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[0230]  FAL-EGRIEL 2y Bl R AT ARy, Horh Tk A -
[0231]

RS ||+ R5_ ||+ RS H+ R5R2N~ + 4o R5O/“

R5R2N RstN R°R2N
[0232] & T%{/\EHEJF&E’\J R MR J57. 15 B AR GUIR 0 6 T 07 2 8003, HL T U EOR B
OISR —OR F -NR°R® B 10 1] 24 —OH T NHR?) , FEr 8 AR RE AT BAE () A (@)
e X
[0233]  BARAAF A WE J-Q-A 2 (RY),(P = 0)-W-0-, T4 RY) A2 GFsk R a4y
Jo ST I AR AR ) o e ] AR o s
[0234]  (s) FAKIMLED
[0235]
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[0236] A Zy2= DLW 2 AT, Horb J 1% H -

[0237]

RSRZN R5R2N R5R2N/
[0238] Aﬁﬁ%@im —0-. —S— B NR*~, Q RAEAEER (W3 A & -0—. —S— 3 NR*- )QTLJ
& V= =0V——=SV— ok ~NR*V—, Horp V2 i iy i « 24 i iy e 5 B sl 4 05 6380 43 X R J
o iE L VA, OVA, SVA Bk -NRV- 53R O HAZAHE
[0239] k& 08k S ;% IR Y zaif% ~0—=S—~NR*—, BU&EE: R #505 P LS8 5%
U DRI R R0 R® A7 2 AR s e « 2% B W e s 75 d@«%ﬁﬁﬂ/ﬂw DA 45 Uk BRI R® A ST
2 R\ -PK(YR®) (YR®) « =S0,(YR") 5 -C(0) (YR’) ; {E EHE: 5 P AHER R R 8 R° #o A2
H;
[0240] A AN R®L R A0/ Bk R® 38 43 W AH B AL 2% 3% 2 B 5 4% IR CH IR 1K Gk a7
& ~0— =S— -NR*~, (W) x, B2 IER: R° 5 P L8 555 U H BRI MOk 2 B R B
ME BB 5 DA RATAR MM 3543 AT 2 Mo AT s AN R ) s 2 vk BT x Jha7 & 0-6 32 5
[0241] A IR % A 7 1 B304 I iy I 308 0 b S A 28 T 1) B S R B 1 B 3R 11 L %
BRI SR BRI, #5757 5 A4 05 J5 BRSO SR A s A o5 S 6 2 B RBAR BRI 5
[0242] Moo R® 0 R® A7 3 15 A1 2% g 0 Ik B 5% 85 40 4 L Tl AR s R AR, U b HE
% —OR® FH -NR°R® W] 24 —OH FH ~NHR® {1155 & s A A2 Wi 2R J-Q-A & (R°Y) (Me) (P = 0) 0—, IS
24 (RY) & 15 NS D R R F
[0243]  (t) (p) & (s) SR AEY, LA &R B R® R R 573 B C1-C6 Kid, [Tk
TAEBUE 2 KR OV REAESE — e R IS — I AOE 5t — R R e A A — e -
BRARIE — ZNIR3E D7 R AR 7 R B C 3L, 59 A HERR —OR® A1 -NR°R® A] 2y —OH AT NHR® (15 Ut o
[0244]  (u) (t) BAULAEY), LA R HDLE R F1 R Shor ik B 9L 36 n- A - TN
IET3E2- THE o= T3 SRR 5 5, SRR SE — A E w5 O BEA -
AR IR I — AR — PR SR AR - BT — RS — IR T B B O AR,
T AN —OR® 1 -NR°R® 1] 2y —OH F11 NHR®,
[0245]  (v) (p) & (w) RAULEY), Horb J B R R R 340 S AT s g AR 1) /i 8 A
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[0249]  (x) ATIRERAEY, Hod JoA- 5k JA- & (RY) (Me) (P = 0)0—, HA Y- &FH
15 A~e s /b, AiE 10 AslsE /b, AL 8 sl ARk IR o

[0250]  (y) EFETEE MM =L 43- K - WIRERATEWAEY, K 43 fr 558 JoA &
e, Horp

[0251] A & —0-—S— 8k -NR*~ Sk ANF7AE, Q AFAES (W A J2& -0-, -S- 5 -NR*-) Q 1] L)
& V= —0V—=SV— 5} ~NR*V—, iX L V J&JR I R « 24 I J0 I « 05 ik sl 24 05 530 4, 1% A J it A
B VAL OVA, SVA BE -NRV- 5 EF Ot ELAEARIE sk A2 0 8 S
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[0253]  &UHBRI Y M7 -0, —S—. -NR*—, BUIER: R® 340 5 P (KL
[0254] VR BRI R? AT R BT A2 R i e « A% R Wi e 75 5 oAk 77 63843, B H 5 DA R IR
HILI R® BRAT A2 R -PK (YR®) (YR®) . —S0, (YR®) 5 ~C(0) (YR®) s R $: 5 P AHEM R*\R° 5§
R® #3 AN S H s Hrp A R R® AT/ 1R R® B0 mT AH ELAK 25 38 A
[0255] SR HHBLA G ST AL —0—. =S— -NR*=, (M) x, B ERE R° 5 P (0228 s &%k I
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[0256] IR BRI x BT A2 0-6 FEEL
[0257] A i I 4 JIR s R R 2% I i e 38 Aol 37 L 1) 8 S () s IR s A E B 11 BA R
AR BRI, #0528 24 5 28 VIR SE . 5 AR 2 Bl 5 SR M7 2 B ECR B
[0258] I —PPEE PP T HERHE -
[0259] (1) 28 firZ= ] A4k, BRUL K250 R® 8% —0C ( = 0) AR® B4t 28 fr it ({fEfE—5T

R 7 1))

[0260]  (2) PABUAREARBUR I I ek 3k K X -0R® B —0C ( = 0) AR® [T AEM - 4 24 A1 1
il 5

[0261]  (3) PABUAREARBUR K FF ek 3k K X -OR® B —0C ( = 0) AR® [T AEM) - 4 24 A1 1)
il 5

[0262] (47 fii -OMe Z ] 5% #4 4k F1 / B LUk A W ' 1 3 40 & i -0Me :H.
. R -OR*, —SR*, —0C(0)R". —0C (0)NR'R®. -NR'R®. —-NR°C (0) R*, -NR’C (0) OR*, -NR*SO,R"
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[0263]  (5) :f% 7 47 —OMe AT R DUME 7y -
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[0265]1  (z) (y) ZRAMLEY), PR HILE R R R RT3 5 C1-C6 Kids, ik B — 1k
BEZA K F -OHBEAIE — Bl IR eIt — ARBESE — BRI e el — R3S - h O - 2%
IRSE 5 B ek A 07 R 7 A HERR —OR® Al -NRR® W] &y —OH Fl NHR®, 91 41— 2645350 T, 4%
IR R® R0 R S ik B 36 458 n- TNSE - IWEEVIE T 36 2- Tk, t— T2k 2RIkt
05585, B AU A AN B TR % R EREE B AL 2 B e U .
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[0267]  (ab) (y) 8K (z) KAULEW), BL&W (v) KEALEW T TR T &0

[0268]  ANTEA K BHEIHI— 2R EY 0 43 85 F I BURE A S -P(0) Me) (2) 1%
A (conjugates) BEE MA%E 2 sk HATAEY, iX B 7 2 50 13 JRU MR 2R 0 AS DU 28 1R 4 Joi
[l (I o, BRI R, 22 3E . -NH-. —=S—. —0- B4 US2001/00109020A1 F /2 FF (1) — L& iR 17 ik
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S PMIE. WOCERATE T A5 R 5 X8R st B2 A9, 7= A sk il bt
7, H T EFNER AP LB EmERLSED .. WO SCHRIT A FF I, F08 5
PR U] G E AR AT R O N G e SR R B A T, G R R B IR 2, AR LT
] A 8 R UL R Ao B B 1 R 2 IR 22 0, BRI S SRt VI 2 IR 43+~ &7 5, 000
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B TR L AR A, B R B IR ISR, 96 2, DGR A W98 6 3R, Texas 41, B FHI, fL 2%
RICHB 55 5 [ AR TS A A AT LA 8 5 FH 50 Pk S e I e I IR 2R ELTSA AR 3¢5
BRIERLER, s B st i B e B R RS T R

[0269] AUk BH 1) — 28L& 5 AL 4

[0270] - S AARKHAEWHAEY), BFETM_EHTe A SR AEGY), Figy2: Enl#:
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[0271] - AR BRI S AE il £ H T % Al B 22 AR S s ) Hee B LA b i
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[0273] - Pl 45 TR EARGIT BRI S AR PGV AEYIGETT T F 0TI
WUR I I 73 RPN 500 IR KGR T 28 OB PR EESENLE 00 2 R 1
BREAGIRE | 2= Rt R Tk 28 IR IE B2 I iae ~ 28 P s il 98 VIR 0 32 )2 R T— 40 e 1 g /
TR CLRE B S | o R R A R P A A I () B SR A i 0L 5 sl R B kR
993 ~ 0 0L 657 S 9 B0 FOCREA ) ik S8 A R A =1 20 J B0 A A e 20 i Rt e 5 PR 40 B 24 5 | 5 1)
FEA G I B4 T S 50 SR B R , e B R AL PR

[0274] - —FPyAYT B B SR A A0 R R B T3V < e R B o s » J L A 5 » ) Ak A
1k, Bk AEREAL , HEBh KB RE L B kAL , B K 40 M 34 5 | S 16 A S 0 i 8 4543 1T 5
B BERR A, R E S R AR, TR T AR S T 2 B AR AL S
HEW, e s — P el 2 fh ot A s0n bt B a7 10, JCELALEE ACE #Hil5R (4an
W 332 ) BT A R B K R R A A 22 R A S Rl R | B R K
R ) i B EIKER 1T 2R ARy 8 AR Db Gy ARy IR Kb )
FAUERATEY) (fibric acid derivative) (40&E VUREAIEAEDIFE ) sHMGCo—A 4 J5 BRI 57
CUTPESTARABT T FARAY T SBTARADY T A A T AR AT T B AR AT ) 5 B 5 LR A6
) U Z A IR I IR SRS IR R B I IR T 2898 IR A e AR AT R VAN 20
IR T IR B IR SR FBIS /R AL R% /R ) B I W BH 1) (Al 87 ez ik Je
R M AR R JE BT VR S AR T R RSP R MR ) S BUEALT Pk
) (WnAEyEpR dal teparin FFE KB RT R PRI R ) sl AE SRR IEE H 0 E
PR AT U S R O S R L 17 B — MR, B R RIAR ER AERRIRAE ) o A5 1A
Hoe A R AT IR A R AL G ) 2 BT B Ja BRI A A
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[0275] - —Fia T T EIRYT R E AR 1) 77 2%, BEE 4 T2 A BT B S AR Y
WEDAEY . ALBC ALY T TIEFEIG ST B FiEaE « a7 5] 5 — el 2
SR ITRE A L S — R B AR A 4G TR E PUE A BUR A
) HUMEBLE BRI (4, Sre BRC/AbL. kdr. aurora—2 Bl 4 3 ( “GSK-3)) ;4@
RE R RS2 AR B PR (4 BGFRLPDGER TGF-R AT TL-2) ;W] 1tk 52 1A Bt 32 1A 1) H:
EAZARFEHH 85 AR )70 B NF-KB I s BAR S o b B Ab e i e VAT
RN 7 ICHALHE, HIVERSEE . alemtuzmab. /S BB Z  ZEYT « nastrozole. AT 41 IfE
SEMEGUR P (21 MLN-591 MLN591RL I MIN2704) . =4 AL 7 . Avastin® ( HE 9T -VEGF
Lok ) VPP EVT PR FE R ATHZ  REHMBIE R 4A. Gliadel Wafer ZERFH & K TIREA
T BB VR — B RRER R by B L T A R AL AR A AL A R AL
BER MP A B E R, Elliott! s B WK EZR MR A)TT KITH R
e AR AL YA RS K PSS 0 A Py L 5-FUL G 4E =) B L 35 VEMih Y= . gemtuzumab—ozogamicin.
I L ERES R THA L2 A A PR L 2 T L . IR imatinib.
WAL R (BRI & 40 b 5 1 310 10 77, B 456 401 MLNG76 (XR11576) 44 ) ok il e, 7 15t DY
SR I DY S R A BEWK M R 215 TR R AR L SRy L-PAML 38 ) 4 2 FIRENS | T4
YRR A VDR CL oK HE BUER MLNG 18 Bl MLN608 ( BY £1t-3 52 {4 i 22 R i 1y L 1 i) 570
PDFG-R 8% c— 5fll & ) « itoxantrone. B A2 BE . K5 NG W =) 4l T\ nb SE 280 R 2 & B 0
(RITUXAN®) i 47 At 555 25 B Ml B SR IR V=26 31 408 e FESDOR S5 i 2 o0
Ft (Herceptin®, s & ~Her2 Hifk ) . 2C4 (ST HER2- N S5 S EHUMA ) (4 A IR,
ATRA R LA K m T Bl K B IR B« zoledronate o — P —JBiR 26

[0276] - —Fi S HAE T ARG ME X (vascular stent) 245 4 ¥k i
SCHE, G O AR B B B BRAE T IR SR 2 h . B R e e . AL ER
AL TE W T 5 Bl 28 BDRE 2440 40 38 T aX S8 SCARIN Pt F ) SR T VE R B, ORE 8 55 4
WEIH. At de ] T &R B AR AR, IEE N 2 e s . ot
) S 2% £ FE :Angiomed (Bard) , Cardiocoil (In-Stent Medtronic), CORINTHIAN (BSC) «
Radius (Scimed), Wallstent (Schneider), Act—one (ACT) , Angiostent (angioynamics) ,
be-Stent (In-StentMedtronic), BiodivYsio (Biocompatibles), % il #f, Cross—flex( %
i Hr ), Crown (JJIS), Freedom(Global therapeutics), Gianturco—Roubin 1T (Cook),
Jo—med, Jostent flex(Jomed), Microstent GFX(AVE), Multilink (Guidant—ACS),
NIR (Medinol), NIR Royal (Medinol), NIRflex Medinol), NIRSIDE flex(Medinol),
Palmaz—Scatz (JJIS), STS(De Scheerder), Tensum(B iotronic), Wiktor—GX (Medtronic),
Wiktor-I (Medtronic), X-Trode (Bard), Y-Flex (Devon), Tsunami (Terumo) , Bx
Velocity (J&J), SLK-View (Advanced Stent Technologies, Inc.) LPL A& Duraflex
(Avantec) SCHE . SCHERT LU AR AR — M, sGAL LUK 5| FH I 2228 3R B IO — SR 2L T 1
e, VR RT A E AR R e kL (o, w] B AR s TR i R 2 -S4, e L AN AT
BN BRI SR G )

[0277] - A& A KA EWAGE TSV N TSR REFIRAH S

[0278] A<z B4 fit — ZR A0 BB W SR, oA 2 I T FoVF 22 ) 7 R 2R AR R B AR A9
HREEARR; T8 W0 85 2% 43 ALHEAT B0 AL &4, 38 ] A X T8 i s R AT 8 — A AL,
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[0281] ARGV A T ZMEEHK P HTAMA (ARSI EAERN, RIFE S XLt
AL E AN ) A R AL E4L, W0 96/41865.W099/36553 1 WO 01/14387 i} H
%5 2% M E R IR I E IR . JER 2 Rivera VM, Ye X, Courage NL,Sachar J,
Cerasoli F, Wilson JM #1 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, fl 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 . filin, i&H WO 01/14387
TR T, LAS S B B 7R AR A) 2 AOIR Js SRR P ) 28— 3% — BRI

[0282] A%z WAk G4 KA Bt 2 G M, JCH A 55 I8 b4 A BOAR R €7 AR ZERIAL &
Yy, A T PR MG T s R IS, U EL A, B K, R e A K IR B
CRFEAN Y ) o B, XAl SHm] I Ti097 S BREEJE (4 C.albicans) (B B &
(v Bt ) DR TRE (o B ME T ) SR BB R T T R R R R
s B ERE (R D sl B S BRI ) SRR G BT AT H TR B
A BR R BT AR BEEK B U 2 RT3 | Paracocciciodes 21 23 i 2% 1 J8 Bl 28 A B
J& spp TSI 5 PEEC B RGeS T T U0 T B A TR M, O 2 A TR N TR
AR EY AT H T H BB EKYE, Holt S54E US 6, 258,823 ( ~FF 12001 47 H 10 H )
PRI T RTXALED, T LR 28 T 8 MR A A T T B R R AT EE B ME VRO Ty
ERAEM Z S G R R HEA S % . EEDUE WA K 3 5 28 T R 8 CT
B AR AR R R BT A B — AN [F) AR A A0 R H AT OR B ARS8 2, US
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IR B CT A A AR AR 2R sl 46 DL H AN K F AR AR AR SE , K AR AR I AR 2
ik 3 Mg DA T 40 O G TE A o I LS ER A S AT FHAE S % HD 050  BE SE B R
PR IR, AR mT A St A Rk 2 R 6 0 SR 41 3 1) B i 8 22 RIS AL (T eCT 779
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AN Btk T, LIRS DL SRS S5 R4 D oA o0 s FIE MR R s 5 P16
FEEA Ko

[0202]  S%f Ttk Ak e i BH I BT A 3 NV, 76— 2815 00 R A K AL G 5 —Mrs 2 fr L
EA IR T AH I R ERE R R ReXS SR B At va T Uk . LA T R I R HH BX
Gy R Clan, MR ) o At A AR e B i B AL S 036 97 I R IE W] CXFEIR T
Z R e JE ) AT — Rk 2 B s B R AT IR, oW s iR (AR
B 25V AR idoxifine. Z5 4R 1 FE T K 45 TAT-59. levomeloxifene. LY-353381.
CP-3361656, MDL-103323. EM-800 FI1 ICI-182, 780 ;2 .41 WO 02/13802 RJffi A KB ) ;
PABEUN Src BRC/Ab] \kdr.aurora-2 i JA &l 3 (GSK-37) (R B AE K 75214k ( “EGF-R”)
s /MRAETAEAE KR 75248 (“PDGF-R”) HIF), X Lo 057 £ 3545 41 Gleevec. Iressas
CP-358774 (Tarceva) \ ZD-1839. SU-5416 B, NSC-649890 ; Ji iE T M 132 A s ik & (o
VEGF) [Ptfk (40 Herceptin) BRI M2 AR B A 52 (R K H & A2 AR H5 B0, T B AP0 1
#4n Velcade s IKK #ilF S H & NF-kb HH5) s BARET o AL IR 25 53 7] 4 FE R s
INF )5 2 24, AHL 25 R BN [R] 25 0 (R IE 5 v e, — S84 00 R — Rl 2 A 23 9D 551 i 5
FENAT B o

[0293] ARGV TR bR E AN Bl A SR B BB 5 1
P E S H e I RIE. 2 0Lt E ¥ Sousa 2%, UL ) Marx il Marks, 2001, Circulation
104 :852-855. AU, F A & B I B A SR FH T SO B R A B 8 el L e 3 B sl S 4
(scaffolds) (‘HFHLNEE TGS FRECFIE L O LR Eigs R REBCFFE Sk O IR 5
RS R E S ) DRI 2 i B8 AN 2 S . S48 Rt R Y
Mgl BEWNCE R G ek sk sk, A& RS o & ia sh ik ) CLE T
ZIHEHRE, IR VESRSE,

[0204]  SCALRE AT SR IT R, AR m] Sk I I AL B RN DA AN . EAT]
SRl F T B b i A R R R S TV S I L P Ao AN R IR AN R 2ORH 8 2R f) S 4
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AL BE AR, BERAE AR (4R - A S VIS LIE A& - & ALV ES A
B WD VR IRERE, LRI E SRR S R, S X i g (wire braid) (BEE
LRPE MESETE (2 TFI AV e RE RN S T AR FL | IE 5% i 2k FL IR L L JiE
HEORERE) (B IEBL S F 2k P | FRR L B A B A SO B R B BRI 2 I S
L HAWN 2T SO . TEANSCRE S 5O IR I RE S (R ) o FEk
8 P A 2 SR ERI A DA A A S 4R Ak 10 A R 4 i PRSI T (OB N TS 2 ( “neointimal
hyperplasia”)), A& PHIEME . — P PR A A2 J LA B 7 2 A8 FH B 0 8 25 S8
B IH A Ve S 2R e 23 AL E SR D2 TR B

[0205] & T 24 A /b BRI PR AE D Re IS8R (B E TR ANEEE ) , AR ANE
YV R T AR E . FEz B, B E s RS E A, ALY A Z IR E R E
AR (UEME ) o il A 25 i SOERINT TR L B ) R i (ML B SR A )
X2 D SORAT IR )2 B 9 8 B 2 AL S R SCBR I — A B A = BOE TE [
WEBERR AT 2. "INV ZERE, P RRRE AT 299 . A0, 155 252 8l e
(KT w] e it o) — AR, X HARIR E RV A BRI R 2 i E AR .

[0206] /7 2 it 254 N T SR DL R Ad X R S 3R ) 7 R0 OO 55 ik, HE T
1 A R AL &4 3 US 6,471, 980 56, 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 Ho 5 E
PRS2 W I T v AR R, d ] W001/01957 AT 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 ;5, 637, 113 ;5, 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 [ ik &
REWNBETZI IS5, US 6,051, 276 55, 879, 808 35, 876, 452 35, 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 B AR IR R, US 5, 463, 010 H IR T AE A SR Rk SR e A D BRI 5 e
US5, 356, 433 iR T X4 HIRE 7. US 5,463,010 35, 112, 457 ;51 5, 067, 491 iR
TSR AR N AR AR 2. US6, 031, 375 35, 928, 145 5, 735, 811 35, 728, 062 ;
5, 725, 494 5, 409, 000 ;5, 368, 557 35, 000, 185 ; FI1 4,936, 281 H ik TH TR BN E .
USh, 427, 767 35, 225, 282 35, 206, 159 55, 069, 216 ;4, 904, 479 ;4, 871, 716 34, 501, 726 ;
4, 3579259 ;4, 345, 588 1 4, 335, 094 b T AE AW AR G O 55 N I HE T 77
%o Shanley & AW E HIE US 2002/0082680 1 fid T 7E— a2 AHF O Lk g b
TP EZ R mT Rk R T e B, HAE SRR AEIE R SRR AL A ) UL
Wo R Z WL US 6,471,979, o 20 FF 7 50 880m] N H AR AL S SO B 77 1B 06 B
BEAL 23 FE R PR 2 AR B R R AR R A TR OB BB R A IR O R 5 -L- 5L
B A e R 3R & R AR SR IR IR, LA RAR A7 AE I BN W) B8 M g i B 22 R AR Bk
(laminens) 2 A7 4E 5%, DU RARAFAER AT B AF 4 209 . T RTHEY)
H 2% B P 2 AR, PRI A XA R 2 R R e IR T A S0 SR 9 & R4
YA e I 1) o X 2890 2 5 3 B M R AR I 07 A BL R 2 I A 5 e it T4
B R, AT Fa ] T A VBRI R, WAL A DA T SR BORE TR B I 2 T B
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JE A A P AR B PR s R T

[0207]  FEI e 7 vk, A8 G an 28 T i BR IR R /2 W Biocompatibles’  (LO)PC E AW,
KPR A B K YE 853 W35 W) B8 -B A AR AN SO AR o ) AR okt 3% R R ] I G
‘IR ARVFR G YR LU 5 SRR AT LAY R[] ()48 0 o 1 2t BRI 55 S 40 0[]l AH
E, FERAE R BRI Se i ot o IR JE WGV 200K/ LR BRI AN R 2310 B\ PC
W2 UL 7 RSO 7 PCYRIZ VMR ~ 0. 1 v m, MR IR )2 o ¥
5 LO SRR BR AL S ML P AU L8 SB0K AT AL YD R
o MR PR S ¥R JE AT AEAE A A b AT ] SR T4 . 2 DL, WO 01/00109,01/01957
01/52915.02/55121 11 02/55122.

[0208] {5 FH A< % B 1) T R S AU 5 S 40 456 T e Ao RS TCEL 8 25 e A B A
F 7 VAR R 3R AT, AT A anwr b SCHER LA & US 5, 516, 781 56, 153, 252 35, 665, 728 ;
5,646, 160 ;5, 563, 146 ; fl 5,516, 781, LL & 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 T 2 SRR UL 2 TR E A s 4k sl e 29 4 3L T (0 7
R R ¥ 5 IR e T IX LB 7 4 B, 3R I BH T IR S AU ) B 7 2 B R 47 2
TR B IH SR I A 2 A 52 R 3 1A N Bl B Tl Y R AR 3 B 5 T AR R B, in
&P IE T A e ] 15 2 ey . Lk b, MBEHGIERE: (s R4
V) ek 2 B AE ) RORE A 16 D5 R T T A IS BEAT AL, aX M A AR T BT e AL
Yo 5 2, 1025 78 B A8 A IR0 W A8 MR A5 SO B AL 54 v ) )
AW LY R BRSO 712 AR R B [R) B B 1R e ] 4 P 75 1R R e AL 1)
L.

[0200] "R T 245 N L ISR R RN 25 245 R — B IR

[0300]  KHITEIR

[0301] eIt SN, BrAE S A TR7R, M N E B Lo 598, BRaAE S A e s, ra Hik
(1) E BE T35 A ST L GE 4, BRI A 7 — S8 P Ok H DRI B 68 1 AT AH R AN RIS 00, A 4k
FRic Rl S 5 28 12 B DA 2% (40, RATR )

[0302]  LLALAT A TE e 0 A AR A AR (HIEJF AR ) BEREM (BIA S
(1)) CRERFRIRIG B Z I AR DT B i 4y, HAR g — s 2 B e B BRAES A
feE, itk e R e S A BRI AL B 1-8, P2 1500 T 2 1-6 M43 1 ig s e
TR0 7 0 TG 0 e 22 A R e A0 4, 4 4, AR L 428 n— TN N 2R RN 2 —CH,— 2R
ZE TN ZE IE TR T2 5 T8 BUT S8 R T 2k —CH,— 30T 286 1B S8 A 2 L 57 Ik
B BUREE RS —CH,- MRS IECE R RO —CH- RO 0 5, H X
— e E A

[0303]  ORTE “Malii” PRI AL REHEIE G I PR BE 2 B SR IR 50 45

[0304]  dgnitbdeh i FH RO TE e 2257 A0 6 LB 1) SCRE RN ERAR R e SR BE ] o RABLIR) AL 49
T HEEHARTE W M7 CRIEE” . AL, WithAd Fr FH B “Je 287, g gt it ” S5 1]
A9 B AR R B 2 [

[0305]  RTE “fidd” @&Feil W A —2 )\, Rk — 2 NPk 2R . filan, “pedk”
AR AL CEEVIEN S RS IR VIR T e T R T IR BCT R TR VR TS
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IE G e B BUSE N L O R ORI SE . W E AR A, (HA
BT, P3RS SR E - L EE - AR R 2- L 3- BRI E R
I AR FR 2R 4

[0306] AU “Umdk” R IRIE T HA =2 )\, ik = 25 MR 1 2. il “Jm2k”
Al FE 2- M 2- T 3- T 2- 3k —2- N 2- C5- 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- MR 3- PO —4- k. 2- O 5 O,

[0307]  JBALST FHARTE“FpedE” Rl & s BA =2t ik =2+ ma . & BRI
Y, (EARE TR EE IR T VIR 36 BR O IR P BE &5, i e e IR 0y e 1) s % i
TR (R BRI (130 43 [R5 - v —FF , BRGE ST e g Ao

[0308] b4 fT FHARTE “INRIR” TR &A — M2 A4 B B IR 1 18 0 1D T 40
g, WL TRR IR o ZR IR 73 W] o S, AR 43 S BRI BL B A 4 e B e gkt |
ML e I 5

[0309]  ULALJT HIARTE “ 3R 7 “ IR 5L, B “ A 2 de T2 VU oT, ik Tz 1ok
TR, A — AN E ARG, LR — 2 VA R 2 T a0 N, 0 B S Bk, 4R
AE PR e PR R 7B kG 3-1H- 2R kM —2— fl . (1- BRI ) —2- 58 — ZRIFFmRkme -3- 2E . 2- P4
SR I | 3— DS 55\ 2— DU S ey 5 3— DU S ey 55 2— N IpRI: | 3— RO bR L 4— bk |
2— T A N bk S L 3— ol AR M Bk 3 . 4— ot A D IR | 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) 2420 Ctds R IF ML Be gk 2R
FFWRIE HE 2R TF PR B Ik A IR A B0 BRI 2 T B0 Copi ik o Ak Jir FH IR T
CHRPAZL” BRI YU WIS A, P S kR AR BE R S AR T B DT
i AR ], a0 Z S5 W3 R FF St reg | JE e 5L, JL i S A BOE R A S R T
IAEDT IR o ARTE“HLBR” CHRIRTE, BRI W] g MO R B 43 AN LRI, 3B R FR 1T
LA AR B

[0310]  Fhfs FH BRAE g B 23 0 D e 257 “ O B AR R, B S AR e R — A IR
R IR e R TV T O EIM IR, W gE 1 2R3 2- ZRAE 1 AR 2- U
ARG “TF 37 AR M AR IR . RTE “ 52387 Rl 5ARE “ 5 A AT /. <5287 ik
HAEFTIHE—NEEZ NP FR Z 5B R o AERR 2 0 057 & PR 1A A4 1R 46 R
Fh RUARSE PRI R IR 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, i 2, 3— — & Akel 3
W Sk i VU S bk I, G i B R B B s DT BE

[0311]  BALRTHARGE “Z2 7738 ” RIe&F 3-14 W% & 5-14 BRIR T KI5 2R ER A
Z I 7 B4y, BLER A AT AR EBUR B B &/ — A el 2 A . U —
AU AT o 3L 789 1 2% 57 BA 1) 91 7 A0 H6 5 0 B IR 2 (2] G W 7y bt v R e | bk s R R L
WEE e TR ik | S A | R AR 56 56 G B B JE A AN L E L NEE IR | MR I | KRR | IR SR 5 2 AR
A2k [b] WEWy (253 [2, 3-b] WEWy M B S K FEIR | 2K JF S0 g « Wk i 56 | oy I iy
% (phenoxathienyl) . FPAE[ZE (indolizinyl) | e WWREE WG| Wk | M I | Ry | S
WIS P IRR D L2, 3— RN 2R V1, 5 R AR AR W R IER A | o W e | s bk L A I R A
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2R TEIR I DY SR PR R | g 56 R L B — HRIBR L FEE L IV IE S (acridinyl) L 25k 7]
TR R (perimidinyl) HAEMEIKIE Wy REIL | SRR | Wy MEIRIL Wy RER LSS (2 W
Katritzky, Handbook ofHeterocyclic Chemistry). 2%77 ¥ i)H & H )AL FE 2 el JE
3= MR FE N= DRI JE | 2— DRI L (4— DRI IE | 5 DRI EE | 3— SRR SE  4- SpREmeL 5 SEgms
H5 2 WE WL 5 WE ML 2 BRI (4- DRI (5 BRI 1 - NEmE 2 L 2— ML 3L\ 3— ik
6 5\ 2— MLEME T | 3— MHEME JE (4 ML T | 2— MR IE 5L 4 - WimE ik 5— WEIE JL | 3— MAMRIL | 2— e
Fe 4 WEMEEL (5 WEMEEL 65— P RIMERL 20— =ML 5 =ML 2 WEWYJE | 3 WEWY L L He
MAREL | 2 R IR ML | R S R Iy S5 | A S g i | M| R 56 L SRR | 25 1 = SR M 3 L R R R ML
R TGRS R IR IR ML | R IRR IR | M5 [T L R RS (Y e SR BRI R RERe gL . 2% 05 R
BAER TS — A A J7 F AR F ML B, Horh s B S B B s AR 2R 7 B b
5] a1 U S bk | DU S S P BR R NEL I 5 [3, 4—d] MEIE . ARUE “ 45387 IS TR U IR .
ARG A5 17 W ARG “HT5 7 1“2 5 F ) HAHR .

[0312] 53k (AFE D7 bid . 05 A IR a7 i i o th D5 B8 7 ) By 3 (dE 2
R T AT E L P AT I ) AT A B AU . DT e T A
AR 7 b IE mEREE A T ELRE X 2R —yRY (BRI, LG —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’, #—3F 1], Y f& NR?
R B A B o TG HE A 4% -NRPC (= 0) R°. -NR*C ( = 0)NR®, -NR*C( = 0) OR’ 11 -NR*C ( = NH)
NR®. VA R AR A G T ORI AR AR (B e Pk i U6, R /06046 — bt i sl AR
FE =S BE - S ISR Ik £ — 88 —, - = — Befl B Rk s % AR 0k
ML AR 5 s AR s pE 2k ) o OB R U W PR 7 dE 1, 2- A - 4L 1,
2— S AGIRYT Y OH (07 28028k ) V3 VAR 2E  -0- R 43 (B —CH,CH,CyH;) v—0— (HY
&) 2 3 .~C(0) CH,C(0) R*\~CO,R*\~C ( = 0) R* (R[4 R 2 IR JU ol A9 W56, >4 R® & 05 ki)
N FBEEE, 1 RO AT I A5 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 FE 2l I p 2t 2 At L i 35 Bk
R IE I . TR R IR VR IR RS . R A RIS P I A S ORI
FUREE ek R | B AR DL S e AU

[0313]  JRMT R 2RI B AR T & 24 1] & — N 2 T . IR SU I P 1 i AR
FE ) - B G AR L 41 T b i ) D5 R 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 /i /5 Fi] « 4
NEE I 8RO 7 2230 AR ) U B PR R G 2 0 e 2 0k L —he 2 s ek L R
Fdk Btz Sk . Rt s SR | B s SR AR I e s I AU e AT AR R R
T AR O RS L B AR DL S i AU

[0314] 7 FF sl AE 05 & 3 b Ul 8 M AR B 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 B R G 2 2k bt 2 Ok L e s A s R e Rt
T PR IR RIS TR IS RIS St R AR . Tt U R AR A e AR A I S T R
R IR BRI R I L i e AR DL A i AR 2

[0316] A Y3 fb &M 2t e ek : B nl 18RI, A R Bt sk A & 2k T4
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Ho FUEM B BRI B A A Y R e e WA R 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 — L S W7 AL B AR R TE 2 BRAERe e Ak I35 IR Le4h &
YIEI I B2 A T 2

[0318]  [RAE YA UL HH, S Ab IR 1) 25 F i B 8 2L BT S AR 2 1 TE 2, RIS AS KRR AL
[P R AT S A7 o PRIk, RO S AR AR 2 S A A DL RO R AR R B T B AR IRVR B ) 3 AE A R
G Y o IXAE, AR I BH AL 25 25 AR Ml A4 B A AN 55 I S A P (R0 Bl A4 (e JBE 7R Fh 4 ST
AR & > 90%, RIE > 95% ) L& R IEKNEEY) . (RIS S5 TP IR IR 4
WX T 43 R 28 ALRBIR G RN R M ALECh S AL, )

[0319]  [RIAES A UL, ARSI BRESH — MR E RV EE ENR TS
Yo N, HA S A &P el B E i 1, 80 A 13C 8 140 R IR 75
ol J5 TS 140 &) A FETE A R B Y

[0320]  FHAF T-F& 43 Ar AP AT B 041.2.3.4.5.6. 88 7 (B £ ) ANEURE 4 50 B8
A1, A Bk i JQA- FI BRI (BRI, BL% 43-JQA BB AR ) Wl eSS AH MY 1A
B A3-JOA I HERATEDAF . AR —KEH R U BTN TEnE R AREH
EAER, B, B 43 621 JQA BRSNS R, 55— 85 JOA- TR IR LME CT.C13,
C14,C24.C28 F1 C30 (AT 1.2.3.4.5 BLAFHHI 6 ML BT T H BB, 2L mn
TSR BEAT T G5 MMM (2 WAIW0 99/36553, Table 111 LLK Liberles,1997,Proc
Natl Acad Sci USA 94 :7825-7830 55 ), Al Ly hidi H T A K B, 10 22 W, WO 01/14387,
CUEI S | AR 27, JUHALEE 24-30 0T, #2435t 17 n] FH T vk JQA- I AR i) %0
(R0 B W 27 25 (A TR B A A& AT o

[0321]  Xf T SE AR B 5 vE —H5 5 B SO0 2R AL 5 JQA- (T A 2R L 2 R Rk
OMe 73 IALA W (BALZy 2% ErT 82 AT AW ) o BEESE (“C7 A JQA- B I 2R AL
W) BFERALEWE RT I RY 2 — & H, B — 3% A RN 2R\ -Z-(CO) R ~Z~-(C0)
7R, -NR'SO,R* 1 -NSO,R*, Hrp & 7 Mt 37 2 0. S BE NRY. U B PEHb, W 2885 JQA- 15
AR 16 C7 AR TS B a0 NI < 05 38 % 07 58 5 5 3 s A 07 R EORE s DL & -NH(CO)
OR*, ~NH(CO)R*, ~NH(S0,) R" 5 ~NH (S0,) NHR* ( v R* S R s R HU R IR G I, 2
CHe GRNEE T 3RS, BUE BURBICR IR 2R TS (IR 2R ) s 2R i — 28 B4R Ty
e, R™ AT R™ ATk W RIS HBURFI AR BRI 2 )\ AN SR 7 (1) ELBE  SCRERTFROIR
(R e e SR bR 2 5 DA A AR BRI 7 26 2% 5 6 D SR SR B 0 AU L D Tl Bk
Fimdt. R AEY I HAREAIL AW RT 1 (5 RY —#2) = 0 ke 3k b st
AH (P R SRS ) BRI 2 PR 07 SO 2 s R s A2
EAR B A HAR A% 75 25 U AR A A S 32, W 365, Mgl 2% 5 B AR B s AR 4R
e AR LS U B PER S JQA- BB IR U G AL &) R FTR™ 2
—2& H, H5—MEHE -0Et, -0- A2, —0- T 2. ~0CH,CH,~OH, —0- F2&., -0- U FE (&
FEhn 3- Al gE 4- &(.3- Wil —4- B -3, 4- AR - F 2- FIARIE ) L —SMe. —S- ZF
H . -0(CO)Me — }FHTA %k . —CH,C (Me) = CH, ~0CH,~CCH. ~0CH,~CC-Me , ~OCH,~CC-Et . ~0CH,~CC
~CH,OH 8%, —2, 4~ — AL IRIE 2,4, 6 = A ISR EE WG 2L ey Ik | AR BE My 55 | nfb g 256
IR IL . HUA R R R LI CT B S JQA- I8 AR ) CT A A B R SR BUAR
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75 Bk, BURBUCR BU RS IR B F FF R BG40 o (E CT B4 I AR+ rp, C43 AL EARIE ]
AT TT W) (B SR G ) o CT A JQA- TR TSR mT BAH MY [¥) CT
B0 5 MAEE 22 4E 1.2.3.4.5 BUH Z [ H e AL B HEAT28 1k .

[0322] U5 43]QA- IR WASSBUAT CT JQA- ¥ F5 MR I B s ik it o

[0323]  FEAN & B 5 v 00 s B A Rk = X o — 2R A0 JQA- 1R B AR AL 1)
C24 F1 C30 HUAREEIIA N (= 0) o BARAE LI C24 F1 C30 HUREEA T T WO 99/36553
W SRR TC AR AL AW BT RYC AT R®Y 2 OH, HL R A R 4 shAb Fi w2 HOAT—
B EACTE , A 4E WO 01/14387 g A — C7 BUfRIE . HA Rk KL & 4 R i
ROV JEIRPRIE 575 AR TR B A% 05 5 AT T U o JB T 2R [ P i e e A g
1.2.3.4 B 5 N RFEZE 1] T AL IRAL B FE Ak L BE AL Bl 28 e 1R L =3 P RIS « A TR I IR
FIL AT BRI LA S5, — DUl PR ES JOA- TR AR i) 1 i) C28 1
C30 FEFESEFAL , BEAL BB L B IR IR 2 2 % o

[0324] 5 — BAFRERE P E JQA- [ FE ML) B0 28 2 A 2 55 — F0 360 —JQA 1) FR I
A, HAE C 13 81 C28 &7 F, A JF T W0 99/36553, 117 JQA- FIE AR 7y T H e
P B W IHAT AT AT e .

[0325] 53— WA E XM JQA- TR IR R ANk = 0, £ E N BT S
1T — el 2 B TR E R 1S .

[0326] /& A & XM JQA- (W IR B AL % R 2 OH Mtk &4

[0327]  hAb, AU IALFR A2 JQA- BB AR I, JATAS TR IR AE 210 1.2.3.4 8 5.6 {7
Bk — WSV R ) — AN B2 AN, SO RINHME i 73 7 I FL e #h 7, Wnfesdfs C7. €13, €24, €28
F1/ 8k C30 Hy— ek 2 Ak A AT L 0 1 U v AR AL 2 T IAT — AL S €3,
C4 XUEEIMAAAL ;LA —CH,0H B —CH,0Me ¥ C6 FIZEL i C42 FAREEIR 0 25 FEEAL, SR AR
[REETF B o

[0328] G HIES

[0320]  JH i AP LA R A A AR 7 T AR 25 e LA o T8 R R AR = T AR A R 2 4
(1 o 32K 2 0 HL AR HE S 0 8 35 R 2 ) AR o P IO WIR e 5 A 480 Ay e A 30 0 1 S i
HAl, WAHE CT- A - A& R . C29- K - AR C29- L FAILTHMESR.
[0330] TRk H L2052 0 B A 25 22 R0 45 A4 AH % 19 B P R0 1A 45 Fh AL 2= S A 18 7 VR A
Klo V2 A RS AR N R IX LAl 2 A AE TR SCRR P A FF T, Ix 2]
A K B TS B ) SCRIRAE WO/014387 38 T WPgbAT 1 Uk B, LLFS Bh I BH AL 25 5 AT 7= i el
I A LR e T B AR ATR AT . R T U, 18 3 T UM T N T2 7= B 75 B
KA REER AR/ 8i55%

[0331]
B | 2% 50
WLE
[0332]
c7 Luengo %, J Org Chem 59,6512 (1995) ;Chem&Biol 2(7),471-481(1995)
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Cl14 Schubert %%, Angew Chemie Int Ed Engl 23,167(1984)

C20 Nelson, US Patent No. 5, 387, 680

C-24 US Patent Nos. 5, 373,014 F11 5, 378, 836 ;Lane %, Synthesis 1975, p. /136
C-30 Luengo %%, Tet Lett 35,6469(1994)

[0333] i ®W] Z L :.US 5,100,883 ;5,118,677 ;5, 118, 678 ;5, 130, 307 ;5, 177, 203 Fl
5, 194, 447 HA K24 5 15 25 B SRR T IR RGNS | 20 02 AR IR I 22 2 1 Tt e 7 A e S5 Tt 1R
P DA% it Pt 2 2 R R R R0 A4 LR 7 ¥

[0334]  hAb, WIAK R U1 WO/014387 A (K RiId e ) Mot B A a8 = A oh 28— RE & = I
SCHRIE UL B T g v 2 How LN TR A R FAL IR R R s e R 2 S L S I 27
PLA US 2001-0010920. 28— 3 Fy WA Ez 25 W] 71 A% A B () 52 e A 2 46 B i 2% 22 DASRAS AR LA
RETE A3 ALIEAT AR AR 28- REFMNE =

[0335]  AHABAHE, {57 N7 VIR IR 24 30 AL 1A~ BR A B J5 A2 P AT 1K, 4t ARt A T
TR A B ER TR A TR C-43 B, LSS B e BHTE 43 A1 gk T
TRAHRY [ 24— 3225 30- B2 2E - B8 24, 30— PUA - SR

[0336] W] LATIUHA, FHAEAE ™ 43-JQA- T WAL o [R] A4 1) B IR 2R ALY W] FH 4N Katz S5 4E WO
93/13663 Fl Cane %7E WO 9702358 H T 1A 1) E 4 £ W6 B J5 v 4% » 160] 22 I, Khaw
% 1998, J. Bacteriology180 (4) :809-814 R e M2 77 vk

[0337] AR WK TR B 2RI ] HH 4 4 AS SIS R BN 52 % G S Ak 1Y 2 I R 280 1)
ABRIR LN T B L2 o o, mTE A b g | STk e T I B S BT 25 1) 7
WITERR R, AN RIE A T 5 I 0N 2% . DLyl B — P4 S 0 7 O PAT &
PRt T H R SRR o IE IR, FAT AR KU BRI A2 5] i B MU RiTIR T
ERATAE O G07E A B P2 A 45 BRI T IO IE Y I AR 3 225, Bl i AN 75 2 BN AR S i i 2
PRPSEE, DL ] 4% G M o2 e A i 26

[0338]  X%f TRV HH A W] BeA & LW — e e AL BoR W s, GG A ik i C-43 5 %
B WA B GR R ) 2%

[0339] il / — R GUACHR R R 1) il 2

[0340]
R
,8\ 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)

[0341]
[0342]
1. Arbuzov PPhs, Br,
BnO(CHonBr —————  HO(CH2)nPO3R; Br(CHz)nPO3R;
2. H, Pd/C Org. Prep. Proced. Int.,

1988, 20, 371-6
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[0343] A FH AT IR 25 A5 i) £ HE LU A U BH 7 IR A IR Ul B PR I e R s T
[0344]  [RZ: T(2 45, —#A1%)

[0345]
/
RO
Q.  ROH, 35lutidine RS 3 5-lutidine
R—PC ~P-Cl + FwmEL
G wepoc>toN RO 0°C
(in situ)

[0346] LR 11(145)
[0347]

[0348] AR BHAL AW A OB B ARG H 2 T 77 < 07 i s A 2 W B PR LR
(41 (R) (RO)P-C1 B RR’P (= 0)-C1 &) , M LA F S HipaE R (S0E 9rEmE L) 7
RIS BIPTFE P 2 RO, %7 W AT R B R S BT AT AN TR B R R, W]
A5 FH BRI 7 VR R 2R 6 18 ok i 2 OR3P 2 o

[0349] AL G W21k

[0350]  ARb N &) SCik A CLHE T 2 FH T 240 55 0 55 2 008 Fh BT I SR AU B9 8 L 0
T3 15 IXLE R RN 5 R385 A AR SC A T TR IR . 8 BIOTAGE Ti3E 7R 1 5 &
GAT IR E TR A R SR R A TR S T AR

[0351] AR BHAL &4 1K BEAL Ry PE

[0352] TR ALY 1) %8 e Al AL AA 2/ WpRHPE B0RT i 0 7 VR AL HPLC i
T T+ XS 2R i A 25 R NMR i 38 3R AT 0 2 Bl . bl T B s ) HPLC 28T (A, i
12 3K, FLAT 120 32, S EETE EAE 50°C, WLshAH A 50 % LG 5% FEERT 45 %7K (35 4K
LG ), 0, 25 BE VI R 4, I UV K %8 T 280 A ALK I BE Hit i 7= A0 2% Jo e ) , st P
RIS TR0 3 BRI A RIS (K T 2 7% 1D'H AN P NMR R g e B2 A K. ] 4 OF
AH HPLC, JUH A VP B A4 25 B I8 2= Al R B K o IS AR 2 5 A e AP AE Y
B B4 e S M bioburdens

[0353] AR HAAL &4 AR Pk

[0354] 75 W 2 ABL 1 A= 4 e 4k TT E L 60 ) 7 Y R A R 5, A o & L 5 FKBP12
GEG I T, X T 0 I B TE ) PR M, 7R AR S BRI BTIRE E I (e AR 4
HT/ B R XS P B 2 o g 40 i R K ) 5 Sz SRS M, BLAE S TR FKBP- A
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FRAP- W B & & A K 3- 29 A H1 35 % . Sorbera Z54F Drugs ofthe Future 2002,
27(1) :7T-13 HAER T ER S 7 | IR BE & V) 1, ZSCHRAE L S | FIE I 2% .

[0355] &AM )i, il

[0356]  CLANFR N =4 5 AZE A FKBP12 454 MM i 5 hFKBP12 F1 FRAP (¢ =58 1k
BEW, WE A Y& MR A TORL T TOR2 [ AN M. WI{ES5 A FKBP12 4541 / 8%
55N FKBP12 L& A FRAP ( 8068 7 H FRB S5 M il & s sk /B ) B =R R S5 WINRE
0377 TR B AR AU AN B 0 25 22 AT LU IR AE . 220 WO 96/41865 (Clackson %5 ) , I HI
WA T 285 A T e EIE A Y S5 N FKBP12 456 85 & AN FKBP12 JZ A FRAP [
FRB Z5#03k K 2R FITE R — R AW (BRI 5 [RE) . XSl e vA s & 45 5 109t
TR o> Mo e I e v B 2 40 M ) sl 5 1% 7 VA e N SR S AP AE T
U L0470 () R 40 e 0 ) 1) 7= A i 2 2 ERL P B KT, AN T A E B b s E i 2 AR
VI = B G OCRE o AR 25 40 M g s ml A+ CRERE BRI . 23 L2 WO
95/33052 Berlin %% ) .

[0357]  JE 7 ARIE A A K RO EE IS R A B E AT (BT, oF BT AR A 40 o sl ML
EEAE UMW), v DRSOT 2B oM TR/ 8k 55 B 5 N FH I, 7T 28 i 40 g
FEFA L& A

[0358]  TER-LCIH LN, WIFEPTEL B N FHBS | Aast i TR B AR A, Lk A8 e o
59AARB M 4 A s AR5 NS A& B AR & I MR . SRR s A A
[ —~ PR e PR 72 o Phe36 AN [F) 20 51K, 016 BLAT A/ I 1) 2 S TR A S 2 1R
BN S B e ¥ N FKBP o 1 401, SIX AL AL S 4 mT DI S kb b5 5878 4K FKBPs 455, /b id &
115 N FKBP12 454 e ) — B S, TR0 T, SR A FIRT G R F 2 AR I B4R 40 55
AT RESZ MO 72 TR T I E , X LA A ) 5 S 1R FKBPs 1145 Gt ‘B 41145 A FKBP12 ¥ 45
A2 DR 3 AN

[0359] A% %% B 4% i i MR A6 T- N FKBP12, A8 AR sl e SR R A I 454 SE
J)a] LU k3 A T An ) FH 1 FRBP (19 77 32500 52 o 9, LMk N 53] BLIN s A % B AL )
SO AN AR EARS S AR . W40 Sierkierka 55 1989, Nature 341,
755-757 CIRIEA AP S FRIC I FK506 RTA9X] FKBP [5e 4 454 ) o

[0360]  JEIT EEELE SR (BIUNZOEHEK) ad4h &I & (W5 FK506 Lh# ) JFKBP B 5
PERIHDE] st SRl ) st e il e 7 iEg T I S i, A B SR LE E i 2R 4 5 N FKBP1 2,
S FHE LSRR, 5 IX AR FKBP KIS0 & R AMSE & AR E X K fE
K29 200nM, FEARIEAK 29 50nM, £ 2 LR T4£7 10nM, - B HE2 FARIELTEY 1nM.
[0361]  W099/36553 F1 W096,/41865 H -4l flid | a5tk 454 FP e vk Il g ik nl etk
AN E 2 EAE VIR 1C50, H RN T &4 S5 hr1dr) FKBP BLif, U1 FK506, %f FKBP & 1 74
e B 1BE

[0362] Ak BH—RA B LA VIR 145 52 1) FKBP X ORI EC AR, a0 A FKBP12 Bt R
HAEZ 104, 0% 1-5 M FER S H R AR TE S 456 FP ek (o, A Ptk
[*) FK506 A5t ) 1S 1C50 {H4FF 1000, JLitirT 300nM, SEALIELF T 100nM, I HE R
U7 10nM,

[0363]  {E4f Mu I &b, F5 SR 5 ik & A 2 R RE ) AT LS ok ) S X AL 2
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AT R A B DRI o 90 G, R A A B I HLRR S R A 65 5 — kA 2 1 ) DNA
DA K St 55 — 1k A 85 1 1R DNA [Tt e, oy, 28— kG 8k A & — Fh 2 B FKBP X IR —
FhEl % PR 25 X I8, 55— A B R 2 FRB XN — ek 2 F BE e 70 2 S84k b R 3B
SN RN DX Ik o FRATIL LA FH 2 7 e 2 R R 40 o, iR B RS2 X i B B 2 58
e RN T ot (RUE B ) 4. WO 99/36553 F1 WO 96/41865 FHILTT &
IR Ay g | RS [ B R O TR R IR T U B o 0 T R A R LA X e TR
MM IR o (ERTZ: W W099/10510 ¢4 5 SR AU AL K. (1) 41 i R0 s 4 Hh 4%
BRIl ZEEC AR BRI B ndie T DA S R B I AR R R I e 5 ) Z 4R fER =+ A=
Keakdide. FHMRUIMANEE T, 5@ (RVPEERERE R, @ LA /N
B ) RS BRI AEAE . B TIRE R E ) RIS B B PR A, B2 R4k, 5
A5 FE R R 5 A G . AR RE T G (40, @ik ELISA) sk =408 T
e = CanA ) o TR TS R E B TR RIE A T R TR A
TE A0 AR PR R vk . LR RS L DR LS, 451 r SEAPL hGH. B — 2 FLBE  2- (85l
AR C R, e FIE, Brl ke .

[0364]  IXAEMTIIE AR VFE LA T2 B A BT AT (1) TC50 fEHN / B ESA 5 1 I B i SR
TGS PP IIGE A vE LMk A DL £ HA BT R 1) TC50 BRT / sSOp D T-X0 B 4 FK506 115t
SEA 57T AR FKBP B #4279 FKBP [ 85 1A 25147 .

[0365] W]

[0366] T 11 W094/18317. W095/02684, W096/20951 ., W095/41865., W099,/36553 il
WO/01/14387 (P4 A% F A BH (1) B I 2RALA), i 45 S0 AR T 35 R B ML AR 3 i
RGN M P R 2 PR ) S N R AL TR R Bh A B R T B S | R L AR AR A, AL RS R
SN o A, AR B ) — 24 S HoA S AT/ sibum i/ sibt REEPER / Bt
HEBEA / BCPTEC R T, FI /B R S A B, T A AR R I T VA AT 0
FLLE . TBLeAl AW R AE VR YT S 2% B S A B HE R 5 B 5 8 5 R , K
TRMEDCTT R, BH R AN 22 R PERBARE s BUR RSy s RE (WI2F B2 exzema, 57 i « 2 PE )
S P 28 SR G P8 1A A ZE 5097 « empheysema UV R4 ) ik IS (4, 5]
NI ST IR ) (2 WA Sousa %%, Circulation, 2001, 103 :192-195) ;45540
ZENT MR E (2 DL Kwiatkowski Z& Human Molecular Genetics,2002,11 #, No. 5,
525-534 TU ) FNELLCHEAE (W, FLya BT NRSE  ON S0 e o 4 Wi Sk 30 e i Bk
20 e B e P PR R B R B0 ) R A PTEN- SRR I I8 (2 L1 Neshat 5%, PNAS
98 (18) :1031410319 ;Podsypanina 2% PNAS 98(18) :01320-10325 ;Mills %% PNAS 98(18) :
10031-10033 ;Hidalgo %%, Oncogene (2000) 19, 6680-668) . A% B [ 3264k, 45 47) 2 4 N K
MR, e AT A F I 41 B Th g, 75987 559 0 H 0 IE W TSR, e AR 1 4
28 M TR 0 28 1 5 1 B IR TUSAA 1T Be A2 1K . RATIELES IR AR L & 4s T B 1E
I P AR ) BT AR S S R A0 T S < O R e B R D v I A R e R AR R R
FAREFAH OGP, A FEHA PR T B9 845 Jibifa (involutionalosteoporosis) I AYBi#
85 B BURARIE « 11 BYBCE B R AAE « 4141 LB AAE e & M B DRBRAAE « Y 73 W ¢
W BRI D BE TCIEE  PEIR Th Be paR AT L O SR B AR BRI R G AR B BRI BE T
HE B TR E5 A AR  FFR 55 I D RE TCIEAE i 88« 22 R0tk e B R RUAH DG - R i K 4
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M & A & PE R Gaucher” s 7 G AR ZHZU 5 L R AN A R DE SR FORE VIR B — v
SRAAE BT A e T IS R G AL [ 52 UK B Sudeck” s 224 18 AT REL IR s 750 13
S e RIEIN YIS L NS

[0367] Rt S it LR N A o

[0368] 1. JATEEIVATT .

[0369]  FEVFZAHUL T, B A IT KA 77 ik BRI B Y R 7K F 1 B8 D05 T97 202 EE .
A5 YR o T SR BN PNG YT A T SRR R IR AR RIS . — M)A A T A AR
FR (A2 FRBP R A IHE 245 550 ( “FRB” XL ) , FRAP, 75— &
F/b—ANFKBP [XI) , Bee —SRAL Ik & 8 AR B B 2R ADMA) , RS R BRI e o — Mk
BEAME DNA 454 X8, Lk i Pomerantz S5 48 348 Tk i B G20 11 g S Y08 200 4% DX 3 114
A DNA Zi 5 Xk 5 — A R VA S AT SR B s 1) DI A SRt DX R IR 2R AR
Ve 5P Mk AR A S, A R0 5 B ATk 45 HLRETR S IX AL k& B 4815 DNA
ST INAT RN TR 4 i . &3 55 DNA 454 DX I3 454 (1) DNA J7 471 ) BB 2 R 4
WG INAEE R R ISR fik TR i sl A Gl 1) s s N 2525 ) B R
K7 2 AR, 5 i R RIA R LR . PCT/US93/01617 FIWO 96/47865 (Clackson 2% )
NIF T RS BB ME A . Seierhy, BUIR R BRI ACE Rz ik & R AR TR &
VI H SOR B2 R E R TR ISR R e A IR B T CERISRAA R ) )
B - M HFR AR IL

[0370]  FEWHSRAI Tl 2 MO B SR 25 4% 52 38 DAISOT UL DAL B e o o BROAR T IR ) 2%
M) VER IR SO 25 2510 77 20 FR WA SR AU AN/ BB JE PR mRNA ) A4 38 ) A7 A8 1) TR
AL, A&7 S TR SR R X Rk AR gs 2, AR B At B ik 4524
B R T BRI . B WS AT AR A 25 0 b R 8 BOR) IR s FUIR 2825 3R R 4R 2
WNZ5 24 RN P VBB VLA L BT OGNS . BRI RIS RS STl &
Yy ) RIS AU R I T VR R R 2 15 i 2 25 3R AR KRR o 25 25 BRORG 1 77
KRR A5 VR R T R PR ER T R A BT s N BB B AR A T E . AEIR KRR
FE b, 452505 IR AR R E

[0371] T WASSALYIIOE [R5 bl SO BRI, 2O BB ISR I 45 25 . B4k, R &%
5,45 T 5 IR T W AR G . BRI, W B AR R B R B BT RO
A CAAEART 5 (810 7 245 7 — ZAL RSB, a0 SR 75 B0 1) S R 0 Nk I N 5 2. B
& AEBC ARG X AL D I ( B R UTBREE ) .

[0372] 53— Fh 5, 2k DA T RE AR IR 40 i S T8 A i P ok (89— XL 7 FRB R FKBP [X 35
Rk B o (ELH R 35 0 DNA &5 45 DX I B S s XU 40 R 15 5 DX g AR
155 DOIRAE LR A sl R AL s SR AL 5 R Al R T MG s A . R0 A SRR &
KA XS A TR AR s LA N 4 M5 5 CHI, iR AR T B3I s AL 5 5 )
BEAT Y, a0 e 77 Brik K A& T A R W iR B . 25 I I B 2 A B PCT/
US94/01617 Fi1 PCT/US 94/08008.

[0373] MRk Xt I 367 FRO 70 8 P A 00 77 925 mT AR S B WAL AT B R R 5 71
B, i YR A I TR (5 58 R AK K, 90, AT 2 A, B A AR I 1) PN A A A e
R ) E IS R IR T I T A A TR R, 49, R R . I VG A T

ol



CN 101717410 B OB B 50/76 T

AL ) Bl 2 e I HLIR % N, DLSRAFINTR] — SRIA7KP 198 2R BL AW EEIR YT I R WV o
H e T R BRGSO, 78 NS B — IR AT A R s/ MRl & . BERZ TV, 4
SARIFVETT G N 50 B B AR I 25 2516, 1 S B A AL B 4 4 51 =, AR
Ji 0 5 SR PRI TR 5, LA o 40 M 3R 48 1E AE R A 33 1 RO LR ™ AR R 3R = R 7K - o
[0374]  NAZECR B, ARG BNVE 22728 552 0, 4 48 Mo XS 5 0 S AU 1) s 8 R I 1R 2%
By DL SRRAE LT 8 5 43 W B 7K ERAK = W) (103 1« RE 3 (P Re R B2 SR, 3K T i I 1) R 490 1
75 A Ay A0 BN R 240 L 28 0 1 T 0 R ) s SR I 4 B kA 2R 3, SR

[0375] 2. EEAHMRER R ER I A

[0376] RSV AIE ST H B E A AT 8 A B R AT 2R P TR R LBl 4 i &
KRR IR B T S o AT LB 40 i, i AN FH 40 B B B, BOR TR B R SR T &
T ) 2 R0 4 Dy e — R AN 8 i e 8 P 40 i 5 i o A8 FH b 7 v w2 7 1 2 1 R4 A
CLA0 A R AL R ATV I R B0 P B L R A Rl VT ce hids, 5555 . R 7 L4
B A I RS LR TR A A 4l B A SEIR I SRR KT B O o AE P X FE R SR A S — AR
il aRae st ) ol s i Y g = B v U et A SR e =T i s 9 1 2 X W 2R E ) G S 7 o
PR ) B SR IR B BE D, W PR B 2R R T, RV AN MU AE B B T AR AR RO
R, HAR BSR4 MR T e, A Bos R RRE, M A RREA Y.

[0377]  EAE=H TRk (an, ZEEEYT ) FISEEG 1 =5 4 s 25 i 88 T AR U 444 LA« &
BRI N B I . X e e R R TARAL 57 A2 T e R AR 1, X A B AR 1 N 2R
A0, A7 R B 1 2H AR DT 20 ) A e 1 FR R B RIORE T o A B o B TR i R A
AL FE WL SRR IR AR SO B o 005 TP D0, ISR i oA 9 5 S A 1D 2
59 R rep F cap H5 EHAE AKF BRAHIC . H AR L0 HT X0 77 40 e R st 1 o
I, e DL A e — R ALK AAV iR o AR BRI AR POX 26 ] BRI 7 58, RN AR VPR AL 24
TR 8 2 S IR -5 ) R, rep FIAZ SR AL 36 4 45 1 . e 4 M 2R m] AR il ey 25
B, G 2 By, AR e e e N AR B . AR5, AN R A5 3 ke i
SR R B L ERIE, A B R )

[0378] 3. A=WEAoY

[0379] A% BHIE FH T 45 Fh o5 A 1 7 RS i 48 il SR 2 R 3Rk i AR 2 ik e . P AL
(1) HFA2aie i = CRER A RNA FIERIE 5 (2) I FIrm A 22 ThRE I 4L 23 1
FEA M) (BURP, 2R TRAL R4 M ) 85 H Bk RNA (iR #83R0E 5 (3) F Ty Hik
YA Th e L RS R 0 = 8 ) RNA R RIE () H TR A1)
REMIgmt 55— EH T P IR PEZE IR (38 35 8 1 Ik e X 7y TSR R 1A TR 4. PCT/
US95/10591 HAFF T A B i 533 F (R S S R s e B el HL e NV H

[0380] A BHIE— W] H T Fdl By H IR & o XA S g i HL BB RS il A
K & H R 1) DNA A2 f& ( BT DA & dn BaR i HoAm X 30 ) B &, 7098 R R PR %
SR EARTT Srp, SRR i th AL B 5 — AN e 2 AN AR T T AHIE SR ], 3 288 5%
I T A B 2 A TGS . B, DAL PRI 45 R m] A B i Lol N D3 N T 7 4B
SR v A o AT (R 5 i v AL HE AR, i iRl e — AN EA E A IF
PO FEIE BRI A 5% o IR 3 w140 O oy A 10 2 PR TR B SR v A FH A e B 16 7
KR AN E S Can, SR M E e EIET ) .
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[0381] 4. g LM% B H

[0382] IR A S BH AY. A P00 i) AS 170 9 48 R 2% FR0 0 P P 3R, B AT R 970 ol 8 40 e A G I
PR T PR iR o e kb, AR A B A A WA T6 9T BN 22 P i A= K B RT ER
i B S e 9/ BUBT A T BT I g ik AL 46 1 090 5505 AR, 0 4 TR R R,
0 Y96 AT A0 T e LR ) 40 B e A ER S . 40, Sorbera 5§, “CCI-779” Drugs
ofthe Future 2002,27(1) :7-13 ;W0 02/4000 F1 WO 02/13802 /A T A% H B im a5 2% 8k
CCIT79 WX Al 5AR KL GEWEE (R ST AR HED W, 2PE G ) [
T¥R7 o R B e W ) 7 UL AL S BV B alemtuzmab. 7N AR WS i 2 YT
nastrozole Pi AT & IR — BUATEHUR PR (40 MLN-591, MLN591RL 1 MLN2704) \ = 48 44 fif
Avastin ® (I EH-VEGF Fifk) Wb BT R 25 A 2 vl . <41 Gliadel
JELZER L R T IR BT A A — B B E R v S i D BT AR AR R4 A
NRR A A FRAFR b BB &2 Elliott’ s BRI EHER.
MESE R VT R AT R B RE S L ATy BN VP-16 MK PE 540 L A P 5-FUL R 4E T BE L &5 75
75 . gemtuzumab-ozogamicin. 3¢5 I bk LR IE  FR IR IR AR LE AL RIS EE A2 L R R A A
LE 2 7 IR EE G PR imatinib K2R (BRI B AR T AR HIR) ) AL AR BTAR
MLN576 (XR11576) ) > il we . B DU S0 B8« P 7 D & R 0 e K M L 221 LU 2 i ok 327
£y L-PAM. 6 R 40 28 FiEnd | AP AR, 22 82 22 CORFE IR L MLN5 18 T MLN608 ( B &
flr—3 SRS 2 B I B P 55 PDFG-R 8% c—kit) « itoxantrone. A2 HE . 5% B Wi =) 4th T o
FEFK ST | 2 i (Herceptin®si I & 91 —Her2 Hifk ) .2C4 (I E T HER-2 A B
F5HESIPUAR ) (4 A BR. ATRA R LL 2 BIAKBEER N . zoledronate B¢ oy — > R
B o

[0383] AR EHAL A W)L W] H 3677 S s R R A2 HE S SO, Pk A2 e d6 an, 1
o B /N B AR M) A B /N R B IR (R A RS A, Lo 9 e MRS AE A, T TR 9T B
ALY A PUE E W, T IR7 BN A B 5 Sz QORI SRR ST R, B
PRI, FAENLTG 7, 22 R VA ARE 5 F0 98 RE S 5 a2 B2 98¢, S bk % W92, K iae » R VE I
Wi i 98 (AL HERE N , 15 P ATE REL M s » J e, SRR A LR A1, SR R, 55 ) IR
AR SN T- 40 A M5 / 0K E08 , SRy Ik, o A 3 M il P e B AR PR B 78 s AE
A BN K SEFERRAL 5 DL RO M AE8 2995 , B 10 A7 5995 » R0 470 ] 05995 » 2 sed R s R A A, i ol 72
P9 » B KRR AL, B KSR FE AL, AE 3 MR A AL 3 ik A4k, B3 4t e 3 S 30 e i A 3
i 0L 5 7 5 5 | L PR BE A A, R o B 2 A B MR R E . AR B R I 2R A T O
FHAETE MAAE 2. CCI779 5K RADOOT HH [RIIZ A A FH A (1 7 v 8 A Ak o

[0384] ARk B ) B S ALLAD) FHAE S 35 DRI BEHT R SR, W] 55— El 2 i g S i i
FIFEH o XFER S PR T R, (EAN PR R S 28, A A RN R IR e e PR I L |
TN Z AU % . FK-506. OKT—3. mycophenolate. il ATG., A% AL &4 5 X FER H
T155 T G B TSR T R AE R G 256 B I, SIEEP 7 1 R0R T B A A R D B I ol
Ko Stepkowski BEALE T X PG H I FEAL, FAF 9T 45 B R A H % B B ER T 7 =L
TR R MM AE = A B e 7O R A A3 B (Al [Transplantation
Proc. 23 :507 (1991) ] » A& B E7 i 2RAA) W] 8 ok 4 US5, 496, 832 H (1935 24 5 iEFIA L T
16T O NE R AE PG s m] Il L an US5, 387, 589 H IR 1 A M B TRITIR 28 s vl id i o
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USh, 286, 731 1 5, 286, 730 H (13 24 5 vERAAF BEH T S 9% 98 W P L & S g 98 R
T o

[0385] A< BH 1K) i WA SRABA 3 T A DAy B — PO 11 B 43 v o7 sl ifn 2 5. (03
A4, S PR B M i 0L 595 0 I R A « 20 Jk S DR A AL A B DR B kA« 4 e =R 1
T B0 e A T I 54 T B I EE A L b AR 2 A R MR OR ) T A T
BRI, I ] S A A O LA L 2 I IR A o 2R R A RS ACE
FVHIFR), rnds 83t ) 355 W 2 ) | B K R L 22 R e R U R B S ) R A
FOER 5 M BoK R 1T SZ2ARFE PR, Wk My, (K DLyb 3, 303, Gy i, Fg kb4,
T UETRAT LY, WS UURE, F 5 JEE 5%, MG Co—A X0 JEU R3], Wivg ARy T, SiA%Athy T,
BAIAR AT, ¥ A%t T, S ARARTT, BrARAthyT, B — "B L HRZRREBHA, 1 RAIS /R, BEG K R,
SCANE IR, RIS IR, W 2RI IR, A5 A IR, WA IR, G 238 IR, T T8O, BT & 7R, 3596
IR, R FR R B 30 1 B 7] A0 A5, dEhrirek, JeRH 7, S A& A5, JE B2,
A, JEVE HF, JE R, AR MR sHURALT) s FIBLEER N, HRiEAR, PR, I,
e 2, AR TR 2R 0 3 3 2= I = AR P R i RO, 3 e i3 =, b e,
17— B — B, #fE i, FIAR FRMERNWRZ . 22 W4 USH, 288, 711 F1W001/97809 HH ) 77 VA
PPRVRTIE T A B ) B TR SRALDIG T &5 P , A0S b R 1 B M el L8 It s o

[0386] A% AL G4 3E W] R AR A28 9550, e il m] FH T 20 pb 42 TG 75 AR AT BE Pk 52 DA
S R 9 L B AR K T BRI VAR T 2 Pl 209 BEIR S, L HE B KA 5 Bk F A Fn b
AP e R G  E (i, B BE 340 R | A -B 1 28 B T A 22 18 38 s A% ) » e (o,
PRI PE AR 295 ) 5 S SE AT (0, KR AR AR R 25 32 ), A DAUAH 2% 10 i 457 5 R0 A IXUAH 2% 1)
S e AL, AR 22 95 AR AL AR, AHAN PR T, & B A 2R AR AT M 0 A8 AH 9K 1R A1 ] ok 22 9 A2 AL
ZEBEASELRE, HANPR T, = SR 5 WA 2208 DR IR S EIENLTE D WUE AR
JL2E 4 O 2R A R AT PR L2 40 10EAT T TR A% 1 JUL 28 4 000 B 2R B e R E AR 2R
T S50 5 A | R ZH 2 AR | 0 ER L T ERER 4R A AE L n AR e A R B R . v - =
fiil (glue—sniffer’ s fHEHAR ) HRALHE . 2 A0 5 | kD 19 J8] [ A 22 5 BE L I DR |
Gullain-Barre ZEAE FHIAR Bl R MG BRAE « A G ARRE R 7 S WL 0

[0387] 5. M TPl Fge7s s S Rei e a6

[0388] A/ BH TR A AL W] S A FH B 5 25 My R & FH , nidi H US5665728 A FF 1) 7714
FAEL, FT¥6097 SR S P9 T3 UL 40 M3 A= L e 7 R il 4 PR 26 I Je B B30™
PR, LR AR A2 s 3 B I 540 i, BRAE TAR BRI LA 5 1S IR A 1)
MERG. WA FRMESRGPIHE T LR ER AR NEsRmE2s RN E
A EE QG MEIRE W Bl BB FERE AL s AT B RIE AR 5 AR I I A B . AU S 190
E G U HALTS 8 i AR BN FI BR AR U2 52 s N b RBIIKOE A 5 i & SRR
BAHSMRFFEAR SHOGIRTT 5 DLACH B Rl 3R A8 P T2 Bl P B2 58 Bt IR0 N 7 955 R 1) A 40
o BRI, AR B B IR SR mT seoph Bl s 25 1y B8 & H LPRRT ERR AT SR INVE N R TS
(R F 78, IR AR IR AN DT VRN 48 B2 i A el IR B K B AR, I A8 8 4 AR, L8 B, 1
EANRFFEARBBOLIRIT ik

[0389] A< B ET WA SR ALY — Fivke ol A e SO A A B TR 7 2t AR AR 280 A8 R
B2 RS (R0 4 B2 T AR L. F TR 7 4E N, A8 WAL & 40 n] A8 158 R
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TR Z AT P JG4E T, \T S TIRME— 29 & H . AR FTE IR Sa & PR
HE T4 Eah (s ERmAMSRAMEEE) Dk bsI N3 EEHRERILE,
A9 BB 2R AL AT i ] USB, 516, 781 36, 153, 252 35, 665, 728 35, 646, 160 ;5, 563, 146 ;
15,516, 781 LA K H & F) HiE WO 01/01957.01/49338.01/87263.01/87342.01/87372,
01/87373.01/87374.01/87375 F1 01/87376 FIPLALe HAbTe i H e 56 T2 e g 524
G 1 & R SCHR A 23 R A FH TRDRE (02 B R s L e 2, U LR B WA 85 22 I FH 16 7 VM
Ko A BB A2 T 8 v 2 B L e 2 L BT RO R U T 2 R
RISE . AR TR M) T =528 8, R R B TR AR A s 25 8 17 3
IXFETE WA XA B R AN B T AR

[0390]  — UL, AR B T WA AU 1K B LA T AN AR N IR e TR (K 25 A Rk &5
Mz EE FRIRE AR K AL AW ISR, fE—2eiB 00 DATIE R B . LA IR
HERAAES g/ KA 2001 g/ RYGHEWN, LIEAE 100 g/ RE 6600 g/ RIGHEN. 25
W TR AL S S B AE 100 0 g &2 10mg YO Y, PRIEAE 300 1 g &2 2mg Y5 I N, EARIEAE
500 n g & 1. 5mg YBHE W -

[0391] R 3K 1) &5 A8 mT LU SO AR 5K, L mT 4 15 i 000 18 8] L2 B AR I X
HnT R B I RE R R A . BeY IR IS T LU AR Mg sk A / B A dok Bk iE s T
B . RN AT DU R K R & AT A A, B K 3K £ B K el
0,458 76 AR B R T R Bl i, DL R SE AT N R B4, B IkoRE 8, E 56 5%, Bl B AR S,
IR, SRS BV E, AR, M A, IR, S8 % T Ak B i) 7= M S 2R R R aT 43 1
DuraflexCoronary Stent (Avantec) .

[0392]  “HIAR[Y 5K ” SR FRHE NPT 75 AL £ » &8 B 7 W] B/ BRI B A R 42 )
Pk AR, T AT . 3B W] B AR A RR A BB, i A e I BRI R A
DHAEEY KR IFE T4 Al JLAYHE, 59K ) n] B /AR, WA T /B 4 1 I8 RO S8 1Y
SEE, IR E VAR IESI BT A WAL S FEIERE, O T HE N SR RN A i R
o

[0393] B3, WhBEE AT By ko IXFERY B TR0 45 A0 ik A A ok A L3RS, G e (e
KA SO B A A Nitinol™ A& T R B, IXFER B T BT R AN 32 4 A, 4
H A2 R ) R SR, AR BT IR B O T AR FEAE R A1 i , 2 B N A AR
o HI RS B ok E T DA 1) 52 BR A R A1 Rt ik, o, 7EN e BB T i IR Bl
HOT LRI R S I

[0394] 2B (¥ ST H gk FILATH B (1. 07 1, B A i A B 2 18 19 K 5 F Smm 22 100mm
TE T P, M5 AE Smm 22 50mm Y8 B N o S T I AR S (FR I RZERY ) BRI
£ 0. 5mm £ 10mm & [F P, 5538 % 7E 0. Smm 42 8mm 5 Bl Y o 8 FH T 5 I 9K i L AR AE
1. Omm %= 100mm Y& A, 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] & Fy Win] b FH T P Jis S AR BB AR ) (1) 15 A AL AL) i, L 7R b ey M S e g 2
300 ZRANANEEAN A B, B ER A P 16 4B W s M R R G2 A S W Nitino 1™ &4 8%
AENE R e PRBTT X LS 4 8 20 A W) BuX ek M (1) & 8 S5 e RS B M R A&
Fa o A B AR BB T R LB S5 A7 USB, 195, 417 55, 102, 417 Fi1 4, 776, 337 AT
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TULEH, FEC A TS I HIVEAZ 75 . US6, 471, 980 H1 A I T S48 K 2590 1) 22 e 5302 SR 138, £
5 VLTI T 2B U8 5 AE L R A HAE I 2% .
[0396]  FEUEBH ML HAR T b, B A e B b & 22 /DR G oy S5 M I 2 . 2%
JRURT FH AT FRAFIRS 35 0 mT BRAA IR, ANBRRR T, A R, BORIRIAS BH . AP m] B T2
P Bl 2 T AR 1 7 S DABR A P 77 R IO R . ] B, A AT B T 2 T AR i ]
ok gtz B ez N AR AR BT R R O 2 o 10 B 1) AR A B e s AR 0 R ek ) 2 T R L
U RN R ORN B R O CIREE R R TR - BRI RN B2 LR VR
MR/ RFEEE CIRILFR YR Fa i it SR I, f“/zE’JH“/\%HTﬁH?ﬁtEE’JD O AIER A
VRIS —1- FLRAN R —e— QB IZ LY ‘ﬁﬁﬁﬁﬂﬁﬁﬁgﬁﬁ*ﬂr@}ﬁ%ﬁ
EFR OB R OIGWIE CTR T RAYZR . L CIGBEILE ),
[0397] AW KEMFME (BD, e M) B j@%ﬁ[&ﬁﬁ (Eﬂ 2 Jo 3R 1H1 B e (1] %
FEAELRFE AR 5E 3 ) o A BRIERE 7] T UL AU MR B L S B K RS it ] i,
eI SR T B L 5.
[0398]  —4B4EHLT, R EH 2 B BRI SA R AEEE, b 20— B4
S EMHS—EAEEY, 20 —MART ALY A & L e . i, &
T AT BRSSP A G IR 5 /S0 2 B B A RS TG T B T AN B 2R B2 I
F— PR Ay ORI .. G, 2R R E T R—EREN. (FEIA
AR AL G A Wiml 1k 5 US 6, 471, 980 Hh A1 H I
[0399] b4l FRIESF R vl 5 25 MM/ BOE AR IE o JX A I PR 32 5 it m LA AN J3 ik 1) Bl A
B At iy, Ak 2R DY A 20 (PTFE) 3R — FF 2R PARYLAST™, mJ 428 i) 45 B2 1kt g s B AL
EWHIRE « XG0T, A A YT 4 H0E I R B R R . iy L, W] 7R i Bl R I bR
S5 AN B AE AR A PE BB AH A YEZ , W2 &l (PEG) , CAXE IR B AR A= P AH 251
[0400]  7E 55— R AKTT S, B & W22 B 0] 5 2 /DRI 43 2540 BTV R 1) PR T 7
S, ALY E T BERE Y Bk BRI AR . PR 5 e ] B R 8 10 JE A AR iy 75 IR il b
LM R, LR (R B R R () S JEFEAE 0. 01 HCK 2 100 K SE I P, LR 7E 0. 1 BCk &2
10 BCKIEFI P, DAERGE BT 75 R OB A, L8 ) PR 3o 5 ot A2 A2 AN T3S Db IRy BRAS B A 11T, ek
i PTFE . PARYLAST™ 58 %3k T R 2L 186« ) — P2, s HL 454, A 0 e 33 0 iy Bk o
BEROE A BOLIL . — 2500, BRI ] &8 24 BE A RE [R5 [R] 1 AH 7%
2, Hh e/ b—EaE4 e H S —EESEY, 20— AR T LG R A
HHEYWR. F—hREEPE S Z MY,
[0401] S —EARHF R, B2 E R S FEie Wit 74 Ll &Lt
it {74y bR B i d5F o v AE T 10 B TR) P B A B0 08 20 e A A T B2 148 B 795 10 b 5 e TS
Fo HHmoAEW ERKREGWER, KGR NNAEY . BRI, Qirki, £k
o5 A7 A0/ B s ML A1, A RV & i B B b B il B, B ai nl LLEA
o i 1 22 o B PR s g o
[0402] MR EHE S — AR EA S A RIS ), FE HAA PR BF e ] RN AR s DL A E
R AL A, an, DAk e P E i L e AR s R, fERREAS 2 R, Hh S EaE
PARYLAST™ sl — 2 LI HE 4 50nm—10 UK o 80— R R A, 5 — R
THEY, 2P F T HAL G, A S e .
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[0403] 5 —FiixX AR E RN T, A EnT ik gif, hdiiz Bz W&
P UL RATIE I g5/ 2 B sz WML S 20— R L e iR . anT i sk &5 14
RN B, LS9 BALE IR, n 5K &5 MR N I I, AT s g i th B L
PRP R SR AL R T, BRI, A A7 AR B AR R e A R . XTI
I ) B e B EI A B CQn, By R B R ), B NG, Bt 5], B8 US
6,471,980 AT I1b/T1Ta K.

[0404] A< BH PR LB (AL 0 M0 /89 1 233 0 AR AR IR v B, — PP ELRELE AR I PN el
DR B LI A AN & AR R B AL A i N I DA I 7 A 0 V. A B b
JE R AE— S5 0T DA 2 I RN P LA T . A& ] A6 S 48 5 NS K IS
SERDBER, BT BEAEIR o (R UL, fE— 28500 T A ST AERE N T 38 /b — /NI 5 SE 5
FETH o TS A 1M A2 P58 YR S — /NI 5 4 22 D R AR (AR DL SB35 PN ) B IR
BT — eI T, ATAE AN PR AR AL R} B BR T B b A SR, AT G — /i Ja 9 0%
o A SRR S LA (7R 50 g/ RZ 200 1 g/ RJuH P, REAE 10w g/ RE 601 g/
RAGFH N A, b S YR M HEE B 1 R A 45 KRB, LR M B BT 7 KE 21
UNLE:2)

[0405] & ] A FH B sk HR B 25 55, 12350, UUAN, SR AT IR o IXFE IR E 7T B2
ABIETY o A, RO AR — s 2, B B R = o [FIAEH, 3B IR W BRI, W
55, B0 VU, AL BE sy A R 2R B R M B A RSB AL ED .

[0406] —HEIEULT, BB A 2 /D> —FBRL G WIN I E T, AW TTE | RE 45
RWBE, He—Fhs 2 P T 7E 2 K42 3N H WG BRIk, 1S e Y m R i
AT LA [R] B A R mT DU AR R o

[0407]  BEAUAL AW B B o Bk IV B 400 K i . AE— 28 HAR DT R, Bk
HAAE 100 1 g 2 10mg i [l Y, ARIETE 300 1 g &2 2mg i [l P, BEALIESE 500 1 g 22 1. 5mg &
Bl . TG RBRBCE R A H O0n g/ REOLg/ K, MEHug/ KE3OLg/
Ko JaBL AV IR UR %2 Ty, JUAIHIE 51 g/ K22 200 1 g/ RYEHIN, BH H 100 g/
KA 100w g/ Ko Kk, A2 0GR o R MR o2 5 RO 20 0% 22 99%, @ & 0%
2 90%, Lk H 0% & 75% . s AL P AL A V) B FE L HbAE H 0w g/mg 41
213 100w g/mg HATEH PN, ALIEH 0w g/mg HLZRA 100 g/mg L, J5 WAL AR
MR EE LA 7R B 1 250 /mg A4 100w ¢/mg HAVEHE N, LB 1 4958 /mg 41
23 100 g/mg ZHZ.

[0408]  HC4f . J5 . LLRATER LS K EANE . #AHh, A af R R as K UL iy 2 /b
B9y SCAA A AN B SRR PN B Al Ak, Tl D F 12 L IR A LR 8 L BAIE A
12 /802 2 B, BefRiE B 1 RE L JEHIR N TR 2 nT AR ), d kb [ 4 /NS &2 24 B, o
WA 1 RE 12 F, B M IR N R4E 2 RE 8 W, S ik e M BB 1
INFIAITE 3 KA 50 RN

[0400]  — L5 ULT, TIUE I [R) P 1T A0 G 8 I it 4 mT 250/ 70 B2 4 190 B A v 1) R T80T
B, MR 40 g/ KE 3000 g/ K, B H 40n g/ KRE 2000 g/ Ko XEAENL T, LG
YIAE J5 S R OB £ KR BAAR, BUBIME 1u g/ RE 1000 g/ RIGHE N, WHE A 10n g/ K
F A0 g/ Ko BErBRCR RGN RZE 1 R E 7 RIGHE W, SRR BRI G 1 5 A
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E 2 RZE 45 RGHEWN . BRI 1-7 RFFLENA L ik & A HLAE 10 40 5¢ /mg
A 100w g/mg HLNWEHE N J5 AR 2-45 R FLBh WAL b W T (1 vk B2 L R b 7 0. 1
5 /mg HZIZE 100 1 g/mg HEVEHIN . HEEI T, AW AEWRREIRAE | & 45 RN AFE
fE5 0 g/ RE 2000 g/ Ko EI 1-45 KA, W FLh A LUK B I ANHAE | 458 /mg 4147
% 10w g/mg ALRAEHN -
[0410]  —ANHAK Z i, B AW AL S B ek B /AR S B E B RS
Horp I T ] B AR R L S AL AT E T DUSRL BT TR R BGE R . W e, 4k
HEYE TR EZ Wiz b USR AT 75 R OE .
(04111  %&E FHAERE S T LR ST R A2 A R, IXFE R VF) 22 AR VR RS IO
"B PR A 4 B A2t s A 0 S ol R L G SR BT L B TR IR IR L 3R CIR W IR 58 406 S TR TR HW\J@ET
M - RPRILRRES R AR O RILR / BRI QI ZY, ML E Ie i B, | 26
R SRR 2 A4 T T UL E 1
[0412]  —ANEARKR B SEEHA H RED MR T 28 -1- AR CFRSTEY
200, 000 T& /R ) FIER —e— CLN BRI (344> 849 30, 000 38 /RTT) HLEY. K e COW
W% (PCL) A& P MR A, 15 AUTETH 4 B 59°C 2 64°C, FEAFEIT ML) 245 BRI, 2 -1-FL
i (PLLA) 7] 5 PCL A& T2 R AT 7 A B @5 BB B I 2k B {9 PLLA 55 PCL [ e 2602
75 © 25(PLLA/PCL) » I Rajasubramanian Z5¢E ASATO Journal, 40, pp. M584-589 (1994) 1
(R — AR, RS IANAE NS4, 75 ¢ 25 Y PLLA/PCL LR YR -A Y o T 20 5 B A
(B, WA B L AE 7 YR 2 PLLA/PCL 35, h4h, 75 25 19 PLLA/PCL 2L B4 3L
FOVFLETIE P 18] P 428 1 2908 0, 3 A2 B 3R PCL 5 i ATAS LR WAk & W i K 1 %
i, SR T IR PLLA 25 8 S8R A B 1 B
[0413]  ZRAWFETUR] K EERFAA, RIS 056 A PR A, BROOR 10636 T Paefide, RIYSLAG 268 0 5 1o B it
) PR LR e AR SE B8 o W kb, JE 0 mT R AS PR AR I 6 T 2 1, A HORE UL &4«
W AR TR R R AT R NS B GBI L/ T IR Y% L0F Lt
FWEE,
[0414] RN EEZZE, K2ATWEY AEW T, A GERYR. BINZTAEE
R, R S . B AN BEAR, A G PR UR Z 38 o LAk, AR B R 7E%¢
B T R P R3Sl ATk M AR S5 T AN T A PR e Rt o IR 1) R o o T LA AN
JE ek () T Be 2 AL A 0 B ok R B R TR B R o 35 B (1) PR 5 B LS Wk B, PTRE,
PARYLAST™, 2645, b4k, I fEFERAME RN £ K% (PEG) 252 LIS iR ks & 1AM
.
[0415]  F—AHAR S, BiL SV E A S E 2 el WIKZ9ik47 a5 UL
U A7 2 ERd e . a5 o] 48 FUE I TR) P B AR AN T AL & 0 T 46 1At A7 25 T SE T HERE T
I A8 H gt S AT EL S BRI R A AR, RS AT AR W AL A, AT AR IR ST
WAk B 3EGH; o UL, B ] ARk AT 2% RNt 55 2 R) st v T00 b A R B3 g e, AT Se 1P AL &4
Zo P F B T o i i R T
[0416]  #EH, BORAL SR T SRR A S EH S A TR A T
FE I FREE P PR AR FE FORE o BB TSR N AR, 28 /030 23 35 B T B 1) DY Pt I Ak
EYIFUE SR AT IR M, SO T iR 08 5 1 B S o Rt A PR e 1) 228 3 DA AR P4k
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G AU I B BN PRI B N TR NN, A S W)U B B i BN PR A 16 2
JoSE TP R I, DR IEAE TIOE I TR R FH A LA 22 LA H I8 IR 7 (1 1 e
BN, — 28 BLAKTT P AL S B PR EE 4 /NN A2 24 J8 N 46 58 SRR 0, Db e £ ifn 2 24
51 RA2 12 AR TR, SEACIEAEMAF IS 2 K2 8 I 1A i, S e 7E A A58 3 R
2 50 RIJINE] N

[0417]  ALEWTIRGEMAT A P BCEE b ERXM I A, g fr2s i i 2E, e T4k
AT T 78 o0 B A 2 i R A AT 28 5 TP UG S MR . ] ekt (b S B T AR E
FIFE U o ZERZ AT A, SN L E AR EAEILEY), W2 T H2INZ A
AT AR AT, A ST B T B R A B e W o

[o418] AN TRswl kiR An, Wi %, it UIRL BURE AL EWBAH B 8% a0
TR B SRS AR Can, pH S8, pH 82 IE R, A HLERES L FOEHL
W), i (G, PR, L8, NEE, RNEE, OFE, MO =8 ), IF (W, O, FE, T
), Wi (an, BN IR RELE ), B, B8, B, DMSO, UMk (i, &4k ik ) , 555
a0 N T T AT S Vs 25 B ot TR I F A AE N TR B b &4t v

B, 2WE 5, 20, PO, BORE R SUEEATE SUS AR AN TIE. B, N TS
T 2t 1) 1) HL W A DA B o SRS I JR R T E G 52 I TR) R g il e e (s R A o). AR
SR JE R B HAE 0. 01 Tk 2 100 TOKIE [ N, RIEAE 0. 1 3K & 10 SeKyEH N . A&
V) /BN TG, ¥ S E T B sl A TP 0510

[0419] {541, ] 24 3. OmmX 14mm ¥ AN 540 Duraflex. ™ S48, 4 A 25mg/ml 1L & 91
100% LT FAEE AT 1R £l — Sl R o s B v R R v 25 o SRR A K O
WA BEAEST SR TH . 75 & 25 I PLLA/PCL 3£284) (Polysciences RiMANE ) 15 1,4 %A 4%
Wkt (Aldrich Chemicals RiMEESE ) Wil & o 1 2UL VIR SC 4L E T e H 24 200rpm
T e b, 2 T g, A WA LA 55 T 2 ) 47 A 45 400 ) SCHE W 10-30 FR 3L R )
W R, BB E T 25-35 CHUA R AN I 24 /B DA AR5 o

[0420] W[ ffuh, 55— A HAK T &, W@ it Sousa Z4E Circulation, 2001 ;103 :192 ;
Sousa 244F Circulation, 2001 ;104 :2007 ;UL K Morice Z57E N Engl] Med 2002 ;346 (23)
1773-1780 T AL 7 3%, AEAS F R A SRALLAY) B 8 Sirolimus, il £ FIAE 5 4% & B B i 2
IS4 . BRI, 2 TR AR 20 k0 1 S T AR N W 7 A 2R ARU42) () Bx - VELOCITY S 4¢
HATIRIT

[o421] FEMLHGE TG EP, EHEUDSARBREDNREGWIRSG (= W10,
Kindt-Larsen %%, J Appl Biomater. 1995 ;6 :75-83 ;Revell 2%, Biomaterials. 1998 ;19 :
1579-1586) , H. 5— u m— JE B WA LI — -G8 BN A T BXVELOCITY ( 25t i ) SZ 441K
K, WOCBI VI 3161 ANFAN AT H 9K RS . Hople 5 /R PRodi BT [FR] EC il o

[0422]  FRECHIP I AEREN 15 RN JLF 58200,

[0423] 24 T SEIRZAR RSN [SR] BLHil, fE25Y) - R EWETSINNH T —EAE MRS
YICLSI AN B RE , B 2 IR I IE K 32 > 28 K. B4 30 RINZ 80 % KB A4 B SR
B il PR T

[0424] PRI HAKTT i, ANFEAIZEAEGY), SCHR AR A7 2R AR 7 8 [ 2 2 245Y)
(140 1 g Z5%) /em’) o
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[0425]  J& T Sirolimus SEES, 4 ¥ MLV 0 25 W) /K “F I A HH BRAEAE N S 1 /i (~
2-3ng/mL, FR ; ~ Ing/mL, SR) , fE4) 72 /NN R BT RLLT . FER'E B R E 4718
PE T WA 2K AE 8 2 17ng/mL 2 1), R N BE S HE H B A ZRAA ) =2 48 5 I K T fr g
{EL RV A2 W] I (] o

[0426] RSP 5K Hm RAEE (> 12 KUK JG, AR HERIRER A & 5 2R
[¥) Bx VELOCITY 3248, Bt BEART7 Z A S 28K 18mm, BL4200 3 &2 3. 5mm. AJ A AT
2 DR RS AL I bR fRU B 1) > 300 #b o R I AT 8 R N SZ 40 i R 25 /0 12 /)N B iy R o) )
VERK (325mg/d, AERR 2t ), LA RAERE N J5 57 RIUIR A 2 2 &k 300mg [ &Nt #% 55, 75mg/d £F
72 60 K,

[0427] G —AEAATT RSP, B EWSEE TS 8y b Wi, L&
A A YRS REIR, PO BEIRAERL A TN T b SR AL RE B b S IR . P e &1k
BV RIEALZRINE I TUZ o P kb, B UL S e BT A 5 22 /D A0 40 SRS MR
)2, b GWE TERUZ TEEFUZ N, I8 S EM AN A T2t i & mib &
WIHIRE R AN REPR o 38 B A REVR L5 68 75 RE ISR A%  RiE 37y TEE M AR IR AR AL L
Fif s x— BTk RS B v - BTER (gamma) AN .

[0428] {511, B 75 AN BEVE FIA R AE 20kHz % 10OMHz Y5 H P, M 2E4E 0. IMH

[0420] 7 % 20MHz Ju[H N, 388 /K FAE 0. 05W/cm® & 10W/cem” YU [ N, LIELE 0. 5W/ cm’® £
SW/cem’ YEH o 5 BE R A FE I ZERE N T mm 22 30cem MIVEHIN, RIELE 1em £ 20cm i
W o 8 AT RESR B bR B, B B IRDAE 5 FB AR 30 B [B P, ARIEAE | 23 8P 2 15 435
TP . BN TSI R B 7E 37°C & 48°CYt [l N » M v Tt m A TR 2 LM,
ARV EY BN TSR

[0430]  {E—ANHAKTT Zrf, BTk G 4 1 2 A 5 9 B A & A P O T ks FHZE RN RN
T AR BE R S AL A OB U R PE IR o AT 2E M, B UL A s B ] s S e
AN 8 R 22 T2 A8 B P P R FE AR N T N T A (1R R 3 2 Wi A 45 400 T 8 1) i
Wo WEWETETRZ NEEETZEW . BEERCR T REERTE B, 0RO/ R HIAE Tnm 22
100nm i3 [B W o BEIRAE N T 22 B AEREI7 T, W75 P8 LR HILAE 0. 01T 28 2T Yu[H N, BiE37 ]
WO RGOk FEERI e Ak S 1N TS R R

[0431] R BH RIS BRI BT iR AL A9 T B KK 771 o M7 320 N T st A\ B ik
HATERBAEY) . SR AR KR 7 R UL S N T, ik 2 /D e
SN FAERKT — ZA MG A4 TS R AY). BLA M, 40 B0 5 20, P L, B
P S48, 3R B PR AR TG

[0432]  I4RGE T —FRAE MRS e AL N IR LU L b & k. — ik,
AT S A S8 T 2 s B s X I Iyl & TR AR <%
SE ERN TN HAR R SRR A, fE9O6RMEEN T3 T, iAH{E ] S &5 N3
SE., SEMSLTLEE AN DS NKE 2480, Widt B shik, s sk, 88 T 3 ke
B, HENTEARBIK o N T an it & IEff 22 B I8 XU » 48U R S AE X sk
N TR . RGBS, il R4 ERRE . BRESL)E, BIKIA T
TE SR AL LIRS R A R i F 5 2= A AL &40

[0433] I, W LAEE A BIAASE N TRSAGTT VAR E 2. lin, AR BUL S
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A2 R BN T n] BT PROE SR BEAN, AR B0 7 3 m] DR = A IA R UL 54
BN I RIIG T 53R S i g R 7 A S M AR/ s A NI TR
[0434] i35\ 252 &) R AT

[0435] A< W] Al WA SRALLA mT ATl B 1 X, 5l (K35, PLER L A7 AE o AU (R
ORIV 2RI 2527 BRI )k L2 T35 o 252 Bl a2 i) Sh s L e
BRI L, CFREFE AL A 0 L BT HURR I i 2 2

[0436] AR HIMALGW AT oK S SEEFIG W . ARG 7 EFR LGP 5K
FLUR T I K G P SRAE S WU 5 6038 (A LA TR 4 I T s 1) 5 K 5 o

[0437]  ARMIA G SR EA KL S5, F—Fh o2 Fh 2525 L n] 32 28R
/ BRI SIS BARCIEIERIK, Geb K A, 7K, T, LB, RreEqi s
B FICHEVRANMIS R . WR T, SA S WL n] DA S BN R RN B LA R 5 pH 22
TR o IR LS PDAT LASE ML, BRI FUIR i), U, I, R IR, B0k R %
A n] LRI AR GEIRIRG £ 00 AN A3 1A i = 15 H et R P ol e 79 o 0 ARl 5 ] AL 8 B v A
WN 25 S B B RE I, SURE, Yk, WHHR RR Bk, RGO, 2T 4R 2, MR ek, 5% L 2
Y7 » Be R LA KR4, TPRORT s 48 SO oy o A8 55— a4, A G n] LS )
JREHR RV o

[0438] i HI A2 AA AR mT LA, 8t [ R B AR o

[0430] ML ARty [ (A B A B 955 LB A B R S BE B TR BRI BT S SRS L BT R AT A
R ME AR IR <55 o ] (AR T UL G —Ph el 22 Pl B[R] I 1 D 389 75 791, J 5 BV, o
FE50), SR, Bt om], Hs 2 B, Al 3R SO 770 — i iRl A o s ek n] LU BB R R
AR BAR D RG AR R [, S G AR e 3 T o TR o AE 5T W PR S5 R
A7 B Y s 4 1 ) 8 A A 3 R R > AT S AT AR N I o R AT P A
BEEL 99%E MKy . SR EABARCTE, B0, BRIRES  REAR IR L 1 A7 Bl FLAE
R UERD B AT YE 2R L T IR AT 4 38 R AL 2T Y 200 2 L 5 LIk s Jo I AL H4 s A i 1
AZH I o

[0440] it HY (RIVR A 280 PR R B S, A A, AR 7K, 38 88 o VRV T T 4 VR
TV L), B, BRI IS 500 70 R LAV A B0 1 2 2 Bl RS2 VA A
PR ATHLEE ), —F IR S a2y 5 LRl B2 i 2R BOIR B o AR Rl DL e
EEp e NESE /My Pk B b | N KR 1P =2 | A D i1 B i | = | B s w2711 P i BT
Bl R VTR, A€ R BGEIE s — T H T 2 IRORI s B A 2 B AR SR I 5 3 41
TR (AR A & F] B (s Ingm), 4 27 4 30T A2, DUk AR 4T e s il 3R
B, I (B —JoBE N 2 ol , 910 4 8 ) R ATHIRT A, A (90 a7y SR A - b A
FerEi ) o H T M B A4 25 I A W] A DA ot 5 G it 9 2 TR R A e R S AT o T VR
AR T H A 2 e W S L G o RTINS 45 0 i A8 A4 n] LA g A e
FiAth 227 bl 3252 AT 1o 0 VA VR BRI 2 A 0] AR R, o, Ak A
JUUPA , L P BB VA o TS IR ] B R HE N SO T 2 30 20 BRI FEAK N a0v. %A
EPE ] UL AR B [ AR S e D RS 24

[0441] AR T ] A 8 AR A R (1 B 1) S SR A48k, 2 S 88 I 1R H ol P i — A I 1R
S, ] NS, ZHRELTYE R, RN MR LT YE R, S T AR R SE A o Sl A T Ak
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i, 2y 1A PHOSALPG-50 ( 85 1, 2— TA - EEIR 45, A. Nattermann&Cie. GmbH) ¢ 0. 01 % MH:
18 80 F - H T oAt AL A 4 1y m] B 52 1 1 AR i 500 R o, T DL Y T AR R B 5 Ak S Y0 G
Fic il o

[0442] 257 A AL G P a] LIS & S0 FERI 25500 200 an SRS P 81 A28 4, il 55T
A ) BTN S 5 R R R R BN 25 AT A BUEE TR SO BE T 2o [ AR B804 1) B AR AR KR
FE EARAL, (R AR IE N 25mg BN 1go W1 RAT ARSI, 5] B2k, LA, R %,
TE AR/ AR 7K I8 BT VB 1) 70 TR S v BBV Vo

[0443] 2 T 3RIFACE /KA PR BB, W LR AL G el 242 b T2 i 3k T A ALEL
TeHLER 7K 0. 3M BEHIBR B AT AR BR VS R »  JEFF e b, BRI AT AR m] LA T 6 38 1)k
PR R BT iR S S T A E ISR E NN g 6. EENEIE
(RS R I 48] - B4, (R AN RN PR T, R P LA 0-60 %6 AR FR I, L1, N —BE, R & %
300, 58 WAL R HE 80, H i, ZEAE LM TR TR R, I Iy B s H et e 0 107 IR I 4 55

[0444] X FRETHZR G2 CLANI H HLnT FH A0S P Bl &R i) 5] 1R 25 2 5 3K 28 31 ) 46
B R ), B3, T VRS BV IR SR b I B3, ok, TR B, S5 5% . T VA AR EE A
Jr BRI B2 IRy K2 95 LD S LIS PR TR 5 o5 U PR TR B2 T R 5 5 P TR I R 5 s S 7 1 5 FIL S )
FOCEFER) ORiEE. AW LOs T 7 8 1 sE e il Y @it g 24, il
Ty NP IE R, d i b BRI IR AR (0 an, D PSR IR, B ARG R, 555 ) IR
BOE T MY SR R DL S A AR s R — AR gn 2. T e B BUR G . T
B SORUE B I IR TT BB I DI (R 25 25 1A R TR B 25 24 B8 S U7 25 51 B
25 it o

[0445]  {EFELL BLAKTT T, AL AW T BV IT I B R A4 i VF A 75 2 SR A
(K125 24 m] LA L, 4504, i AN 2 AR 4 BR S8R AR R N, Jm it A Gl o, il
BRI, BUKSESE A B BR B AN, EIR TR R 22 FLI, TeALI , Bt IR
HIMEL, fFER, sialashe i, BT 4.

[0446]  7EH ARSI Ty %2, 406 AR B 5 7 V50, AR ) BTk Y R 25 251 259)
HEW. WAL, FTHE KA 125 25 20590 8 o 5B I Bk Sems . R BN, A5
VDA AT BB A5 MG R R 3 S 57 S BRI ) R B BRI ) o — e, 10 e 40 ) BR A Hh BR 2
THELALTR Y, 40 2, VAR TR R BUC K R i A0 R PR s G0 S s T T ) B = )
8 sachette "o -G IE I HEA 25 20, ‘& n] UL 26 T8 5 0 B I 299 2010 K B R 7K 1) 50
Wt AGYat s en 25 b, mT DAL R R K 8 3K (R 2280, 7] ATESR 25 2 BTR &
53

[0447] 40, T3 56 B A A B TR RS T A4 7 0. 1 2 10mg/ml, 41 1-3mg/ml, F
M RALA) (I B, %M B P &7 Phosal 50PG (RIS TEAH B 77 . 88 — 8k — — HI
fig . LB KGR BR A BT M BRAE A R IE ) AR 80, &°H 0. 5-4% Y LB, 41 1. 5-2. 5%
Lo A F A AR A T T USP R 80 F3r 340 il & 2-8 %, 41 56 % )73 &
Ko BATORIRAE— L1500 54 5. 2% N R R MU, Wyl 28 5 IR g Va4
AP, AFE I — IR R TG R i v

[0448] A E A IS ) K IR AFRI AT 25 A A8 — 5 A FH 1 IR 20, g il IS,
FHE 2, B850, Bl B Bl IRV, BVZ B . IRE P i E W S5 M e 55 R /
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BMRRIRRG Y, 5255 ErlEe2 mieky (n, Tk, - G sl Zk et ) o5, ATt
R, BRET 4R 25, 45 de It B Al AT 4E 2, TR, IS, I IR SE IR &4 . A B Rl &2
W R 77 2 s 1 SR R B R R, TR 2% TR AR R, AL, WE T AR
fiEF, FRIMSET (R TG PER] ) , BF oG5, AR EAR T, AR IR E: AR IR .+ —
PSR RN T AT b 32 R IR AT YE R4S V58 LAl s B B« B M R I A e T TR
RS KRR BR AN IR TR 2 A ) IR RATS L 20k B8 HIDRG L RERE L AL I AU B R A L T,
Bl LS b R G R AR TR R . 3 I SR TS A ) A S AR R B
TR ST 2 TG 17 1 H R0 7 A0 48, (B FR +, y38 v 4 188, SR ke it
e RS Tl G IR FiiliE (cetostear]l alcohol) . cetomacrogol SLAKME . A /K (L AL S | e ik
TR VBRI T T SRR IR R R B A = Ll SR A 1 VRS R R R v
2 0% o R B o SRR B A s AL A D R e T IR A T F 5 T K a3 T
B3 40 T B AT R S O Y I B R s FLAL ). USh, 559, 121 35, 536, 729 35, 989, 591 ;
5,985, 325 ;5, 145, 684 (GIKAck: ) 16, 197, 781 ;81 WO 98/56358 HH /AT TiEH T A K B E
WAL ) IR IR, PR SCHRAEIE S | FIPE A 275 o AL & A R BB IR U i i ml A 2
B R PR AR T R 2 G L R, LM, B £ I 8000, BRIRES , Tl SR AT 4E R, 29 IR IR R,
AR, AR IR EREE, povidone, JHIS VP 188, 2 £ i 20, 000, H ¥ H RN, £
VEAEAEE , S 2o T IRES 29I ] A8 F K RN AL & IXFERITE DL T 99K
BT AS (ETER /B8 ) 1-20% 5 MR, 70-95 % M MEY) U iERE, 0. 1 22 4%
)1 58 2475 L - TR R G0 S o A S5 ) TR 0—1 %% 2 TS PESRI At R e — N0 B AR
(KIZLE AL & 2 15 % TR IHZRAA 81 % M L2 % B8 LA ML e i < 2 %6 U BERE AT 0. 1 % it
1o

[0449]  —2Efh il N A] RET BB AL S LR S X B R TE 4 2

[0450] A 2 AL B WD IR A PR 25 253 mT DLUIE I WAk 6 0 T 38 ) A 1R B2 Ik 1 52 522 i) 1)
D SR 25 20 SE I . A T I AN B, A W4 25 80N H G2 A ) LG 25 B 25 T B 32 1)
SR s 2B, TS, R VR Wi, A AL EE, T BRI, IX AR ik anok, i, B
B BRI, H o =G, BT R ER, Bk i . LA R R4 24 1 B A RE R AR AT T
PEAH R e NS, O, 1% (95% ), REAM IR HEERR R (5% ) WIZKE, 8+ —
FEERRIREN (5% ) KW LA JSORIanhTaa AT, S 350, Rt 5 A2 e 5], FHAEABLR 2457 ] LA
PR TERI . AT REEREE BB A WA W (Azone) o

[0451]  phAh, FEEEE LR, Tl iz G W] DL HEfE 2 N, O T B2 ki b i B i a%
N IXAFEE BB E AR, BN, RE SR, TE b sh sl RS R, B S
BTN RE R o XTI FEIR B 1R, 378 Bz 5 24540k PRAG A 856 I 1) 2 0 B A 3R e B 1
BN RS R FR IS LR 25 25 77 2o IXFERIZE 29T i A R AL &4, s L 252 I
A2 IR ER, CLBETR, FLA, JR, # Fr, B, VR AR R ( B AN BT E Y ) 1y K
%Y.

[0452] W] id kA% FH A0 5 i MEAL S DRI PR 3% B2 A i SEIE B 45 2, IR RN i
ARG YER, 0T B TE T, FF ARV iR 48 B2 IR JRON I8 M T 4 B R 3 mT R H
WIFLFIFIECE W), B e, 0 DA B2 B S A T 20 LRI R WA oA 7K A el 2R B v
TR B FRDRY P 8 AR B T AR LR o R0 N ) 0, 5 3 P 20 1 o B8 A el ™ ot B /K
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7 it R B PR A Ao 22 i DA 2 2R T TR 1 R R TR L s G v T
AT AL & R A0 22 0 I A ek 2, BB v M 2 2 0. SCHR T N L e P 28 3
Ho

[0453] 3R m] 220 AL AR} il 4, B A m] o] I 5 A0 35 A0 N It DA CSC R R0 PR 05 s R H
Mo AT K AT AR IR T, 0 o BN B & B

[0454] 7= A= 2 il il 351) () JEURE AN 5 VA LE ARSI CL AN, T LAIE A Tl i A R 8. 2
14 41 US5, 182, 293 1 4, 837, 311 ( Jy Jh) J0 2 S L Ath 11 i iy ) 5500 LA B e ik P 6] ol 51 )
EP0649659 (1995 4 4 H 26 H H AR s TV 2525 Ut B HIF ) FT 0648494 (1995 4 4 H 19 H
HERR 5 IR A 25 () Uk BRI ) o 3] 23 W, USH, 145, 684 ( 4K 50ki ) i 5, 989, 591 ( [l f4
FI ) FTWO 98/56358 LA A Yu, K. 2%, Endocrine—Related Cancer (2001)8, 249-258 M
Geoerger 2%, Cancer Res. (2001)611527-153,

[0455]  ALEWIKAA RGN B AR L 0. 01 24 100mg/kes, fLik4 0. 1 £ 10mg/kes If
FLEh A ERTEEZ W, DL s 2 F A 2. — N, X 75 B RE R VA T R A RIZ5 2510 H
F I AR B F LY 1 B2 2000mg. RFR, &R (BUAEHEZ REIRET ) BRE T S
A2 —IREZ IR BN, 28 JLJE B TR, 4 4-10 JA, 5 R RFEA H A (nss JE— ) BRn]
Y IR IR, B IEAG S — BN R e (n 1-30 K ) 4525—BNA) (4n2-10 %),
HEX A A TR, W0 4-10 ko B, AR PUE G R4 2, 774 5 R, 152
9 KRG, HEEF— 5 Re2y 9 RIFZ W, M B, 8 4-10 K.

[0456] A %A YT BRIMPT B AR 1) 25 L BORER B A6 -G 40 1) 12350 70 b H e T 52 Wi 52 W) 245 4) 551
= QAN R, RN TR IR AR 40 B v 7 I, e ke T 2 SRR A 8 B R R 1, 5 A
TR B R P A B, DA S SR L BICE R B 2 5T, m] DATE ik B B R B AR 2 o F34h, A]
DL 5 b At FH A4 &1 B30 A P i s 75 B ik o e R O R Tl o A R85 B mT BAAIE B AR SR 30
VIR AR R G105 5 SO, i B T o = 6 I T G Ath, T3 A R i (A 54 s K 1 1 ) K
L BT AT AN R 2, AR 45 25 AR AR AR RS L PR R L SRR R AE BEIR A R
9o FRI P JB» 1 T AR FE A R B AR YE T A (545 ) 5 DA S i R R 40 M v 12k
JRFNTE o

[0457]  FHLAYAYT 8K AR 2 i B BB R LN, 25 7 (R AR i BH B IR AU (1) R4 =
AT LAAS[A], IR B ek T B R 2 A6 B0 45 7 B9 07 GBI A BT Ve T e R P R, DL
BT AR B S A SRR R . P20, R T E MR F &AL 0. 01mg/
kg—100mg/kg, PLILLE 0. 01-25mg/kg 2 [A], BEALIELE 0. 01-5mg/kg 2 [A], I] SRAFIHE E 45 3
TXRIE H R E TR 25 25 R ARk . R, B A 5 KT8 5 R T IRGRIE 7K
T 10% 4 20% o

[0458] 47 B ISR R & 77 R0 — 8B i, 72 P fs BB T N 45 7 & F 25 4%
Gr IR o A 25 o AT RIS 255 s BV A0 2 BT a3 (R0 88— 3R 28, s R e ST 1y il 51)
B0 s A AR BT LEIR T N 25 T AN R RR S, BT E i 5 — P TGy 45 7 -
[0459] AR BRI A E — DA K W5 A S D5 K — B2 Y
(1254 B 2 BTN . 5 IXRE BRI e M OCIRE IR ] LA BURF LR FILE 1 25 ) 8 2E 1)
il it () T AT P B B B A 5 T 2 % A 1S IRRBOM AR s FH T N 25 25 1K i3 L A8 T
B o A0 B U AT R B 5 A FRE A T IR — SUR AR R B ER A SR 545 FH 5
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[0460] "I A1) S it 9] 0, 2 B ) HL A B IR TR T, W] DS A e B A Bl B AR T 5 K
SCFEEY) o S B A5 U B AN AZ A B A R LA 5 AR R T AS R BV 2 1B 1 A AR
T ARG AN 51 R0 2 Weo IXFERMEMFIALAL, , 45 T WAL FE 45 L R 25
BV s SRR AR VA DA R L b G 80 W S ALL AR i 24 400 R T 1t S 4
(R R A8 S5 A0 T A S I R LR BRI ARy AR 32 K R [ Y

[o461]  Jir 3 51 AL 45 2 25 SCRR AL 55 A SO 5| I 225 SE kB B 2B & 41 LA
Ko FE R HAE, FR AR 2 g N BRAE TS A 48 U, A kW St S S G BLAL
PR LB AR, LG 7 (B Ak R EC ), DA S T AR A Al RS R o AR A
SR B A 2 A ) 5 B AL DNA DL R e g 2, 00 AR SR RN B2 L 0 8518 [ 2
Wo XFERTHCAR S8 AL & M AR SOk b il 8. 2 W an, T 1 AEDHOR Molecular
Cloning [JA Laboratory UM anual, % —Jit, Sambrook, Fritsch fll Maniatis =4 (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 I-IV (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 . A FENRIR LM C-43 N 7F 2 N5
[0463]

[0464]  FIILHEIR MMt S (ethyl methylphosphonochloridate)

65



CN 101717410 B OB B 64/76 T

[0465] [y K] (0°C ) FZEREIR — LlE (15. 2g,0. Imol) HIZREE (30mL) (0°C ) H—X
PEIA PCL;(20. 8g,0. Imol) o £E O°C N+ S NIR-G Y 2 /NN, 20 5 225 B L 5 AR
e POCL,. 250045 12. Tg LA MR =4 Bpt. 52-54°C /1mmHg ;*'P-NMR (121MHz, CDC1,)d
40. 7,

[o466]  FRILEEIR £ M5 C-43 B R RN

[0467] R, [l L. 5mL /A H1 (0°C) HipEEE (0. 1g,0. 109mmol) ) — 50 T Re v i
i 0. 25mL [ 3, 5— — I JEAERE (0. 088g,0. 82mmol) [ — G F e % ML, bifi i 2 B A
0. 25mL A JE 3 2 £ MR MR 4L (0. 078g, 0. 547Tmmol) Y — S L. £E 0°C FHEFE B R
N3 /NI (il MS W e B s 78 43 BT T, B 50 ¢ 50 ) CH,CN/HL0, 1 ¥ DMSO
FE RN REWR ) o VIR SN IR 25~ 20mL (K] EtOAc #5588 J5 5 % 25 4 EtOAc (150mL) F1 74 1Ky
NaHCO, (100mL) )53 B 3+ 77, B 22K 2 5, A ALZAH 4R A8 FH oK 1) IN HCL (12X 100mL) | 142
A1 NaHCO, (1 X 100mL) FI#:7/K (1X100mL) FEik, 42 MgS0, T4, Wk4i. M MA R Pk
ERTE CBEWERIN 0.5 © 10 ¢ 3 ¢ 3 1) MeOH/DCM/EtOAc/ IE Ukt ) 241531 0. 024g FIEA
A (~2 @ 1AEXIIR S ) -'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]  SLjffsl 1, o —Fh & pliyk

[0469]  FEMAEE A S A REE ANE RTINS . PHEBITFA I 2L 0C (£
N A FE PR ERANE -5 +5°C) o 7E49 8-13 73BN NN AR R I IR £ IR S 1 — Sl AR e i v o
b5 SZRIFFEE NN 3, 5— — FISEAERE () — S e, £ 15-20 3B nse. Mookl
T, OV NIRRFHET 0°Co BRI B SN 3 /N, JFalak TLC(L @ 10 & 3 2 3 )
MeOH/DCM/EtOAc/ 1ECL6E ) Al AH HPLC 23 M I il s N 78 o ZEAH N IR rh, RONVIRE D)
2 LR SRR I faan R AEUEAT

[0470]  SCJifhl] 2 - FRIEMERG IE T 2EME C-43 B ip# 5 R

[0471]

Q

~pP-0,,

[0472] [ A7 TH-PYZ&ME (~0.002g,0. 028mmol) FIEEIH A A 0. 33mL 1E T (0. 041g,
0. 55mmo1) ] DCM ¥, b J AN\ 0. 33mL ] 3, 5— — FRSEALIE (0. 090g, 0. 84mmol) ) DOM %
Mo TS HIPETE YA 2 0°C IR AE SR TN 0. 33mL AL 58S —BESL (0. 073g,0. 55mmol) ]
DCM ¥ . 13211 B AR B =0 M oid . W HIE (0°C) FMdE (0. 1g,0. 1lmmol)
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[*) DCM ¥ ¥ N 0. 5mL (] 3, 5— — FZEMERE (0. 090g,0. 84mmol) K] DCM %5V, Bl f5 37 Rl
IOABEBEA R (B B OUTE RS O ) JFH 1. omL DOM PE%k . Fifd s (e 0°C
TR L O/ (RMS 3 HT ). YA (0°C) RV Z ~ 20mL EtOAc MR 5 B 2
EtOAc (120mL) FIHLFIK] NaHCO, (100mL) [14r Bik F e bR 22 K)Z NG, A HLUZAHGRAL UKV
f{) IN HCI (1 X 100mL) « #1F1 NaHCO, (3 X 100mL) F1Eh7K (1 X 100mL) ¥ES%, 748 MgS0, T4, K
Yo R WARRERS R IEE M (VR 0.25 & 10 ¢ 3 @ 3L 0.5 1 10 : 3 : 3/
MeOH/DCM/EtOAc/ 1E W% ) 1 AH HPLC (85 % MeOH/H,0) 4fi{b/3 3| [ @ FE Ak (~2 & 14
XTHEVESY)) 'H NMR (300MHz, CDC1,) & 4. 15 (m, 1Ha, 1Hb) , 4. 11-3. 89 (m, 3Ha, 3Hb) , 3. 04 (m,
1Ha, 1Hb) 5*'P NMR (121MHz, CDC1,)d 32.1,29.9 ;1071m/z (M+Na) o

[0473]  SEJfifhl 3  FHILIEIR 2- M4Ik ZFEME C-43 TIN5 3k
[0474]

[0475] bk &2 St 2 RGN RIAR I VE G . i A EEE (~2 01
ERT VRS ) P NMR(121MHz, CDC1,)d 33.0,30. 8 ;1073m/z (M+Na) »

[0476]  SCfifh] 4 - FILBFIR 2- LARHE LHENE C-43 W A% 2 R
[0477]

rd

[0478] PRk &S] 2 HREGRIALITVE G . PR AEE A (~2 11
X WIR S ) *'P NMR (121MHz, CDC1,) d 32. 8, 30. 8 ;1087m/z (M+Na) .
[0479]  SEJEM 6  FRALREIR 2— IE AR SRR C-43 B R4 25
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[0480]

[o481]  Frdifb GH& L) 2 PRER AR VES M. BB taiiE (~2 01
ERt VRS ) P N\MR(121MHz, CDC1,)d 32.1,29.9 ;1057m/z (M+Na) »

[0482]  SZJfafsl] 6 : FF AL BEMR S TN FEBE C-43 SN R s
[0483]

[0484] bk G SR 2 PHER AT VE G . iR A EaEAE (~2 01
XIS ) *'P NMR (121MHz, CDC1,)d 31.3,28. 8 ;1057m/z (M+Na) .

[0485]  SLJtifhl] 7 - ARG 2- (2- JR ks - LA ) - £ AEME C-43 RN =l

[0486]
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[0487]  Frdifb GH& L) 2 PRER KA VES M. Bt atiiE (~2 01
Rt mvES4) P N\MR(121MHz, CDC1,)d 32.7,30.9 ;1103m/z (M+Na) »

[0488]  SLjifd] 8 : — AL — KR (phosphinic acid) C-43 T IAEF 2R

[0489]

[0490] & — IRIEIR C-43 TR NEE R

[0491] [ 5. OmL PEHE B & 2% (0. 109g,0. 12mmol) Fl 4— — FRFE & FEMERE (0. 072g,
0. 59mmo1) [¥] DM (0°C ) T MAF &AL (0. 050mL, 0. 54mmol) o 15 7385, {fF
5.0mL DOM M BEIR G IR E 2 —78°C o I e NV Pl N2 2 43 B BRI 1 1 P
N IREILE T5mL BtOAc F1 25ml 5% HC1 KRB AR S h 70 3. AL Ak
25mL KA 25mL #h 7K PESE, MgS0, T4, Wi . Ptk YAt Zrik (PelifA 9«1
AR/ PR 44678 0. 029g BT 2P NMR (121MHz, CDCL,) 16. 4 51014m/z (M+Na) .
[0492]  SLjfe] 9 « — A — IRIFRIG C-43 FINA 2 i

[0493]
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[0494]  —FIEL — IRIEIR C-43 T MNEE R I

[0495]  FERAIH, W 1. 8mL A E1 (0°C ) FHMAFE 2 (0. 1g,0. 109mmol) 119 — & F 4t
WA I 0. 168g (0. 82mmol) 2,6— — — AU T Z& —4- FEEMbmE, B 5 2 RUIIA 0. 2mL — FF
TR L (0. 062g,0. 547Tmmol) B A . EITO R MNBAER ST T 0°CHite
3.5 /N (GB L TLC AT [ R ) o ¥ (0°C ) R ~ 20mL. BtOAc FiBt G i & &
EtOAc (150mL) FIHUAI) NaHCO, (100mL) [#)7r B ko BRrZKIE G, AALZEAH R AT FH KA
f) IN HC1 (1 X 100mL) « ¥ F1 NaHCO, (1 X 100mL) F1Eh7K (1 X 100mL) PESS, H4 MgS0, T4,
Wi M= WA RER R ZE M (PRI 1 ¢ 10 ¢ 3 1 3 (%) MeOH/DCM/EtOAc/ I CW4¢ )
it A5 3] A K T 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) .

[0496]  SZEH] 9 o Y — b & pyd:

[0497]  EE WA Z A SR FEiE NE R R NI . PR IFA I 24 0C (fER
NS FE REFSMNE 5 +5C ) o 7247 8-13 BN I — IR IR B (2. 0 BE/R Y= )
AP BEE STRIFF GG 3,5— — FISEALRE (2. 2 PEJR 48 ) 1 =S PEivA M,
TEZ) 15-20 73 8P IN5E o PRIEHERES, SN IR AR EHIC T 0°C o YA EII S NI HE 1 /)
I i VA B S VR B A8 A, 25 LRI NaHCO, 7K B VBURT FR R AU T JE % (MTBE) , LR L Fig sk £
AR ELAS o TR 30 F160 23 BRI RS A o 28 5 PITIA S N T ZARABA IR I V2 il 5
e ROV AR TLC(L ¢ 10 3 © 3MeOH/DOM/EtOAc/ ATt ) Fl R AH HPLC 43477 Wa il
o3 B A HLZ k48 UKy 9 IN HCL (1x) AT NaHCO, (2x) FIHLAT NaCl 7K ISR PE %, 7
SR . IR IFER RV, B F VAL ) S T IR ) AT e e B IR AR ), & E
FHBR AH HPLC 4: BTtk .

[0498]  SLjfifsl 10 BAER — £ ME C-43 BN =08

[0499]
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[0500] b Ak & W 28 S5 9 P 1 IR AR LT VE A . BTAR W ok (1 T AR TP
NMR (121MHz, CDC1,) d-1. 2 ;1073m/z (M+Na)

lo501]  SEjfifsl] 11 ; — 2R3 — VRIERR C-43 TN Z IS

[0502]

[0503] b @Ak & W 28 S5 9 P 1 I AR BL T VE A . BTAR W ok (1 TE AR TP
NMR (121MHz, CDC1,)d 31. 3 ;1137m/z (M+Na)

[0504]  SCjfifsl] 12 : — £ 3 — YRIEFR C-43 TN IS

[0505]
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[0506] AR @Ak G L S 9 T RGR FIARUT A e, IS0k B sl 44
[05071  *'P NMR(121MHz, CDC1,)d 61. 3 ;1041m/z (M+Na)

[0508]  SZjfafsl 13 - B IER C-43 M = AT AW 6l &

[0509]

0
(R)rT"OH , PPhy, R'sN

EtO,CN=NCO,Et

[0510] b RIEK 43— KAL) 1E FH Kay, P. B. 254E ] Chem Soc,Perkin Trans. 1, 1987,
[81,1813-1815 HH a1 A2l 2%, BT H BRI A R F12% R 2 BB B 1 i i e
JiIEai N N e BN S SN T s e [

[0511]  5Ej i :
[0512]
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[0513] Lo nUb2E 5 @AHE R4k &) 7] i&E ] Yamashita, M. Z54F Bull Chem SocJapan,
1983, 56, 1871-1872 W1 2 FF I T i 4%, Bt FH B HEIR AR X 2 1= 22 BRIR P91 1, RekX 2 i
TAEAEEEERR) C-43R%0- 1 53, #- IR IR R OZBURECR U I % IR 428 7 2%
PR N A e ST [

[0514]  SLjfe] 15 « S i e R S BEAHIE 1) C-43 FE A2 s AT AP I il £

[0515]

Q
(R)Z/P—(CHZ)m_ N
oH 1.R-X #%
2. ’ N
(R CHYm  °

[0516] o nUb2R 5 & EEAHE W & v & A Cavalla, D. % 7E Tet. Lett. , 1983, 24,
295-298 ;Grinfield, A. Z57E WO 98/09972 1 Or, Y. S. Z&7F US 5, 583, 139 H1 /A FF (177 V2l
s FTF IR R X2 g2 BRIt , ReX AR i T E R B8 22 3L A1 1K) C-43R%0— #B4%, m
JE 1210 BT, SR B R 2 BURBCR BUR BRI % IRSEUE  J7 36 057 0 A 05 2
H T B IEEH T
[0517]
[0518]
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1]
(R NCHO

P ~0
Ry SCH)aX .

[0519]  Fo xS B4 &9 W] & FH Cottens, S 25 7E PCT [ [or HE 4% 22 FF W094,/09010 Fil
Cheng,D. Z£WO 98/09970 h &I T34, Bt FH IR GR) CRIZE4) b X2 s £,
mAE 1 2 10 FIETS, 5 BRI R 2 BURBICR BRI IR D7 e a4l O 2 5 0k e 5 2k
H T B IEEH T

[0520]  SEjfifdl] 17 - S MBI FEATIE ) C-43 TR E AT A %

[0521]

o)
HO. 1. R*X, % (R)Z/B—(CHZ)H—,—S
- 2HS-PG, 5
3. BARAP

4- 1]
O Ry NCHIm—xX . #

[0522] bR KT BEAL S ) T 3 1 Grinfield 25 78 PCT [E i 13 23 FF W098/09972
O TR 773210 2% B FH IR IR T X A2 2 BRI 49 1, ReeX AR R T 1B B LR HTIY
C-43R*0— #43, m 42 1 & 10 [EF, PG AR, B L R A2 BURBCR BRI TE
i N N T S T S T A e S O

[0523]  SLjitids] 18 - EL B i Al AL
[0524]
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A
1. R*X, #&

i
2y sH &

B
1. R%X, 5%,

2.* HS-PG, #%
3. RARY

1}
4, (R){P\x

. B

[0525]  Fon2BEE - A& ] B Yuan 25 4F Synthesis, 1989, 1,48-50 ( P& 4k A) 8%
Grinfield Z54F PCT [ i i A T WO 98/09972 LA Masson SZ&7F BullSoc Chim Fr, 1996,
133,951-964 ( #4k B) 775125 B B HER A X 2 =) 22 BRI U1, ReX A2 %
TAEN B ELEEFIN C-43R%0—- &#h7r, m & 1 £ 10 BT, &R IR R 2 BURE AR BUR I g
J I MR AEIE S 0 2 O 4RSS A4 5 2 A O AR AR SR Y

[0526]  SEjidsl] 19 - S B AR C-43 TN E AT A fl %

[0527]

0]

H
P—N

e
1.RX, B, (R).

2.*NaN; 3, H.N-PG, %

—0

““““

[0528]  FoR b RAL A ATE A Grinfield %546 PCT [EBR 1 2 JF W098/09972 sBravo, F
ZE7F Tetrahedron :Assymetry, 2001, 12, 1635-1643 ; fll Wang M, Z27F ] Org Chem, 1995, 60,
7364-7365 T A TTRY TR BT A AR R P X e BR BRI 4, ReeX AE R TR
FIEF () C-43R%0- Hi53, m /2 1 55 10 (AT, PG RO EE, 3 UL RZHURECRELAR
IR e IR SRS D7 55 7R EE R 0T B R O AR SR
[0529]  SLjifs] 20 - & H C-43 Bl 2R A MERTAE
[0530]
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(I) c 1. %Mgi\-yﬁr w"i

Al 2. HX-R'. B

[0531]1  FoRIRAL-S4mTE H Zhao, K. 254F Tetrahedron, 1993, 49, 363-368 F1 /A FF K175
A& BT IR X2 NH, 0 8k S, SR BT R AT R 2 BB AR B I AR i %
NRAEZE, J7 3%, 74 U0E, 2905 5, 207 RSy (B X2 NI, R” AT DL 1) .

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

[0533]

[0534] bR I 2K 4k 4 9 T 3& A McCallum, J.S. % 7F Synthesis, 1993,8,819-823, Fil
Nifantyev, E.E. 287F J. Organomet. Chem. , 1997,529, 171-176 "2 JF #5044, Fr H 1
FR AT X B R R

[0535]  sujfifel] 22 . HE Ak &5

[0536] (K] C-43 By WA Z MR AT AP dl e (S W] 1.2.5.11.17-20 [F{HEEE
{0 R FE S X))

[0537]

L'E PG-X—(ZH%)—x ‘,3
7 ONYOL (3 -

RFEREHRE. F&; O X-CERE

X h#HEX;

X'% O,NH, S, PG H{RP %)

2. LR %

3EREHMN 2,5, OH
11, 17-20 &453E 44 o
UARAENHEL

{Cottens, S PCT
Int. Appl. [1994]} WO
94/09010 and Cheng, D
et. al. PCT Int. Appl.
[1998] WO 98/09970)

[0538]  SEJfifs] 23 WIERT C-43 FEIAEEE PEG EETHI%&
[0530]
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~—

CH3(OCH2CH)G~0'

o CH3(OCH,CH,)-OH, q=5-450
_'Q,CI 3,5-= ? E“&"i -~ \ﬁ o .g '}'é g _;_’
~cl o e
m‘ﬁ CHs(OCHchz)q o] 3,5-:- ? iv&‘% ,
(0°C -> 1, it &), (in situ) 0°C
g=5-450

[0540]  SLZjfafs] 24 -4lifk,

[05411  Fif i 150 B St 9] () 4 & A m A P ek Je PR A 25 A v Al Ak DA 25 mT BEAFAE 1
A% LB B ) R S (AL FE R B I B A AR R B I R R R Rk ) RIS T A
). TEEREEN RACRE IR IR AW EN AR S, W BIOTAGE, Inc. (PO
Box 8006), Charlottesville, Va 22906-8006) [{17= k. W 3RIFKEMFErP AL & ki42 h ~
30-70 u M, fLA2 60 AMIRERS . T SCHRAE T8 A IZFE M PRI ZE T RG Atk A K B &) 1)
Jithe

[0542]  FH=W¥s T B/ b EMAEEFT (W =5 F o, “DOM”) FHELIHT FLASHBiotage
JERTAE b B R DO eI S, W1 0.5 ¢ 10 & 3 1 3MeOH/DCM/EtOAc/ ¥ Wk
VAT RS VEN Y. BIGAEHM 1 2 10 & 3 & 3MeOH/DCM/EtOAc/ 1 O IV 7 22 S i
Ve . W B PENAE S TLC, IEAHBUR AR HPLC 43 #. A FF4 IEAH HPLC #fi & 1 75 4l
P RTI A BCSE 2 A P VRO B KR S . h T BGE AL ) SR, ANGE R BE ] A
Sy B FLASH Biotage Z2 4 s AR [R] AR S 570 P R Alif 42 R TRDRE ) 4l B A v 5 9
AL B PP ITTE 0 53 AT 2 IR RIAC e, W S T ( BL B M gEAT 4-6 k), FRAEHIAH
I (n, TAE ) VBRI T & 9. A IFRT, M HrIEehe & 40 Rl B2 1)
ARE . WS R AR R AT (e o IR ) FEAEE IR IR = AT i RS #e (i 2 b gk
T2, B\ NEFSTEEEE, W T ERE, i T T QC 2087,

[0543]  Szjfifsl] 25 - A AR Ak A4 I ifn S 0

[0544] {1 25mg/ml &S] 1-12 AT LAY 100 % L N Bk LR L BG v i0ont
JUSF 2 3. 0mm X 14mm [ANEE Duraflex. ™. SCHEFATWIZ . THESCHE, WHIZR R GG A
YR TSR M. 76 1,4 “48 2 Okt (AldrichChemicals 4585 ) thil4% 75 & 25 [f] PLLA/
PCL $L54) (Polysciences #555 ) » fFEAMAWIHISZHLLL 200rpm 15/ OFE HE R , I 7E
e S i A 5548 (BinksManufacturing 8565 ) Wi LR M AIA 25 10-30 #. A5
BSHE T 25-35°CIr A al Kk 24 ANHEE I E K

[0545]  SEjfifsl] 26 AE 0T A0 I n Ak &)

[0546]  AGEHN Duraflex SC42 (3. 0X 13mm) H SS EHOLBI USR] 18 3 = BRI 1
FHLRE B 38 N B 25 R AR . & SR IE BT (strut) ZI 158 10nm. 3 Snm (¥ [ n]
HE— IS AR R T AR A o TR ZAE S 5k I B 52 Fs AR B, IR A 23 9k 59 S 48
42 o SEHER] 1-12 FAT— LAY n] B 332 10t BN S5 4k & W) BV R0 3 T S 48 R 1]
FE A, BT AR R T 5K 1 —E P b S INEE U E . O 1R OB s P . T
SCHR AE ) B AR SCHRER T AN IR T T 2 it o SRS AR SR B LSRN AR
PRI SRR . A &%) B SCHEBE I [RI7E 1 KA 456 K.
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[0547]  SZjify] 27

[0548]  Sjifsl] 1-12 (AL EWE T LR CBE, AR JEWi % T 3088 b, RS WA
Y IR B AE SRR o 75 A A S I SCAR AR T e S s OHEAR T sl e e (A, 2R DU 9] 0 »
PARYLAST™, AT —F2K ) o ALAWIIIEAE 100 0w 2 2 22 5a 2 0], BERUHFEAE | K% 45 K
Z [,

[0549]  SLjiEfs] 28

[0550] ¥R T3 48 B AL G0 I 2 0 Gn St 25 Hh IR 2%, 2R 5 A FH PR IE B
(A0 / B A R e fat AN B 25225 50 ) IRIAM 2R AT I 2 B i o B3, (LGl &
PR B iR J2 T3040 b SRS AT AN Z Uil (o —Fh b el gk it ) 5. A8 AN ZE i
— R ORI F R R, AR A A TR OGE, T/ BON SR ey sk N R RIR B R
CIHLT o
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