DA
ANBIET o 3, AT I — 3R = B I iR R R R o [RIAERE, BB I W] RIIRE , W
Z5 » s, DU, A A B G BR AT AR R B AR I BG4 R AE D o

[0406]  —UEfELL T, REIL G H 20— MRS DIN KL EV L ALEYIFAE 1 KA 45
RN e —Mek 2 P AT 7E 2 K3 34 H IR EAIIE, 4 S L S W0 RS T
AT LLSE ANt mT U AHZR 1

[0407]  BEJHAL G4 1) e B3 23 Bk T I A H A K S R R . 7E— 2 Bk b, B
HAAE 100 1 g &2 10mg JEH N, PLIETE 300 v g & 2mg JEH N, HALIETE 500 1 g 22 1. 5mg U
BBl N o 30 DUE AR A6 S R TBO A H O g/ KA 600 g/ K, IBH H bu g/ KRE30um g/
Ko Ja AV IR IBOR F 23 B iy, MASHIAE 50 g/ KA 200 0 g/ RIGH A, B H 101 g/
KA 1001 g/ Ko Fl, Fah BB s e s R b 2 F5 SRS OB R 1) 0% 22 99% , 1 H & 0%
£ 90%, L H 0% 2 75% . #a M FLsh WA T4 SR FE AR 0 1 g/mg 4
215 100 u g/mg HZVEHIN, L H O v g/mg AIZR A 10 1 g/mg AL J5 M FLBIMALA
WA T IR R M A B 1 2 5E /mg 4140 100w g/mg LB N, IBIEE 1 950 /mg 41
4 100 g/mg 22,

[0408] 4G, 5 i, LA RAERM B BEAN R . LR, B GG 3 e K DL e 2 /b
T SR R AR AL B Y B2 4 AL, 18 /D T 12 R, S B LN A 8 ], ALk B
1202 2 B, sk B 1 RE 1. JFIRIN TRt 2 T AR i, i B/ 4 /N3 24 )&, 5
WHE B 1 RE 12, BAREAEME R RAE 2 K2 8 F N, sk 75 & 88 (1)
INf ) E 3 R4 50 KN

[0400]  —HB{F LT, g I R A 1R A0 & 0 RE 0 S Rl 25 VE AR AR 4 0 A B s R U
K, HH 400w g/ RE 3000 g/ K, lHEH 400 g/ KRE 2000 g/ Ko XLEHEH T, LA
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YIAE i 1 R T 2 R ARG, R AE T g/ KA 1000 g/ RIEHE W, EH% H 10n g/ K
FA0u g/ Ko BEBBCERR G LR 1 RE 7 RIGHE N, BACB R 5 i 18]
%E 2 K% 45 R{GHEWN . BN 1-7 RIS L) ik & R HLAE 10 40 5¢ /mg
A 100w g/mg HLNEHE N S5 HAR 2-45 RIFFLBh WAL b T (1 vk B L R b 7 0. 1
5 /mg HZAZE 100 v g/mg HLVEHIN « HeEol T, WEWRIREINAE 1 2 45 RN A FE
TE51 g/ RAE 2001 g/ Ko FEI 1-45 KA, Wi FL B LK B B HIAE 1 450 /mg ZHER
2 100 g/mg HLEHE W
[0410]  —ANHAK Z i, B G B AL S B ek £ /AR S B E B IR E
SO JE 0 R T PR AR R . LA TT B T T DU AT T IR s . T e, 1
HEYIE TR TR EZ Wiz B USRAE TR MR O S .
[0411]  %& & FHAERE OSSR ML ST S A2 A R, IXFE A VF) 2 AR VR R I ot
L P A A0 % i A 0 ek M R SR SR R R I 5 LR N IS 3R LM TR IR ﬁ‘?é?‘ﬁ@T
B - BRI NIRER R R IR VR IR / BRI QAL Y, FH e P i R B, |2 A
R RSR[5 A T T I B
[0412]  —ANEARK B SEEA H RED AR T 258 -1- LR CERSTEY
200, 000 T& /K ) FHER —e— TN BRI (P35> FE4Y 30, 000 3E/RTT) HLEY. R e COW
W% (PCL) A& mh MR AW, 15 RUTETE 4 B 59°C 2 64°C, FEAFEIT ML) 245 BRlL, 5 -1-FL
2 (PLLA) W Y5 PCL 4G e n] 7 A2 i s BE TS0 AR B 56 5. LI Y PLLA 55 PCL Ky EE 32
75 . 25(PLLA/PCL) » I Rajasubramanian Z57E ASATO Journal, 40, pp. M584-589 (1994) i
[ — AR, FE S IANE NS %, 75 1 25 () PLLA/PCL LR YR &Y o T 208 15 B A
R, PR G e SR T B PLLA/PCL 250, &t% 75 25 [f] PLLA/PCL FLEB M5 T
FOVEAE TIUE (47 I ) P 428 1l 25 R B, 3% S B TR 1Y) PCL & A 13 3L SR ML & Wi K Pk B
6, SR R A PLLA 25 i S UK BRR K K
[0413]  ZRA IR K BB AR, RIS U 5E A PR, BRI 326 36 T At , BT DL 66 o 3 T e
(] B ARG ARG SE R o R e b, 5550 ] ph AN PR A IR R S AL i, L8 BB A &40
EH AR TR AR RETRON . B OGN LR T R Y% L6 LGt
FWEE,
[0414]  EFRn A& ZE, FEATIED AR, SIS TAYR. RINETAEE
TR, R WA . BE SN BEAR, A EPREUR Z38 o LAk, AR B R 7R %¢
B T R P BRI B R, Sl AT B HbAE 8 T AN T A PR I e o QA 1) PR o o T L A
JE P T REA RIAL B 40 B I B B (R TR ) 6 o 3 B 1Y Pt o o A G W FeE il , PTFE,
PARYLAST™, 545, JHeAb, W AEFE AN KN £ % (PEG) 252 LIS b ek & it A= A
.
[0415]  F— B4R S, BiL YIS E A S E 2 el WIK29tkA7 a5 L%
U AigA7 2% ERdaG o a5 vT 8 FUE I R) P B AR A T AL & 0 T 46 1At A7 25 T SE TR TR
I8 H Rt 2 PR BRI R A IR, AL AT AR N AL A, AT AR IR ST
WAk G o BEAN, JE T AE A7 A RN a5 2 TR) st 25 T 02 ) PR B st , AT SR AL 54
Zo P F R T 5 o 1 R T
[0416]  #AEH, BAL S B SIRINES RSB EWH A T, A TEAH
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FE I AT P SRR TR 2 o T D R N AR 5 22 /038 00 55 JSU7E T I 1) Y Bt I b
G UE SR AT e, N TR A R A8 JE 1) PR T4 B Rt BA B 11 228 3 LA A VP4
G T I B R BN BRI B T I N AR AL ST 06 B BE B BAS A 1) 25
JOSE TP TS, DI AE PO B ) S R I R 6 J LR 22 LA o9 2t B P e 2 ) 3 i
BN, — e HAKTT ZE Ak S A LS BREE 4 /NI 22 24 J5] N FFL6 ST PR T, LI AE I 2R
B 1 KA 12 BRI TR A, SEARRELE I B BREE 2 KA 8 FA (IR Y , Sk £ & BRES 3 K
250 REIHSTE P o
[0417] S W ARSI RS DT . XA B T, A7 s B A 55, L& T1L
B S AT o0 PR A 2 R HH A7 3 5 PG SE MRS . T ik, (LA )P B TR
(LR XML R, AN B UZ A LA S &Y, LE T HEANZ BRI &)
A SR AR AT, A S E T4 AR g 2 Wk e b
[0418] A T Wil ki A, W5, 2 UL, SR 5B 65 L. 3w, &
THFNE B 0B I ERE RS (U, pH 2800, pH S E A HLERE L, FUTEHL
) B (LS, R, OB, TNEE, RN, O, 8, IE (i, OB, 8, AT
), Bl (hn, BRI N Z L R EERE ) , i, B5, IF, DMSO, Sk (4, 54t ) , 5555
910 G N T s R ASE PR 8 A 25 B T R R N AE N s R I B LS4 d .
B, 2205 55, W, DU, BRI -GV RAT B U B BN T . 8%, N T isssn
Joe 2 B ) JCWE SR A ) 4 55 o A SRS JE RS R E T 3 I () R 8 i e T T P s o). B R
R JE R LA HIAE 0. 01 FoK 2 100 IOKSE P, ARIETE 0. 1 3ok 22 10 CKTEHE . G
V) ) BN TG, SO E T s s th T
[0419] {541, ] 24 3. OmmX 14mm (¥ AN 540 Duraflex. ™ S48, 4 A 25mg/ml 4L & 91
100% LBE FFEE N LF2 LB — 5T BE s S RIS 25 o SORT RS,
AW AR 3. 75 ¢ 25 [ PLLA/PCL 3L884) (Polysciences RiNvASE ) 75 1,4 A2k
WOpt (Aldrich Chemicals BMEESEE ) Hifil & o M EAL G SC AL E T eI 24 200rpm
(R 2 2 b, > JC e i, A FH WA LA AN 22 T8 2K 1) 47 3804k &) B SCZR BTG 10-30 AR 3L R4
Wl RIG, B2 E T 25-35C o R AN L 24 /N DA R V7)o
[0420] W]t b — A B4k 7 b, nl it Sousa %5 4F Circulation, 2001 ;103 :192 ;
Sousa ZE4E Circulation, 2001 ;104 ;2007 ;L& Morice 254E N Engl] Med 2002 ;346 (23) :
17731780 " AL 77 25, (B4 FH R AR AU 5 # Sirolimus, il & FUE FH & A A B R Ip 2
I SCHE . BRI, S R eE IR 2 ks i 1) A8 2 m AR N e il B I 2R AU 1 Bx - VELOCITY S48
HHATIRIT -
[0421] TEM BE £, SR LUDEARBEREREGYWHRREWIRS (W,
Kindt-Larsen %%, J Appl Biomater. 1995 ;6 :75-83 ;Revell 2%, Biomaterials. 1998 ;19 :
1579-1586) , H. 5—n m— B WASRAIAY) — AW U FH T BXVELOCITY (5t ) SZ 421
KL WOLBIUIN 3161 AEM AT 5k AFECAE . Hph s [MEDRE B [FR] Bl
[0422]  FRECHI PRI AEREN 156 RN LT 58 200
[0423] & T SEIRGAS RN [SR] Bl /R 259 - R EMETINNH 7 — EA S GRS
WILADI NS B5E R, W 2 IR UE K 22 > 28 K. 7R 30 KN4 80 % ¥ 75 MR 4 B SR
e il R
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[0424]  TEULBAKT; b, AFIEQFEHAEY, AR B AR A B E € &R 4%
(140 v g 254 /em’) .

[0425]  J& T Sirolimus SEE, 4 ¥ MLV 0 25 W) K P I WA HE IR AEAE N S 1 /iy (~
2-3ng/mL, FR ; ~ Ing/mL, SR) , #E4) 72 /PR R AL FBRLL R o BRI T B AE B 5 4 R
PE T IAAE 2K PAE 8 2 17ng/mL 2 1), RN BE S HE H BT WA ZRAA 1) =2 48 5 I KT f g
{EL Y A2 1] 2B 1) o

[0426]  {ESFETY sk N RAEE (> 12 KAUER) Ja, S BAsHE R ER N & B 2R el
[*) Bx VELOCITY 3Z4¢. JbBAfAT; Zrh MSZ 48RS 18mm, E4224 3 & 3. bmm. W44 FH 1T
2 DR RS AL I B B 1) > 300 #b o R IR AT 8 A N SZ 2R b R 25 /0 12 /)N B iy R A i) )
UEHK (325mg/d, AERR 24 ), LA RAERE N J5 57 BUAR FH 25 25 200 300mg ) St #% 75 , 7omg/d F
460 K.

[0427] G — A EAAT R, B G E TS 8y bk Wik, L&
A A YRS REIR, SO BEIRAER A TN T b SR AL RE B itk S IR . P E R &1k
BV RIEALZRINE I TUZ o I kb, B UL S ke BT AL B 22 /D A0 40 SRS MR
)2, b GWE TEUZ TEEFUZ N, B8 S EM A A T3t i & mib &
VIHIRE TR AN REPR 4 B R A REVR L5 68 75 L REIC IR A% RiE 37y TEE M AR IR AR AL L
T\ x— BFE RSV v - BT (gamma) FIBHR

[0428] {511, B 75 AN BEVE FIATRAE 20kHz % 100MHz Y 1H P, M 2ELE 0. IMH

[0429] 7z % 20MHz 3 [B P9, 38 /K EAE 0. 05W/cm® 2 10W/em® 76 Bl 4, PR 78 0. 5W/ cm® &
SW/cm’ YETH N o 5 BE R B FE I AERE N T Imm 22 30cem WIVEHIN, RIELE 1em 2 20cm i
FEI N o R 5 T] SR sl kb S R S I FH B TRDAE 5 #0230 /3 BPYE Bl N, RIELE 1 20 Bh A 15 4 Bh
T PY o B N TSR A TE 37°C & 48°C Yl iy » M FE vl Tt m N TRt 2 FLME,
AP E Y BN TSR

[0430]  E—ANEAKTT Erb, BEMAL A4 12 B AR T B 40 P R T ks R AE RN TN
T R BE R S AL A W R U RETE IR o AT e, BB S M B T s R E
AN S 1 25 T2 408 TG 40 P SR N RN 19 N T I A BRI i 3 52 i A6 -6 400 V0 R B 1 il
Wo WEWE TERZ NEEETZEW . BEPEROR T R REERIE B, oR /N R HIAE Tnm 2
100nm i3 [B W o BEIRAE N T B2 B2 AEREI S T, Bl 75 8 LRV HILAE 0. 01T 28 2T YuH N, Bid37 ]
WO RGP Bk FEERI e R A S 1N T R R

[0431] bR BRI BRIl T AL AW T B KK 77 i o M7 N T st A B ik
HATERBAEY . AR IR T AR UL SN T, ik 2/ D750
SN FAERKT — ZA MG A RS TR AL A ) . BUTIHE, 4 e 5 J0E, I L, BR
P S48, 3R B PR AR BTG

[0432]  IO4RGE T —FNAE MRS e AL N IR LU L b & 7. — ik,
SR A S S0 N T 2 I s X 3. epiie 3 F MR A
SE FRN T AR SRR, E9OCRMENT ST, i S 45 N3
S, BEMSLTEE AN O5IANMKE 250, Wid ok B shik, SC8E ik, S T 3 ks
B, N TEARBIK o o N T4 8 IE A 22 B s I8 , 45 R 78 AT A I I
N TR . ARG, il R4 LT . BRERE&E, WK A TIEE
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B J5U Ak LIRS 6 L3Rl -5 4= 4 H AL 5420 o

[0433] %, A LA & EIRANE BN T IEAG T 7R 3R . a0, BA R AL & 1 fis
A2 R BRI N T ] B PRI SR o BEAN, AR B0 7 3 m] LR = A IA R UL &4
N T R T7 T35 S B L 5 R B MV RN/ sl NI A S G .
[0434] T35\ 25 & R AT

[0435] A B d AR AL o] LA B 70 3, A& T, BAER IR 3UA7 £ o AU A
CAIVFZ A E YR 255 R I 8 % Tk 255 Erlee i sh e i i e
PRI R, CFREFE AL A 0 LSO HUR L i 24 2

[0436] AR BIMALGY AT oK SIS G W . ARG 7 BRI G 5K
ALUR T I T K G P BRAE B WU 5 6038 A LA TR G I T s ) DK 53 o

[0437] ARG ST EA KPS 259, F—Pheli 2 Fh 255 1 n] 952 80
/ BURIETIK 5L G o AR R ISR, SEah Eh7K, F A0, A, T, L8, Ae ik 45
B FICHEVEANIS R . W R, A G W w] DA S BN E IR LA ), 5 pH 22
PR o IR LS T LASE ML R FUAR ), U, I, R IR, B0k R %
A n] LRI AL GEIRIRG £ 00 A3 1A i = 15 H e i P ol e 791 o 0 ARl 5 ] AL 8 B v A
N5 S BRI BRI, SURE, Yk, WHHR R B, RS BA, 2T Yl 3, MR ek, 5%, LR 21
T » Be R LA KR, SRR s 48 B il o 855 — it i AL G n] LURC )
JRAHR RV o

[0438] 1 HI R ZA AR RT LI, B 0, [ 1R B A o

[0430] M 7R )] (A B A B 955 LB L A B R S BE B TR R BT S SRS L Bl R AT A
RER MEE IR IR 55 o ] AR T LA G — P sl 22 Phn] B[R] B 1 D 389 75 591, Ji 51 BV, o
FEFR, ORE, B, A4 Bh R, R G RSO 50 - B ARR B s e iE m] LU BB R, 68
A BN RE AR A AR, € SR A R RS PR Y R o AR TE TR 5 R
A7 B A A 1R PR 3R DA 1 BRI TR s AR B AR MU IR i o B AR SR e ik
BEEL 99%TEMENTT o Al B A B EES, 1n, IR EY A IR IR L 18 A7 B L FLAE
R UERD R AT YE 2R L IR AT Y 3 R AL LT YR 20 3h 5 LIk s Jo I AL o A i 1
AZH I o

[0440] it 7Y FRIVR A 280 PR R A B S, A A3y, AR 7K, 38 88 o WRPR M - T A v,
TV L, B, BRI IS 25 o P 70 W LAV A B0 1 2 2 Bl RS2 VLA
PR ATHLEE ), —F IR S 82y 5% Ll B2 2R BOIR B o RS Rl DL e
38 1 25 0 IR A ) LA, SRR 9 R R B R BE AR AR BE AR
Bl R TR, A e R BGEIE s — T H T 0 IRORI i B A 2 B AR SR I 5 3 491
TRFK G & an =] B B Ingm), 4 £ 4 2R A2, LU L T 4 il #h v
WO, I (B —JoBE A 2 ool , 90 4 ) R ATHIRT A, M (00 7y R 5~ A
FErEi ) o H T M B A4 2 OB AR W] LA i Gt 1R £ TR AT DA e IR S AT o G T VR
AR T A4 5 e RS AL G0 H T IS 4L S R A8 AAon] LA pa AU
FoAth 227 bl 3RS IR o 0 BV R BRI 1A 2 A 0] A FE R, 9, Ak A
JUUPY, L P9 BB VA T o TS I ] B R HE N O TR T 30 73 BRI REAK A v, AL
EE ] UL AR B [ R AL S e 2 Rgs 24
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[0441]  PARBIGUE AT LA 46 A I O AN R IR TR) B IR A, Bt g 1 H- 9k P e — Rl IR 1R
HlEs, ] B R, LAY R, BN T RA4E R, 7 T MR T EEES. SHHH T Ok
i, 2y 1A PHOSALPG-50 (B8 5 1, 2— TA —EEIRk4E, A. Nattermann&Cie. GmbH) A ¢) 0. 01 % MH:
YL 80 FH T T Ho A AL A 4 1 T 2252 16 1 IR 300 FRTC ), AT BAIE B T A e B 25 Ak S 0 1
Bl il o

[0442] 25T A BHALA PN AT LIS 25 A FER 2550 2 an A H [l A28 4, )5 ]
A IR A SONAE Fg  rh R R B 2 AL S B EE TR BB BE T e [ AR AR I B AE IR K
B EARAL, (ERARIE A2 25mg BIZT 1o 40 FAT FVBAARZ A, 550 ] A bk, FL7), TR I 22,
TEAZ BN AR 7K IR BT VB 1) T TR S SV BB Vo

[0443] 2 T 3RAFACE /KA PR ) 8L, W LR AL G el 242 b T2 i ks T A ALEL
TeHLR (I 7K, 0. 3M BRI PR ol A7 45 BRVS W » B BEVEMh, R M AT AW ] LS T 538 1) Bk
Y. R BIEIE, 1A S T EERILEREENIN g 6. EENE1E
(RIS R I 45 LA, (HR AN R PR T, W BEJE [ 0-60 %6 B ARFR ), L%, N —BE, R & B
300, 58 (WAL 80, H i, ZEAE L0 TR IR R, JIg 107 B sl H vt B 107 IR I 4 55

[0444] X FICRETHZR G2 CLANI H HLnT FH A0 A P Bl &R i) 5] 1R 25 2, 3X 28 31 5] A 46
B R ), B3, T VRS BV IR B T B EE, Bk, TR B, S5 . 4 T VA AR EE A
Jr BR T B2 IRy K2 95 LD S LIS PN TR 5 o U PN TR B2 T T 5 5 s P TR I PR 5 58 5 7 1 5 FIL S ()
FOCEFEER) ORiEE. EYnT LOE T 7 8 1 sE e il Y it g 24, il
T by N s PR, Sk bR I aORE B IR AR (B, R, B R AT R R, S ) MR
sOE T M AW SR UL R T LS At AR s R — i gs 2. TS BREG 2. H T
B SORCE BRI IR YT BT I, DRI R 25 2534 R IR 525 24 B8 S =058 25 51 B
Z5 A o

[0445]  FERLMC B R J7 b, (LAY 75 B0 9T I R 2h 25T & 7 R 2 SR
(25 25 m] LU ik, 40 4, i A 2 AR 4 BR i, 8RR R0EE , Jmit H , 8dyE 5, dig 2
BB, BUKEE S B AN B BB A, BRI A 2 SLET, T LI, BREERSIR
IR R, AL FEIE, sialashe JiEE, B 4T 4k,

[0446]  7E H AR SL Ty %2, 406 PR 3R 5 7 Vi3], AR ) BTk N R 25 251 259)
HEW. WAL, F T HE KA 125 25 205008 o 5B I Bk Sems . R B, A5
VAR RT B8 B 45 G R AL 3 S5 57 i BRI X R B BRI 1) o —JC s, 170 e 40 ) BR & Hh FR 2t
THELALTR Y, 4 0, VR TR R BUC K R i A0 R PR 4 G0 B s T T ) R B = )
8¢ sachette "o -G HEA 25 200, ‘0] UL 256 T8 5 0 B I 299 20 K B ER 7K 1950
WOt AGYa e 25 1, mT DA R R K 8 Eh K (R 2280, 7] AFESR 25 2 BTR &
53

[0447] {40, FH T3 56 B A A B TR TR SRS T A4 5 0. 1 % 10mg/ml, 41 1-3mg/ml, F
M SRALA (R BV » &% B VP 745 Phosal  50PG ( BENSHE IH A A — . 5 — 5= — H I
Bis LB KGRI R AN BTN M ER XA R B ) Ay 80, &°F 0. 5-4% [ LBE, 41 1. 5-2. 5%
Lo AN R A B USP FrE i 80 (5 80 il 2 2-8%, 11 5-6 % v E 5T
Ko BATCRIAE— L1500 524 5. 2% IN R R4 MU, iR 28 B IR 5 v A
Ab P, AFE I — IR IR TG R i K
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[0448] A F A IS ) IR IR AT 25 A 48— 5 A FH 1 IR 20, g i), IS,
FHES 2, B850, Bl B Bl IRV, BVZ B . IRE N iAW S5 M e 55 R /
SMBRIRRGY), 5255 ERlEe2 iveky (an, Tk, O sk Zk ek ) B, ATt
WRF, KR AT L3R, s b VB SR 4T 4E 2%, Tk, BHRS, WIRSE TR &4 A IR ] 48
W R T332 Fs ), W R BT A R, R FH 2% b T B 2 (AR, K650, JE T 7,
fiEEsR, RIMAEAT (AR TG PER ) , B VT S, AR EABR T, M ARIREE AR IR .
ot S RN i AT 4 3 R T L AT 4 AT IR LA I M B S BRI BT R A L R TR
S KT A B AN IR B A ) IR IRATS L B IE R RIDRG L TR L L AL L R AUAS B R AT | FL
Bl LR b H R SR R AR TTUE R R . e SR S A R S AR R
TR IS AR 2 8 4 ) By BB 61— A4, (HAS PR T, Jv& Vb 4 188 SN bk | il
NRIRES I FZ i i (cetostear]l alcohol) . cetomacrogol FLAKME I 7K (L BLEE s A A4
AR VBEIR AR T A B IR AR IR ERAR R = S AR I TR AR AT R AR T R
2 0% il BT BB SR e A v AL A A W . T AR SR R F 45 T K s A VA A v
B3 40 T B PR B O Y B S R s FL AL ). USh, 559, 121 35, 536, 729 55, 989, 591 ;
5,985, 325 ;5, 145, 684 (KAck: ) 16, 197, 781 ;F1 WO 98/56358 Fh AT TiEH T A K W E
WASRARL 1) LR AT, BT A SCERAE L S | AR A 275 . B8 A R B iR S AU i) v ) ] A
R A I P R L G0 A, LA, SR £ I 8000, Bt BR A, T i AT 4k 2%, iR IR T,
WK, AR, IBIRIRER , povidone, Y& VDU 188, 5 L —JF 20, 000, H il yHIR S,
PEERARE , AL S By VRS 2R v K O DAY IXFERI LR, 99K
KO TS (ETERE /=R ) 1-20% 5 MR, 70-95 % 1Y) TR, 0. 1 422 4%
) 1 58 2475 L - TR R G0 S e B S ) TR 0—1 % 2 TS ME R Jn k38 o — AN B M 3
(KL AL & 2 15 % TR IAZRAA) 81 % A L 2 % B8 LA LI e i < 2 %6 U B A 0. 1 % it
o

[0449]  —ubff il R RE TR 2L S LIRS AR L A E AR IE 45 2 .

[0450] 4G 20 (AL & W) e AR 2 253 mT DLIE b KAk 5 ) T 8 1) A 1R B2 Ik 16 52 2 i 1)
D SR i 25 2 SE IR . A T IX AN B 1, A W4 25 80N FH M2 A ) LG 25 B 25 T B 32 1
SR s A, WIS, TR, YRR, Wi, A AL EE, T BRI, XA B acik dnok, 1, B,
P, R, H 9 =1, NG BRI B0 0 iH o LAt JRy 0 4 24 B B0 A A0 6 V1R A v 7
PRAHER e NS, RO, 1% (95% ), REM OIG5 ARREE (5% ) WIZKE, 8=
FEHERIR A (5% ) KW oA JSURI B s A 551, Y i 571 A B A e 57, AR AL 2557 AT LA
MR o BN . B n] REL R4 BB B IR W %N (Azone)

[0451]  JbAb, FECIFOLT, Wit &Y nT DL HEFE S E I, JHCE T BRI b B i sk
N IXAFEE BB E AR, BN, RE SR, TE b sl sk RS R, B S
BRI R R o XTI FHIRY B IR, 37 Bz 25 24540 PR A B85 I 1) 28 0 B 138 e i 1
BN ZEERE R R AR 25 25 757 2o IXFERI 2 29T i A R AL &4, s L 252
RS2 (1) £, CLET], FLAR, IR, A, &8 W9, AR ( BB A s E Y ) 177 X
%Y.

[0452] W 3E ik A% FH A 5 AL B W N B A (1K) 078 B2 A0y iy SE B B 25 2, A AR T
WAV RIS TR, X T B IR TCEE , I A1 48 B RS T8N I 90 AT 4 5 W o 3T ] 2R
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B b T = = oy T P e S 1 5 W01 R = I sy N B A
TR PR P VR Bl [ AR L) o 6 B PRI ) F 0, 2 3 e ol 2 P 2 130T i ot B 7K A YR
7 it R B PR AR AR e 22 i DA ZE 20 ] TR i M R R TS L, B
AT AL B B R I A 2R B JE () A B2, B B v M G I3 0. SCHR T 40 L e P 26 235
Ho

[0453] 3R AT 225 AR 4% » 04 anml w] IR, 41228 b hn A\ i DA SO R R0 1 s e, FHH
Mo IERAE K AT PERE IS, &+ B O .

[0454] 7= A= 2 il il 351) 1) JEURK AN 5 VA AE ARSI CL AN, W LAIE A TS i A R 8. 2
1 41 US5, 182, 293 F1 4, 837, 311 ( Jy Tl Jieg 5 e L Athy 11 R (3% o) 3510 LA B 8 Jhk Py 1) ol 5710 )
EP0649659 (1995 4F 4 H 26 H HiRR s TV 4525 Ui B I35 ) 1 0648494 (1995 4F 4 F 19 H
HERR s IR A 25 (K Uk BRI ) o 38 W] 23 W, USB, 145, 684 ( 4K Aok ) i 5, 989, 591 ( [l f4
) ) F WO 98/56358 LL % Yu, K. %%, Endocrine—Related Cancer (2001)8,249-258 Fll
Geoerger 2%, Cancer Res. (2001)611527-153,

[0455]  ALEWIKAA RGN B AR L 0. 01 24 100mg/kes, Lk 0. 1 £ 10mg/kes I
FLEW R ERTEE 2 N, LRk Z ) E4S 2. — e, 0/ B RE AT 19 A 45 21 H
F G AR B F LY 1 B2 2000mg. BFR, B (BUAEHEZ KBS ) BLRE T ZH
A LA —IREZ IR . Blan, B LRI B TR, 40 410 J, & FEEAR Hp (g i— ) &RH]
Y IR IR, B IEAG BN R e (4 1-30 K ) 4525—BeNA) (4n2-10 %),
B XA A TR W0 4-10 ko B, AR PRSI R4 25, 774 5 R, 152
9 KRG, HERE A b5 Reaey 9 KT, B4, EE 4-10 K.

[0456] A %¥A T BRIMPT H AR 1) 25 L BORER 594040 1) 52350 70 b E e 1 52 Wi 532 Wi 245 4) 551
K VRN, 78R RS DRURI Al i v 7 I, S Bk 1 22 ZRAL R & 8 1 o iR e 2k R
RN M R AN, DA R ZR L BCE IR R 5T, AT L I AR I R B A 2 o S5 41, 7]
LG8 1t A P A & B3 PR 0 5 35 B e o2 e A FRO5R Y Bl o A GR) mT AN IR 1 1R 4R B3))
WA IA ZR G 50 s N I 2R HE T o v e At DA ORAg B 1 324 e e R 6 ) 7] K
L B HR T AT AN B R 2, RS 45 258 18 AR B AR IS AR EE L T 9 R S A BEIR A 59k
P IR B, P AR FE NG AR B AR YR T AT (545 ) s LSR5 B R T R2 40 i 1)
JRAE

(04571  FHLAYAYT B O AR 2 B B BB R LI, 25 7 IR AR i BH B IR 2SR (A R =
A LAAS[A], IR B e T B R 2 A6 B0 45 7 B0 07 sGER A BT i e R g = AL, DA
BIGIT MK S M SRR R P20, BREG TR MBI FHEAEZ 0. 01mg/
kg—100mg/kg, PLIETE 0. 01-25mg/kg 2 ], SEALIELE 0. 01-5mg/kg - [A], AT SRAFI B 45 H
vHRI H SRR U B & 25 250 AR A . SRR, B MR K F 8 5 M A IR = K
F10% 5 20% .

[o458] 4t B ISR R & 77 S0 — 8B i, 7R P s BB T N 45 7 & FH 25 4% 1
Gy o A 2R oy AT RIS 255 s BV A0 2 BT i a3 (R0 85— 3R 28, s R e STy il 5)
B0 s A H AR BT EIR T N 25 T AN R IR, B8P E R 5 — P TG 7 45 7 -
[0450] AR WL A E — DA K W25 A S DR B — B2 A aAEy)
()25 A0 BT & o 5 IXAF A B B M DI 1) mT DLA BUR HLAA B E 1 25 ) s A4
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i) s PR A A FH B 6 1 A T2 2 1A B BUR FLAA L 48 BT 25 24 1 i A
B S o 12T B U B P AT BB S AN R 2 T B A i B B A SRALL A R s FH
4

[0460] I 471) S it 451 £, 5 L ) HL AR S BIRIE AT 4R 5, AT DL S AR i B 5 A B AR B
HIRSEY . SIS AU U, AN AZA R A MR 77 U BR il AR W VF 2 A5 1AL
ARE A AR N BT 2 Do IXFE ISR AR AL, A0 45 B WA SR AU 16 B¢ i) 2% il 5 R0 25
L s SCBRRE A MR DA R G b A 23 7R 0 S AR AR 5 ot 24 40 P R s e = 4
R R 8 S5 A0 T A S I R LR BRI ARy AR 32 K R [ Y

[o461]  Jr 3 51 AL 45 22 25 SCRR A 55 A SO 5| FH I 225 S0k B AU £ 41 B
K FE LM HE, FF AR 2 g AN BRAE TS A 48 U, Ak W St S S R BLAL
R LB, LG (B Al R EC ) DS T AR e A RS R o AR A
AL B A 5 O ) 5 B AL DNA DL R e g 2, 000 AR SR RN B2 L 0 5 [ 2
Wo XFERTECAR 58 A & M AR SCk i 9. 2 W, F AP HOR Molecular
Cloning UA Laboratory UM anual, % — i, Sambrook, Fritsch 1 Maniatis =44 (Cold
SpringHarbor Laboratory Press :1989) ;DNA Cloning, # I A1 IT(D.N.Glover ed.,
1985) ;0ligonucleotide Synthesis(M. J.Gait ed.,1984) ;Mullis % U.S.PatentNo :
4,683,195 ;Nucleic Acid Hybridization (B.D. Hames&S. J. Higgins eds. 1984) ;
Transcription And Translation (B.D. Hames&S. J. Higgins eds. 1984) ;Culture Of
Animal Cells(R.I.Freshney, Alan R.Liss, Inc.,1987) ;ImmobilizedCells And
Enzymes (IRL Press,1986) ;B.Perbal, A Practical Guide To MolecularCloning(1984) ;
the treatise, Methods In Enzymology(Academic Press, Inc., N.Y.) ;Gene Transfer
Vectors For Mammalian Cells(J.H.Miller and M.P.Caloseds., 1987, Cold Spring
Harbor Laboratory) ;Methods In Enzymology, Vols. 154and 155 (Wu et al.eds.),
Immunochemical Methods In Cell And MolecularBiology Mayer and Walker, eds.,

Academic Press, London, 1987) ;Handbook OfExperimental Immunology, Volumes T—-TV (D.
M.Weir and C.C.Blackwell,eds. ,1986) ;Manipulating the Mouse Embryo, (Cold Spring
Harbor Laboratory Press, Cold Spring Harbor, N.Y.,1986) .

St 151
[0462]  SZjfafsl] 1 - FFFEIRIR £ 15 C-43 iR 7F 2= N5
[0463]
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[0464]  FIREJEEE LMEMES (ethyl methylphosphonochloridate)

[0465] V21 (0°C) IR — LlE (15. 2g,0. Imol) HIZREEE (30mL) (0°C ) H—ix
P PC1;(20. 8g,0. Imol) o 7E O°C RN+ K NIR-G Y 2 /NN, 28 iy H 25 B R 5 R
PR POCL,. 750815 12. Tg TLEMPAR =4 Bpt. 52-54°C /1mmHg ;*'P-NMR (121MHz, CDC1,)d
40. 7.,

[o466]  FHILIEIR L ME C-43 B iR R AR

[0467] &S, 7] L 5mL YA EI (0°C ) FEHAEZ (0. 1g,0. 109mmol) (1) & ki i
im0, 25mL [ 3, 5— — FIELHERE (0. 088g, 0. 82mmol) [ — & T e i ¥, bl fo 32 B A
0. 25mL F & iR L BEIE L (0. 078g,0. 547Tmmol) M & L. 75 0°C FHH: Lt X
N3 /i (A MS W0 S B s 78 43 R, BT 50 ¢ 50 [ CH,CN/H,0, 1 ¥ DMSO
B SN FER ) o V2 BN 22~ 20mL (] EtOAc B Bé 5 8% 258 EtOAc (150mL) 17 Fll (¥
NaHCO, (100mL) )73 85w 3+ 77, B 22K 2 5 , A ALZAH R A8 0Ky i) IN HCL (12X 100mL) « 142
FH NaHCO, (1 X 100mL) FHER7K (1X100mL) ik, H48 MgS0, T4, W46 . Fr=M&e i i ik
JEHTE (PERFIA 0.5 ¢ 10 & 3 1 3 ¥ MeOH/DCM/EtOAc/ 1E Okt ) 4lik733 0. 024g (4,
A (~2 @ 1AEXFIIEE4 ) -'H NMR (300MHz, CDC1,) d. 4. 19 (m, 1Ha, 1Hb) , 4. 15—-4. 01 (m,
3Ha, 3Hb) , 1. 56—1. 27 (m, 6Ha, 6Hb) ;*'P NMR (121MHz, CDC1,)d 32.1,29.9 ;1043m/z (M+Na)

[o468]  sjfids] 1, b —Fh & s

[o469]  H WA Z A S R FEiE ANE R IR NI . BHEEBIFA I 2L 0C (1ER
N AR R EFINE -515°C) o« FEZ1 813 4380 N i\ R ZEBE IR £ Be e &0 — &0 5 i o

Bt 5 SRR GE NN 3, 5— — I EAERE 1) — S0 e, 7249 15-20 \%EFWJJDE %UJJDHL
B, RNV PIRARFHET 0°Co SRR HIB N 3 /NI, FFiE i TLC(L - 33
MeOH/DCM/EtOAc/ 1E Cibt ) FHAH HPLC Z3 4 M il e R i 72 E*ﬁ&ﬁﬁi‘iﬁqﬂ,&mﬁé\%
2 LR ST R R EAT

[0470]  SEjfidsl] 2 : FRILIEIR IE T 2ElE C-43 S ina =i

[0471]
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[0472] [ AL7 TH- DY M (~0.002g,0. 028mmol) FAEEIHH AN 0. 33mL 1E T (0. 041g,
0. 55mmo1) [ DCM Y53, B J5 NN 0. 33mL (17 3, 5— — FRSEALRE (0. 090g, 0. 84mmol) ] DOM %
o FTSIPEIE A 2 0CIEERSF M 0. 33mL FIILREES —BES (0. 073g,0. 55mmol) [1]
DCM ¥ . 331 A AR B = 4. #WHIR (0°C) Tz (0. 1g,0. 1lmmol)
() DCM 898 4 N 0. 5mlL (1 3,5 — B Ltk mE (0. 090g, 0. 84mmol) [ DCM %5 , b J5 7. I
IIABEBEA G ( B B OUUE R = O ) JFH L omL DOM Pedk. Fifs s (AE 0°C
TR L0 NI (RMS 73 ). Wi (0C) RNV L ~ 20mL. EtOAc Wik fa B 2%
EtOAc (120mL) FHAIE] NaHCO, (100mL) 170 &k ke B 2ZKZE S, ANLUZEAHRALH vkve
fK) IN HC1 (1 X 100mL) a1 NaHCO, (3 X 100mL) FHEE7K (1X 100mL) $Ei, H2 MgSo, T4,
Gio F- AR ZNTE (PEMHI 0.25 10 23 © 3LBLK 0.5 1 10 ¢ 3 © 3[H
MeOH/DCM/EtOAc/ 1F W% ) 1 AH HPLC (85 % MeOH/H,0) 433 A @Ak (~2 14
XTHRIEAY)) +'H NMR (300MHz , CDC1,) 6 4. 15 (m, 1Ha, 1Hb) , 4. 11-3. 89 (m, 3Ha, 3Hb) , 3. 04 (m,
1Ha, 1Hb) ;*'P NMR(121MHz, CDC1.)d 32.1,29.9 ;1071m/z (M+Na) .

[0473] St 3 « FHILIPHIR 2- A2k L2k C-43 T A7 2 K
[0474]

[0475] bRl &L Sl 2 A RIAR DU IR G . iR Atk (~2 11
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AEXTHUREY) ) °'P NMR(121MHz, CDC1,)d 33.0,30. 8 ;1073m/z (M+Na) .

[0476] Sl 4  FIALIHIR 2- LI LHEMs C-43 T5 A 2 N
[0477]

K
)D

"

3
2

[0478]  Frdifb &AL L) 2 PRER AR VES M. BB tiiE (~2 01
ERtmVES4) P N\MR(121MHz, CDC1,)d 32. 8, 30. 8 ;1087m/z (M+Na) »

[0479]  SLZjfafsl] 5 - FFEEBRIR 2 (E NI O FEME C-43 R %= N5
[0480]

[o481]  FRdifb &L Lt 2 PRER AT VES M. BB taiiE (~2 01
AERtmVES4) P N\MR(121MHz, CDC1,)d 32.1,29. 9 ;1057m/z (M+Na) »

[0482]  SEJfEf5] 6 : FF AL BEMR S TN FEBE C-43 N4 Rl
[0483]
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[0484]  FRdifb &L L) 2 PRER KA VES M. BB taiE (~2 01
ERt VRS9 ) P N\MR(121MHz, CDC1,)d 31. 3,28. 8 ;1057m/z (M+Na) »

[0485]  SLjffs] 7 - FRIEREIR 2- (2- B - L5 ) - LN C-43 FHiNE# s

[0486]

[0487]  FRdifb &L L) 2 PRER KA VA M. BB taiE (~2 01
ERt VRS ) P N\MR(121MHz, CDC1,)d 32.7,30.9 ;1103m/z (M+Na) »

[0488]  SLjifh] 8 : —F AL — RJEEER (phosphinic acid) C—43 T2 25
[0489]
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[0490] & — IRIEIR C-43 TR INEE R

[0491] | 5. OmL fEFE I ER M & & (0. 109g,0. 12mmol) il 4— — AL LML mE (0. 072g,
0. 59mmo1) [¥] DM ¥ (0°C ) T MAF &AL (0. 050mL, 0. 54mmol) o 15 7385, {f
5.0mL DOM M BEIR G IR EN 2 —78°C o In] e NV Pl N2 2 43 B BRI 1 1 (P
RNAREAE 75mL EtOAc I 25mL 5% HC1 /KR FIMAHIE S 70 8. AL o AHgkE
25mL 7K A1 25mL #h 7K PEEE, MgS0, T4, Wi . Ptk YAt Zmik (PelifA 9«1
AR/ ) 4i4k78 0. 029g BT 2P NMR (121MHz, CDCL,) 16. 4 51014m/z (M+Na) .
[0492]  SCjf5] 9 « — A — RIFEIG C-43 FIN# 2 i

[0493]
3
/
[0494]  —HIZL - IRIBEIR C-43 B MR RIS

[0495]  FERAIH, W) 1.8mL A E1 (0°C ) FHMAFE# (0. 1g,0. 109mmol) 19 — & F 4t
WA I 0. 168g (0. 82mmol) 2,6— — — AT Z& —4- FEEMbmE, B 5 2 RUIIA 0. 2mL — FF
FE IR L (0. 062g,0. 547Tmmol) Y S . EITO R MNBAEE ST T 0°CHit:
3.5 /N (G TLC WIS R ) o ¥ (0°C ) MR ~ 20mL. BtOAc FiBt G i & &
EtOAc (150mL) FHUAIH) NaHCO, (100mL) [#)7r B F o BR2KIE G, AALZEAH R AT FHUKY%
f) IN HC1 (1 X 100mL) « ¥ F1 NaHCO, (1 X 100mL) F1Eh7K (1 X 100mL) PESS, H4 MgS0, T4,

74



CN 101717410 A WO B 69,/76 T

Wi AR PR ENTE (BERHI 1 0 10 ¢ 3 0 3 1) MeOH/DCM/EtOAc/ 1E W%t )
A A A3 3 (3@ 4K 2 'H NMR (300MHz, CDC1,) . 4. 18 (m, 1H) , 4. 10 (m, 1H) , 3. 05 (m, 1H) , 1. 51 (m,
6H) ;°'P NMR (121MHz, CDC1,)d 53.6 ;1013m/z (M+Na) .

[o496]  SZjfifs] 9 - ) — Pl fy ks

[0497]  FHMAREZH A P LeE AR RS I RNV o BFREBIEAEI 24 0°C (fER
WA FE AR FESNE -5 +5°C ) o FEZ 813 23BN NN — IR IR B IR e (2. 0 BE/R i)
)= A PR . B ST RO FFGE NN 3, 56— R ELMERE (2.2 BEJR M) M S PLE
TEZ) 15-20 73 8P IN5E o PRIEHERE, SN IR AREFIC T 0°C o YA R NI HE 1 7
I i VA B S VR e A8 A, 25 LRI NaHCO, 7K VBURT AR AU T JE % (MTBE) , LR L Fig ek £
AR IS o TR IR 30 F11 60 23 BhINRE AT o 425 PITIAS s S T ZARABAIR) 77 V2 i) 5
e RONVIEFEE T TLC(L ¢ 10 & 3 & 3MeOH/DCM/EtOAc/ BRTM% ) Fl R AH HPLC 43477 s il
73 B A HLZ k48 Uk 9 IN HCL (1x) AT NaHCO, (2x) FIHLAT NaCl 7K ISR PE %, 7
SRR . IR IFER RV, B F WAL ) 5 T IRV ) AT e e A IR AR A A, & E
FHER S AH HPLC 43 Hrafifh. .

[0498]  SLjffsl 10 AEER — £ ME C-43 FHIHE =R

[0499]

[0500] b AL A 4 48 S5 9 P 1 IR AR LT VE A . BTAR o (1 TE AR TP
NMR (121MHz, CDC1,) d-1. 2 ;1073m/z (M+Na)

[o501]  Scjfifsl 11 ; — 2R3 — VRIERR C-43 TN Z IS

[0502]
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[0503]  br AL G 28 S 9 P 1 IR AR BT VE A . BTAR W o (1 T AR TP
NMR (121MHz, CDC1,)d 31. 3 ;1137m/z (M+Na)

[0504]  SZjfafsl] 12 . — £FE — YRIEERR C-43 TRt 7E 22 5

[0505]

[0506]  Am @Ak G S 9 T RGR AR VA e, PRS0k Ll 44
[0507]  *'P NMR(121MHz, CDC1,)d 61. 3 ;1041m/z (M+Na)

[0508]  SZjfafsl] 13 . B IER C-43 N E = AT AW Hl &

[0509]
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0
(R} "OH , PPhy, R'sN

EtO,CN=NCO,Et

[0510] b sk 43- K ALST] & Kay, P. B. 2546 ] Chem Soc,Perkin Trans. 1, 1987,
[8], 1813-1815 H A H 1 77 vl 4% » Bt IR 50 A R A% R A& B SR BUAR I B i e
iR S N = SN i AN e B (6

[o511]  SEjfifsl] 14 . S@EANZEK C-43 B aE I E W dil s

[0512]

[0513] Lo nUb38 5 @AH & 4L &) 7] i&E ] Yamashita, M. %5 4F Bull Chem SocJapan,
1983, 56, 18711872 HH/AFFIA 77 14, BT F AR 30 b X L2 15 22 s W IE A 41, RX 2 ik
TR F A C-A3RK0— 53, % UK HIBAY R L HRF S A H AR 0P e PR L 57
e NS R e

[0514]  SCHtifhi] 15 o 27 B ) e A U A 1) C43 T I B 22 i AE M B il o

[0515]

9
P—(CHy)m N

Ry~

NH,
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[0516] o R 5 2 FEAH & 4 &9 v iE ] Cavalla, D. 5§ 7E Tet. Lett. , 1983, 24,
205-298 ;Grinfield,A. 267E WO 98/09972 Fl Or,Y. S. 267E US 5, 583, 139 H /A FF (1) 151l
25 BT B HEIR R P X 2 s Z BRI W, ReX A2l T E R B 22 L A1 1K C-43R*%0- 3143, m
52 1 & 10 T, SR I R 2 BURBR BRI IR DG % a4l 07 2k D7 U8 A 05 2k
AT R IE T

[0517]  SZjfifhl] 16 - ST BAFEAHIE () C-43 FE A AT LW il

[0518]

1]
Ry NCH)-O

P —0
(R)7~ (CH)a—X

||||

[0519]  Fo xS B4k &9 W] 3& FH Cottens, S 25 7F PCT [ i B i 22 FF W094,/09010 F11
Cheng,D. £ WO 98/09970 I J5 545, Bt FH BIHE R G0 CRIZEE) b X2 s R,
myE 12 10 FIECT, 5 BRI R 2 BURBICR BRI R 107 e T del ik 05 i 5 4 ik 2 5 2k
A AT o

[0520]  SEjids] 17 o SR AR FEATZE [ C-43 TR IAEE E AT A Hl

[0521]

0
. il
HO. 1. R*X, B (R)Z/P—(CHZ)H—,-S
2 HS-PG, 5
\o :
lllll : 3. Bk
o OH o

4' 1]
O Ry T NCHIm—X | 5

[0522] bR ERBRBEAL &) T] 1E ] Grinfield 28 4F PCT [H Fr B i 2 FF W098/09972
O TR T332 10 2% I RS IR IR T X2 3 BRI 49 4, ReeX AR R T 1B A B R HT
C—43R*0— #43, mJ2 1 &2 10 EF, PG BRI, SR I R 2R BURBCR IR TG
) N LR N S S TR S T B i N

[0523]  SEjitidp] 18 - HL B & i K A AL i
[0524]
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A
1. R*X, #&

;i
2‘(R)2’ ~SH &

B
1. R%X, 5,

2.* HS-PG, ji
3. BARY

1]
4.(Rh’P\X

-3

[0525]  E7ndbZRa - A& YR IEH] Yuan S5 4E Synthesis, 1989, 1,48-50 (# 4k A) B
Grinfield S&4E PCT [ FRHIIE AT WO 98/09972 LL e Masson SZ%{EBullSoc Chim Fr, 1996,
133,951-964 ( B84k B) A TR 77145, T R IR 150 P X0 i 22 sl 451 4, ReeX A e
T B £ I C-43R%0- B4, m 2 1 % 10 (AT, % BRI R 2B EA IR 1 B
U5 RAEE D5 3k L O SRk R D5k LR DT R SR )

[0526]  SEHEM] 19 Sk a3 AR

[0527]

1.RX, &,

[0528] o RIERAL ST Grinfield Z54E PCT [H By B 23 JF W098/09972 ;Bravo, F
2 1F Tetrahedron :Assymetry, 2001, 12, 1635-1643 ;1 Wang M, 257F ] Org Chem, 1995, 60,
7364-7365 T A ITHI 7L %, BT FL R RIR R T X2 b 22 e RIET ] 40, ReeX AR R T 1R B
FEEHH C-43R%0— &7, m 4 1 2 10 BHECF, PG 2RI EE, B IR R & BUECREUR
Y 0 1 IR AL L D kL D SRk 2R D5 R L A O ARSI )

[0529]  sijififsi 20 & H C-43 5% 353 {
[0530]
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(I) c 1. %Mgi\-yﬁr w"i

e 2. HX-R'. B

[0531]1  FoRIRAL-S4mTE H Zhao, K. 254F Tetrahedron, 1993, 49, 363-368 F A FF K75
A& BT IR X & NH, 0 88 S, SR BT R AT R 2 BB AR B I AR i %
NRAEZE, J73%, 740k, 2905 56, 207 AR5y (B X2 NI, R” AT DA 1) .

[0532]  sijidsl] 21 e 0-P- ML ED

[0533]

[0534] o n 224k &4 n] i A McCallum, J.S. 2§ 7F Synthesis, 1993,8,819-823,
Nifantyev, E.E. 287F J. Organomet. Chem. , 1997,529, 171-176 "2y JF #5044, BT H 1
R G X B AR

[0535]  spjfifsl] 22 . H A B

[0536]  E @l C-43 By ERKEAT A Gl % (S WS 1.2.5.11.17-20 [FI{HEBEA
A0 R BB E O

[0537]

L'E PG-X—(ZH%)—x ‘,3
7 ONYOL (3 -

RFEREHRE. F&; O X-CERE

X h#HEX;

X'% O,NH, 8, PG HH{RP %)

2. LR H

IRRREM 2,5, OH
11, 17-20 &5 3L 44 o
VAR R A H 4L

{Cottens, S PCT

Int. Appl. [1994]} WO
94/09010 and Cheng, D
et. al. PCT Int. Appl.
[1998] WO 88/09970)

[0538]  SEJfafs] 23 (F%E K] C-43 B M2 2 PEG BEIH &
[0539]
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~—

CH3(OCH2CHZ)G~0'

CH3(OCH,CH)q-OH, q=5-450
(0] -
_'}D]/u 3.5-=§ kebeg -~ «ﬁ . Erk _;_’
~cl o e
m‘ﬁ CHs(OCHchz)q o] 3,5-:- ? iv&‘% ,
(0°C->rt, i), (in situ) 0°C
g=5-450

[0540]  SZjfafs] 24 -4lifk,

[05411  Fif s 158 B St 9] () 4 & A m A P ek Je PR A 25 AT 92 Al Ak DU 25 AT BEAFAE 1
A% TG B B 1 R A (AL FE R B I B A AR R B I R R R Rk ) RIS T A
). TEEREEN RACRE IR IO AW EN RS, W BIOTAGE, Inc. (PO
Box 8006), Charlottesville, Va 22906-8006) [{I7= k. W 3RTFKEMFErP AL & ki4E h ~
30-70 u M, fLA2H60 AMIRERS . T SCHRAE T8 A IZFE I PRI ZE AT R G Atk A K B S 1)
Jithe

[0542]  FH=W¥s T B/ D EMAEEFT (=5 F o, “DOM”) FH2LIHT FLASHBiotage
JERTAE b B R DOM eI S, A W1 0.5 ¢ 10 ¢ 3 1 3MeOH/DCM/EtOAc/ ¥R Wkt
VAT RS VEN Y. BEAEHW 1 2 10 & 3 & 3MeOH/DCM/EtOAc/ 1 O VA 7 22 S
Ve EMTAE . R BRI S TLC, IEAHBUR AR HPLC 43 #. & FF4 IEAH HPLC #fi & 1 7 4l
PRI A B 2 A P BT B WK G . O T BGE AL ) SR, ANGE R ] A
5y B FLASH Biotage Z2 4 s AR [R] A wE A 370 P R Alif b 42 R TRDRE ) 4l B A v 5 9
AN B PP ITTE I 53 AT 2 RS RIAC e, W S T ( BL B M gEAT 4-6 k), FRAEHIAH
) (n, THE ) VBRI T & 9. A IFRT, M HrIEehe & 40 Rl B2 1)
GURE . wAS R AR R AT (e o IR ) FEAEE IR IR = AT i RS #e (i 2R b gk
T2, B\ NEFSTEEEE, W T EE, TS T T QC 2087,

[0543]  SZjifsl 25 o G aRAL A YR i B S 4

[0544] {1 25mg/ml & SLE] 1-12 AT LAY 100 % LFE P 8K LR LG 00t
JUSF 2 3. 0mm X 14mm (ANEE Duraflex. ™. SCHEIFATWIZ . THESCHE, WHIZR R GG A
YR TSR M. 46 1,4 “48 3 Okt (AldrichChemicals 4585 ) til4% 75 & 25 [f) PLLA/
PCL $L 54 (Polysciences #555 ) » fFEAAWIHISZHLLL 200rpm 15 OFE HE R , F7E
e e i A 5548 (BinksManufacturing §565 ) Wi LR M AIA 25 10-30 #. RS
BSHE T 25-35°CIr A al Kk 24 ANRHEE I E B K

[0545]  SLjtifsl] 26 - fEIM 7 40 48 hn 4 2L &)

[0546]  AEEHN Duraflex SZ42 (3. 0X 13mm) H SS EHOLBI USR] 18 i3S = LR TH 1
FHLRE B3 N B 25 R AR . W& SR IE BT (strut) ZI 158 10nm. 3 Snm (¥ [ 4 n]
HE— IS AR R T AR A o MRS ZAE S 5k I B 52 Fs AR B, IR AN 23 9k 59 S 48
(4RI Jy o SEHER] 1-12 FAT— LAY n] B 332 108 BN S5 4k & W) BV R0 3 T S 48 R 1]
FE A, BT AR R T 5K 5 — A P b N B O 1R O BE s P . T
SCHR AE ) B AE SRR T AN IR T T 2 Wit A o SRS AR SR B USRS AR
PRI SRR . A &9 B SCHEBE I [RI7E 1 KA 456 K.
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[0547]  SEjife] 27

[o548]  SEJiifh] 1-12 WHE— LSV T SR SR, AR fE Wi s T332 b, R et &
Y IR B AE SRR o 755 A A G I SC AR AR T e S s OHEAR T sl e e (A, 2R DU 9] &0 »
PARYLAST™, AT —F 2K ) o ALAWIHTEAE 100 o 2 2 22 5a 2 0], BERUHFEAE | K% 45 K
Z [,

[0549]  SLjiafs] 28

[0550]  ¥R)ZE T34 B3 Ak B0 B S BT AN SE ] 25 Hh R IR il 4%, AR 5 A FH PR g
(AT / B A R e B R AN & 5 E 0T) BIAM 2R AT VR 2 Ba T B3, (AT &
PR B iR J2 T30 b SRS AT AN Uil (o —Fh b el gk it ) k. A8 AN ZE i
— R ORI F R R, AR A A TR OGE, N/ BON SR ey sk N R RIR B
BEAETWAR
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