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L SRR B R DR A ME— (038 PR AR ) 25 v6 77 2 50 DL B OB A R4 o
P I S IR AT/ s B AN AR (R FR] R AR S5 3 1R A B AR RS AT/ s Ay
REAIE Y59 R 200 B P 3, G mp B i A J ) R 0 JBE By PR 290 I, P ik 52 1k
[N AT BT FE G T > HLHG AR BT 0 e e

2. BORIEESR 1 I, SErb Tk (0 P9 B 40 i O i/ Y B 40 L o

3. BN 138, Horp il 52 a3 (A I AT I B] A B B 9T

A, SN B 5 AR TS R AR A PE— 3 0 T % S 0 Py B 4R R VEGE T
N B4 P AN IR BT A R TR T A BRI AR AN/ S TR L B BE AR LR Rho A S ALIRTT
SR A AL IR 250 1 3, 2L B S I R R A A A ) R R0 A

b. BUFIEESR 1 [ A3, oAb oks — 2 B AN BT R FEY S D51 45 25 28 NS iE /4
i & AT Bl D e A0 KT AR AN/ B A .

6. BUFIER 1 A3, Joh Bridt 16 250 AL B i 52X HAT (KB FEA RS DR AT
HABFR M AP 2 /b 2 J A R 25 24

7. BUMESR 1R 3E, 2o Bt 16 250 AR T 3 52 183 BAT K BT 1 FE RS DR AT
FABI M KPR 2 /b 3 B A BR824

8. BUFIER 1 HI3g, Horh Brids (¥ 2540 AR B it 2 43 BAT B RR] 7 AR s DU A
FABI M KPR 2 /0 4 B A R 25 24
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B A S AR A TR D P R 2 BB SR FRIE S RO IR

[0001]  SCTICHR B WO 9T Bk e 1) 75 B

[0002] AR B 45 3 1 B AL B AR B % B :DE12322 sDE00470 ;41 DE015830 )2
Fio 26 EBUN BA AR I LA 2

[0003]  AHOCHIIK

[0004]  AHIEERAE 35 U.S.C. 119(e) TR FHIEMFZE 4E 2005 4F 3 A 7 HHIE
[¥] USSN 60/659, 193,2005 4£ 10 H 12 H Hi& [ 60/725, 703, 2005 ££ 10 H 28 H HiF [
60/731,009,2006 5F 1 H 20 H HiEK 60/760, 851, ¥ HAIH AT W EGIARIEN ST,

AR
[0005] AT WT3 K AL AT BT By FER B LI/ N B2 4 MR IE A AN/ s GE ) T i, BTk Y
A0 MR il b R AR G

B

[o006] 4 M IGTE 2 — Pl T A i AR IE AT R R, A FE Y 2 B HE T, ik i+
FE 5 T3 @b b~ DL AR B RO 0 40 e & B0 o Wl L3 40 2 15 A RN 2 2 2 Fh 2 b e ot
FEHIATL e T, G0, 5 A e mT A K R) R PR AT P PSR B B o e o 9 T AR i R
THI W o

[0007] I8 A AL AE A FSRH D950 52 400 I JE UL PR S o 1L A AR R R 5 B0 0B £
M4 o FEIEF EBRAT, S HE NRAAE AR5 € A RIS O80T~ UhAT M8 A4 e 4,
W AR D @A R LRI & B SR 5 N AR A R % i b OO ¢ 281 1 787 A il o
[0008]  FE I A it FEry, Py B 40 B, FLAE b A A8 30 i i DA L RESAE A, 1F
NI HEFEARZS o 2 P B2 40 MR S T B8 M8 I () — 350 70 Mk ST IR ZS I, 3K i ik 41
MO TR S B A T Bk . 3T B4 B AR B — SR 2 ik R, I 7 A A ) A
AR TR) B IR 22 40 BRH 23 1~ o Ty ) LS R D4 1T 1) S R SRR
W 14 2 0 27 4 125 10 0 LB B4 0% 55 2 4 40
= (endothelial-lined) & & & B B L% (Cliff, 1963 ;Schoefl, 1963 ;Ausprunck and
Folkman, 1977) o HE46 3= 2 457 A2 B [R5~ L i RO 2T 4 40 i A A PR — ZR AR, I N e A=
KR (VEGF) « IfL 88 AE i 2= - 40 ML PR+ 4 B A 2386 o il TR S i & SR s 1 g . X 2B PR 1 2
FH 25 JD 0 JHL R V5 A ) 3 0 S 8 2B ik, Tk R 40 A 5 AR B X ) (Risau, W. (1997)
Nature386 (6626) :671-674 ;Risau and Flamme (1995) Ann. Rev. Cell Dev.Biol. 11 :
73-91) o HHEIMAE A R AN[F], 7RI A2 i 1) VEGE i Py Bz 48 ey 52 (1) 48 e 73 2561)
YEH (Terman 25 A, 1992 Fl Ferrara, 1993) .

[0000] &b A=) (A5 it o Rg ) W] ORI [ 5E (harnessed) I A Rl DASE g 27 Ik
. T RPN A A RN A I 2-3mm 1) SE A8 1 AR KR # A b AN n] /b (Folkman,
1995 ;reviewed in Bouck 28 A,1996) ., 53 3(fl4 (anastomoses) FHEZH I 1l A 1IE
i I A BT BN HE, 5988 T8 A DQ IR L A8 A i ok — AN S R o BRI IR 88 A 40 M vs Ak Y
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B A, FEAN 2 b )35 A5 A= B (1) VEGR , T L 73l P it &) ) 440 4/ 0 1) 2 T 4 J R
MMP) o 558, FITIR P S 40 B N4 o /0555, o AT AT A% RSB AN A 2301 m i A8, L
TR E A KRS

[0010] BT B AL KB AE Ak e A, T 30dE— 208 IR SRR MR AT I AR M5 5 e Tk
VIINKE RGP IELE T B BRI 2 W) & o 13073 D) RE R AS I JTK A AR G AL 0 il 7
KRBT . SO, SEATEE K RS R A & N4 SR . [RI0E, R
VD I AR R TR I S S B B AE A ¢ (Weidner 28 A (1991)N. Engl. J. Med. 324 (1) :1-8 ;
Folkman and Shing(1992) J.Biol. Chem. 267 (16) :10931-10934) .

[0011]  F 25 2 Lb 451 1) 37 A= 40 B e T Rl 485 1 76 A= s, 857 A= i 1540 300 it FEL W 37 A= 4
A K, IR S ECH AW 5 A R IE (Weidner 28 A, (1991)N. Engl. J. Med. 324 (1) :1-8 ;
Folkman and Shing(1992) J.Biol. Chem. 267 (16) :10931-10934) .

[0012] 35 i 8 AL AT AT — N 20 BB/ Bl ] 25 P 4000 ) 0 T 00050 088 02 e » K o 52 Wi
PR A KRR R 7= A . SRR B, S Al TE BV BR S Y 5 4 i m] LAFD ] 100 A e 41 A
4. (Thorpe %8N, 1995) o BRI AP A2 Bl K 7 VEGF BTk CL48 o HE ik
RN AT Kinm 2 A, 1993)

[0013] 1k vy Al Ak B BT Jes e ANVT 22 B 240 iE 130 4 Bl 400 Ol s ) Lt 2 vl g
Iz AR ORISR o 9 A, 7629 — - 75 36 [ A 47 JF T 10 A8 3 1R 4 SR A v A FH P e
B e SO, L s e, AL RE—ZH AR T AR R G I — R A N IR I R R AR %
KA A, R A BEYD T2 ARl an w -, x — 1 A - 24K, G, IX BN IR SZ RS A
PG TR R FED BT PR PR BT A4 B F R LBl A Al M R AR AR e PR BT R S L A
B — Y MERR o ARFn R e . B — PR S O o SRR PL e e 8, ik 7R X A
TR RS, SRR BoR X © SZAREIIL SRR o AR T AT TR PR IR A R B A
(R REPEAE FH R 53 28000 A4 SO ). T8, v 2K SRS AL O (4t 2y
YSRGS TR EE ) AHOC. B, MESy w B REY TSN . B R O AR AN R T
R HFAK AP R (ONS) , 49 WX 52 44 o ZEREA SRS e 2 23060 G 15 i L 2R b ] R I A1
JEPERAT A4 ST B2 A

[0014] L N K H e ] By AR ) R 25 ) A0 T s il b B AR T, JLmT B ™ & |
F, BT @4 AT B f A2 2 RIS Sk TR EIVE A A AR BE, Bl S8R F 45T
Bl RE) T s il B0 R REA ST T B B S S0 L (A L 5 T 5 3 T S ) IR R
PRG35 5] o 5541, e K 0 BT R 40 5 52 A 37 L L 28 g e e s e e >4 8 g
VMR P T LAAE AR 1 B P SRS T A P 2 4 8 R 0 A A i o 2B R S BB R
P& A i (pro—angiogenesis) Ji 1, I ZZAR T 5, n] IS IS & & .

[0015] SRt , AR A & AT 0T Bl 3 42 o 52 A (1) 4R T, 460 donsd o e AN — R 2 Ak L Bt
— P02 0k B A A B RE T SR 4 BB BRSSO 9, BT A RS R 4494 A
AT R sz AR TP S R MR DU E AL, (2 A v 2P LTE © 2R A R
A A, R K 2K w BT R RS SR B FE RS PR AT B b A P
O R SZARBOX W & . TR AR TS DU, e i A A0 R R FE RS B, O 2 bk
Tk A U5 P 25 25 1) R A o B VR, DL R ek e o P R TR R R AN TR AL
o BT AR LA B AR O 2 Bl RS 360 e AT DA A o o 28 2R 9 i 1 e s ) 1A v 6 FH o, /e
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ZE [H & F) No. 6, 384, 044 F1 6, 136, 780 Fl L B} 2% L wk Gupta 28 A\, Cancer Research,62 :
4491-98 (2002) IR Bl A B RS HUR A B SCR A B4 U0, IR0 AR 4 4l
PEAFE, AR A A B FED) IS PR O 48 B R 21— @ 12 B i P 2O 5 I8 A o ok
(Poonawala T, Z& A, WoundRepair Regen. 2005 Mar—Apr ;13(2) :165-74 ;Popov I.Acta
Chirlugosl. 2004 ;51 (2) :117-21 ;Blebea J,%& A, J Vase Surg. 2002Mar ;35(3) :532-8 ;
Balasubramanian S,%$ A, J Mol Cell Cardiol. 2001 Dec ;33(12) :2179-87 ;Zagon IS, %
A, Int J Oncol. 2000Nov ;17 (5) :1053-61 ;Blebea J 2§ A, ] Vase Surg. 2000Aug ;32 (2) :
364-73 ;Pasi A,%% A, Gen Pharmacol. (991 ;22(6) :1077-9) . sz b, CLRIE T £
1) 5 B B A A e A 2R v, ] A4 SRS B0 4909 B A o) N i35 S (4D A A il 2 7 HE A
BVER, Gupta Z5 A\, Cancer Research, 62 :4491-98 (2002) , Kk, B A E A2 ILALE K
DR A FE) RS HosmmT A M4 AR s AE 5% 1 P9 B SR SEAERS .

RZIAAE

[0016] A< B4 AL 7 — s A ] v A 420 5 3 e 5100 DA i 21 437 a0 il s o AL 4 i 15 B
B, R Y S A0 M B RN IE R 1 7 v B oA AN B R I B L HE A AR RORE DR
BTk K] i A4 e oA B8, 1 ANBR T 40 B 52 BRI 5 D157 (peripherally restricted
antagonists) .

[0017] ¥ A K B () — A5 ], 848 T —Fhifyr 7. Pl 7 VA4 52 3R 45 250 30
R FED SRS B, Bk 52 SR LA R Al AN 75 L R I RS I A e A PR o
ZIRTT AN A AU 2 — BN o BTl P B2 40 AN 75 22 IR IR slRG B R T AR I 78 P B2
YN Mo T B IT R BN T, FALHE, (BN R T AT B 8 e sl & A .  AFEW
T ML TV R ) S A9 A0 4 5 ELAS FR T 5 9 E A OC FR1 I 10058 712 R R B 38 3T ML T . I
AT LU DL P R 40 M AN 75 2 (R RS B I 9 R AR AT B o T B (I R0 A P
DR 20 o B i i A 45240 A DR IS R Y R v P R A A 7 ) S B

[o018] 7 T (1) SE it 75 Z& . P i Bl v A 400 LA BN R A R BT R R A 5 A B
(peripheral opioid antagonist). ZMEB A FEYTFEDIALSE, (HAR T (SEPUBEE =
W FERTAY) (quaternary or tertiarymorphinan derivatives) «WREE —N—f¢ 5k R R s Fl
F VYR IFFEHELE (quaternary benzomorphans) o — B2 [RIX P4 b B v FE 40 B HS DL A
RS2 B o 55— PR S A SRS B alvimopan. 70 3 [ SC i 5 &b, TR a2 & N
REAT IR 32188 HA B R FE RS DU A SR MR KPR sz /b | B /b 2 i &
b3 FALER > 4 JH

[0019]  Afg B A FEAL [F] 25 2500 1y #E40) BUFa Hiom) 5 35 R AR RS B 2557, (HA2 BT ik
AERAT A FED TAE IR IRAE VR TT UL A B2 40 B AN 75 B2 (03D B8 B B A e A B Th A o X
R 2550 LA A BT 5 UBT IUE TR ) (904, Ht VEGE 5 v FEHULAR ) HUbl IR Wi 71 Bk
PRET A MR A7 1 5 FRIRIHL P B2 4l I S 3 )

[0020] Y BRI IA 52383 ] DL RN B BEAT B A RE SA T ] DUAS R AT, Bk +
FITiR 5238 3 BB A TR 22 00 B0 7™ B MR BT iR B o PR hl O T 3, AF RS
TR, BT A2 R R AT A AR IR YT « (E SRSy b, i 32 R A TR e 3k
ATBT R FE BB ST o AEFELESIR 77 2270, Pk 3213 RIS AT KHAR A AR iR T o AR
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SO Ty S, TR s A A RN AT KR A R TR T

[0021]  ARAE A B 55— A7 58, P — Pl Py fe 48 fw rh VEGE Y& PRI 7 ik o BTi 7 i
A0 FE A A0 5 A R BT A4 SRS B R A o

[0022] MR A BRI 53— AN 7 52, $RAL—Fh il Py 5 40 i o S0 PR BT 75 5 ) 4l LT
B T o IR T AL FEAT A e 5 G 2% (B R FEA) R B R A

[0023]  HR#E A I 55— 07 S8, SR HE—Fhamdl Py B2 4 e Rho A V&AL BTV Tk )7
VAL REAT AN i 5 A R BT A A TS PO R A

[0024]  ARAFAT— I IR St 7 22, Bk Bl F R 40 SRS B on At g b oA A1 o Bl 40 s
)5 LI A B4

[0025] A% BHER A0 IPgg SO iE i P B2 A MO R FH /B B 1) g v, LA R 4 e 5
PUT R sk BTG T & (B FED R RS ORI A . E 53— 5 T, A R IR Ak /b S EAH K
(0 088 A2 ) T 5 o DRI, AR R BHD B VA7 NS RE S, 9 il o o> A s 4L 23 ot
R R T2, LR 1) R e 4L 2R A 2 R I RE A TS B

[0026] A% BHIAHR L —Fh Gy 5 B M8 W i) g v, oA A6 1] F B4R T AR B A 2
— & B (KB REYD RS TR SR I T i o A R W B 5 I8 D B 40 200 b foeg i A
R 77 325, LA HE 150 g i B sl 2 25 A A 3 ot = 1) BT B A0 B4 B 4 fle s ek 2> 52
TR I R 4 e K T I, AR ) A2 AR 2 2 2 D R R FE RS B, 4R
2y i o R D o P B T A P R B

[0027]  TE— ANl 7 b, Bk Bl v B A SR E FARAT G . “FARATE”
Fe1E AN BEF AR BN R ok B2 8Py B85 2 7 00 SR W KB 25 e I A B R B AR E
T (i an, e ) IR/ BRI S, Bl WL RE T g R A B
(gastrolaparoscopy) o Pl i A s HLIAS jsk D Mg 52 0/ sl PE A, T2 S
IHGAH DR IR LA A ™ A2 1

[0028] W] LATIURIRN B FEMD RS BB AL dh DLE S5 255 245 2, 1335 f /D IR
2 ARG HAE XS [ 52 0 R KT 07 58 o JE— 2080 F R AR B IR 7 V2 T A R 5 SR 1
B R A DG I S e g R B T R e DRI, AR BH PR Aol YT VR L s 4 e HH DR
BRI 772, T s BRI AE T N S 40 AN 75 B2 B B T, I IR B8 B B 4
S I AR R, FLAL R ) 7 LK BT IR FL B W 45 250 RE T R AR RS B, He
FIT I 995 DA Je i B R 40 B 23 00 HIR S0 L0065 95 B DR < IR AR oA 63 e L At 7 5 HIR I Bl it
AN TR BRI o (R, R Y ERAR, AR SCAs F (967 S8 LA B 4l e AN 7 B2 0 B4 T Bl T
T M RRAE (79 1 52 3 38 B R VA T R A VA B 5 1) 5230 LU 3006 A B iR o R
7 528 IR S k. Bl ik i & rlee Camilbe 7 S0, JF ALk R n[ 452
T LS R 2k .

[0020]  7E 93 /b 41 W 34 5 i, A BH A —Fh v 7 i FL 3 ) Hh R 08 A Y R AR K R T
(VEGF) (140 1 S5 40 i 34 5 1) 75 v, FLALHE W LB 48 203807 A B s busl. A
R IEAFE—PiG 7 525 A 4L 7 1 S HE 1R BT IR 528 5 45 25 R e 2R
VEGF A& i it (IR 3 FE A B0 s UL R — Bl 7 I8 AR e (9 77 3, FTid 7 i R AE
AN VEGE 75 5 1 I A A= s R AT 7 I3 A8 R i IR 4% AP A3 L 2Rl Y iz 4 i B 5 Ay
— & B 1) 2D — PR R FEY) S DU A P i
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[0030] 75 55— TJ7 181, A% S B A — Aol 4o it sl 2 181) 2t b T 440 M P I A e, e i) ool
FRER) S T I A R v, IR I [ 2 D I A AR I 4 2 2 BB AR AR TS
HURRE 2SN E BT A S ORIk AT o AR DI 5 T, AR B R 1G T B 2B A
V) IFA T ) AR 2 B A AR i 3 ) A A s B T I R AR A H P R BT A
SR F I T B A BRI T B A AR ORI R e RE R . TR v AR
SR 25 UM A AR R BT R FE SRS PR, T A G A2 6 0 o) Bk D B A S R
Py A8 A B i FERESZ B AR BRI A s, B BT A SRR 4 JE AT R4
JFUEDURIT CLAL R 2525 . R, A0 BT FEA s Bl wT CUAH 300w E3ask /NSl 40 JBns
Jirb e 40 O ) 7 AR Al s e AN D o AR K 8 B TR R SRS BRI AL RS AL A i AL
E, B T I AR A Y. 540, — AP S B o8 26 0 g 19 28 =T 2E9, el 2
noroxymorphone 28 =fTHM . 17— AL 77 &P, Ik noroxymorphone HIZE =141 R
A5 401 29025 T B 4 e T

[0031]  I&E RSB A FE D BHS BURARIE & A 2 b &4, o g T LR AR SR i &
Yo AN, — AP RIS B A 25 i w65 U AT A4, e il 22 noroxymorphone [R5 PU AT A2
Yo £E—ASEM77 %™, noroxymorphone F58 PUAT A4 A5 4 N— FREL4 i ( sy B
FRILGN AT ) o 53— B4 N- BURIWRIE R A . 76— AL T 20, Tk N- WREE AWk
WE -N—BEIhfedh s, L i i alvimopan. W] RETEAKR B 7 A MBI 5 — R R &
V)R 2R MEGE I 2R DU RT AR

[0032]  7EANJx BH I 28 St 7 22, P ik Bl e AR BFE Hionml DL v Bl AR s S it
o FEHARSLHETT S0, Frk ] i FEY S BRI AT LU« Bl AR BdEiom). AR A
Fh25 25 % T — R i FER g Poom), JoAassE v SHHAE . « KPR AEM v f x
FEPUFRIRIZE A, 40 B R gl dh B A alvimopan 24, B0 i Wi A1 R BL g il i 1) 20 4
[0033]  {Euk— DR SEHE 7 S, A R UV T RS2 B R FE IR R R A s
AR AR ) 3, L 1) i s S R 25 245 41 R BT R4 SRS B A A2 D — R A AR
Ba] 5 FE4) Jo B FE) TS DRI A T 3o BRI E AR B (RS AL IR
SRR ) LA R FEART M A Rl

[0034] 75— U7 1H AR R —FPd DB 2NN CRRFERIA NAFEEA R R T8
FAR, Blanfifi F AR AR FEA N BEFR T, Bl dngh e i B AR A AT 5% ) e sk
Yo 52 RS 1 7 FLALHE ) e iE AR A IL R 45 25 ) R FE TS BRI o DRI, AR B A fil
W P LIRS RS B R B 2 /N 72, SLALEE 1) R 4 20 AR R A R
FEHIR o WRAR AR BRI S0 FEB R FEP BLAE DR, 49040 MNTX 7] DAFD I P9 52 40 Jia o 1K) VEGF
MR ETAEAEK B 7 (PDGF) BT 1- SR NS (SIP) — R B0 S 40 Mo a5 .

M (&35 AR
[0035]  Z:HEASCZE H I HL ARSIt 7 S8 0 40 U B 55 B IR DA B 4 b 288 A R 4 2 A K B
TEFT M B

[0036] P& 1 i ABHUIME A SZ 4B S (HMVEC) JEA% A5 MO S A AR B, Lk T i
1 g R
[0037] P& 2 Oy AAIfL e A g 4 O SE A 1751 AR P il O REAR B, L T Sl o1l 2 1
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iR,

[0038] || 3 Jg i MNTX I MNTX+DAMGO [ HMVEC 3% [ 571) B A i 1ok P okl K A R P
[0039] & 4 Jhy i FH 29 Bl A1 2039% Bl +DAMGO [ HMVEC 3T () 5) B A0 s st K AR I o
[0040] 5 4 M3G FIM6G X HMVEC 1L 4% (1) 55 & AR M P 4 F B AR IR 1B o

[0041] 6 A W N AEAFAE MNTX FIUASAFALE MNTX T 0 i35 S 1 P B 40 a3 4% 10 A Ao
A =X, B = MS (TR ER S HE ) (BE IR C = MNTX, 3554 D = MSHINTX. 7ERFFEMR A )i
SKE W IR T IR i BB — Lo 4h g

[0042] [ 7 MAEAFAE VEGF. Iy HERT DAMGO HA B A MNTX T~ A I & Py iz 440 i ) 4 3
(A) FLFE B) H 53 LA

[0043] ¥ 8 Ky B RIEAELE VEGF NS HERT DAMGO H A 8% A MNTX T, 78 A i & iy jz
0 A P A e B UTUE 1) VEGE R 1 580 2 FUHT % IR I 2 R 11 I S R W IR L. (954K ) $L VEGF
R. 1(FIt-1) A1 2(FIk-1) # N3 (A) , FLEAFAE VEGF . i EFT DAMGO H 7 8% # ¥4 VEGE
R PRI A0 Py 5 40 M ¥ A A RS 1 2 LU AR IEL (B) -

[0044] & 9 K BI/R{EAEAE VEGF MG IEFT DAMGO H AT BR#Z %EA MNTX (A) 8% VEGF R. 15
(B) &, 7B AU S P K 40 i P 487 FH Bt RhoA () RhoA W ALK Sz EN L .

[0045]  [&] 10 M AEAELE NP siRNA (scramble siRNA) CHE [ AR 01K A 28 mRNA /5 %1) ) 8% RhoA
sTRNA (RN IAUAE N R 4 AT Rho A Sy ENIE (A) FIAEA7AE VEGE | R MERT DAMGO HA
B E WA N siRNA CHR R R A1 H A mRNA J7%1) ) 8K RhoA  siRNA "N A ik 1L 5 P 52 40 e 1)
Wi B) FER (© Aot rFRE.

[0046] & 11 AR MNTX % I8 AR eV FH LI s =

[0047] & 12 NFEAFAE SIP. VEGF, PDGF R HEFRT DAMGO HAT B MNTX 1 It iy 52
0 M B TR R 43 B A IR P

[0048] 13 N{EAFEAE SIP. VEGF. PDGF M HERT DAMGO H A3 %A MNTX N i fiin & oy Bz
S M T A S TR IR 43 B AR IR P

[0049] K] 14 NAEAFLE S1P.VEGFPDGF i IEFT DAMGO 5 4 (X HE ) siRNA 855 n Fil A
FEVD T2 AR siRNA T A A8 P 5 440 e ) S5 0 e 1 X6 LIRS | 0 B R AR

[0050] K] 15 NAEAFLE S1P\VEGFPDGF IR DAMGO 54 ( XJHE ) siRNA B85 n fil A
FEV T2 A siRNA T A0 87 P 5 40 B R A% e T X060 BT | 20 L IR AR

[0051] & 16 Ky B/nfELEAE S HE . DAMGO. S1PVEGE \PDGF H. A5 MNTX (C. D) ER/&H MNTX (A,
B) A FH A A P R 40 B S R U » BT R BRI SRR (A, C) PLiIR 22 &R
(B,D) PR AN ZIRI v il ARV T2 AR IRL (T54L) HIGRIEENE, (B) &L u B}
FEY) 552 AR I S Bz B

[0052] & 17 N{EAEAESHE . DAMGO.S1P VEGF.PDGF HA MNTX (B) FI¥A MNTX(A) F A
T Y B2 A ML (A, B) 3EALIRT RhoA F1T (C) s RhoA [IHT RhoA #hyi EN T,

[0053] ] 18 NAEAZLENG N, DAMGO. VEGF (TH ¥l ) 5 PDGF (J&EIK ) HA MNTX (B, £ &1
o) B MNTX (A, fE RSB ) N A A P9 Bz 4 B i Tl 1] - (A, B) DL IRER 2%, (C)
Pt VEGF R MIEK : (A, B) Puldils2z i, (C) HiPDGF R IS ENTE,

[0054] & 19 4 S RAEAEAE S ME . DAMGO FIT S1P HA MNTX (B) B8 MNTX (A) T 1 F ASif
TS P 0 T B BE YT ) S1P, 24K H (A, B) HIBEIRERZ R, (C) i SIP,R FMR A B
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Btk (VAL ) S1P, 2 A4 Sy BN L

[0055] & 20 Ky #EAFAE S1P. VEGE. PDGF. & mEFI DAMGO 5 4k ( %f#8 ) siRNA 5{ 5 RhoA
sTRNA T A5 0L P 7 400 B P 38 v %o B T 4 Ll AR o

[0056] 21 N {EAFAE S1P. VEGF., PDGF . Mg n{: il DAMGO 5 4k ( %8 ) siRNA 5% 5 RhoA
sTRNA i M8 Py B2 40 M R A8 v T 0 B B 23 B A IR P

[0057]  [&] 22 JHfi& MNTX XF RhoA J5 AL AL A A= A F WL 7~ = K o

BRLHEA R

[0058] A<z BHERAIL IR/ N B 40 e 5 AN ARCE KRS TN/ sBATE K v IR, AR B
PEAEE S AE BT A FED TS BRI D 523 A1 2R Bk A% B b i A AR B 7 s, AT IR L
B AR LA A R DR ) s R EL e e B B AR e TR 7 v o A, b TR, SE AR AR ST
10 A A 7 R B T8 PN PR o 007 A el 7 B A AR DR m] DL ol 8 4l e s m
H Ry S8 PR R 77 AR, B an B RE T RT LAORIEOR 8 ARG . AR SR T — Rl e
Bl v A4 B AS BURIE T IR B I Rd R Ve o 74, T e o AR R T I S T AN 2 iR
M E SRS . % R A T SR 2 IR A R R

[0059] AN SCHEIR B A Bl v 400 SRS DR, LA b Py YR P B IR PR BT R iR AR K R
T ST AT R, P 4 KR H G VEGF JPDGFLS1P 25, 7 W, &1 JE i) F REd s bt
) 5 7 HA PR A4 JBORH A2 K BT 75 5 1 P B2 At R S B AT S ) B AR Do A1 IR
V) S DU P SE G T (MNTX) DL B A 7 = Bl 340 JSORH A2 K R 705 3 () 35 3
FIEB W o 10 L, 2038 BB SN A FE 5155 0 N SOER o SR, B 48 H 78 LR =T
JEIRUEE (BREIR ) BRI I tH IR 208 B 4 1) DAMGO 175 3 %) o B2 4t s #% . 1y HL, IRAE
CL2 R IRy AL S ORI A A J B) R BE40) SRS B 5 5 0 & MNTX, 28 HH ) 52 A48 2 AL
A1/ B A S B S P RhoA 5 AL ARADHIEEN IS 0 A B4l i (BEC) SRR . ik
PBhFIAT LA SR YRR /B3 S RT3 R o I A8 A B R 5 (VEGF)  Je e BB AN / B,
IR T (PDGFSIP\S1P, 24K \RhoA 55 ) o X245 B BIE kB B4 o B 7119 1
I A8 A T B —Ff e i SR e A R T A N

[0060]  7ET4H 13 BH A B A — St 7 800, Y BRAR A R AN PR T L AE R Ui B A5
I A P A e ] o P e ) A B ) 5 R R0 D RE I TE 4 L o AR R BH BB AT L S it
T3 SR LL 2 B 7 AT SEFE ST o 38 N 2 FRAR A SCA A I ARTE RN &A 4% 3 2 FH T Ui B 19
H T, AN AN 2R F . AR E L “E$5 (including.comprising) " “ HF”
Je AR T A 46 5 1) R IR EG (] S5 4 DA R B I it

[0061]  BRARSS A U6 0H, AR 5 MUAv2As FRTE . SR, AR SCAE TR ik o SCnT 35 B
A G0 1 SE e B R W

[0062]  “AZiXE “Fa N AAIE

[0063]  “AHART AR N A H8 HARFIEAE T 75 B AR B s AT IR B4 o DA™= A=
AR AU AR BT R S R ERAT o) v FEAD) N FH 5 SR IKVA T 334k o A0 A ST F IR SR A4
SN AL HE B H B FEA 6 7 — ) B R B R e BT A SR A T R

[0064]  “Hedk” $RARIT IR, HORMAN R, 7 BT CURERE P A M 1 24 10 MR T
(L SR, M P R T LG BRIV A A o B PRI e S0 3 . 206 L IE

9
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FNEET R VR TR THERBUTE . O R a5, TR,

[0065]  “fRZifitt” Fe BA 1 24 6 Nk T 1kt

[0066]  “Jfidk” ¥RLERE AL & 2 /b — Mk - TROBERLE A M 2 2245 10 AR T 19 R ik
JRdk, IR T A A S o R~ B RG AR S I AE AR T AR IOt
O R PUREE e  BIRIENZS AL

[0067]  “Hk” FR{EREP AL 22 /b — ANk — T —BERLRA M 2 245 10 MR IR 1 g ik
J 3k, IR T A A A TA S o 7RI I RS 46 LR IS TGS T A IO
(Y STER N 55T SNy B SN Sy B & B S

[oo68]  “MPGedk” fa B M 1 240 6 DRI (1 AN IR e 58, AL BE I BT 206 A
WA G PR WpEEEnT L BARER SCRE R AT . A DMEE AR e 2 il A — A EK
AN B R A U, Horb i BEUEE ) Wik i bt

[0069]  “MPMGEE” FRELE /b — 0 - BROUUBERIE eSS o 7190 Pk 1R 0 5 A0 65 V. S AR 5
(—=CH = CH-) M (CH = CHCH,-) .

[0070]  “PREEIE"FR HA L 3 245 10 AR IR AL E BRI BB, S P A 4E
MVZH5 o iR B e e n] ME e ] — A 82 DB SR BRI B . 7= MR e 2 45
2NZE SN T N, T NS SN - & 1 e B

[0071]  “PRGESEEUARIIGERE "4 F BB, Didk Co—Cy MRt I A1 Rt S BUAR I Bt
5, MIBARH 5 o -9 PRI Be B AR B b 2 G B0 O S VB 2 £ 3k BRIk &2
I IRGE T PR I R A

[0072]  “PRAGEE"R AL 4 240 10 MR GBI AR, K H DT a4aE
IR A EREN

[0073]  “edel AL “ T P Be ik N W AT ek —0- 2k o 7 PR e S R B4 , 45 4n PR 40
LAEIENEIE T AR S

[0074]  “BEfalE — ek ” R H A eIk o Wy Bk IRk —0- Fidk.

[0075]  “Pedk” Fg Horh e o0 WiET Pk (R et —Co e[l 7ol PRI I RS A0 8 SRS L T Ik
52— AR . T BESE AR AR LS

[0076]  “JFIL” TR LT 6 224 10 ANk I 05 B ik IR 2L A1, S SLrh 3R ) B A 46 F 2
G o FTIR D5 EER] LIAT Lt FH — > B A~ 8 A D57 FEBUREE IR e 73481 14 1) 5 A 45 4 R A
f-=

[0077]  “ D7 AR BEE " H5 F AR et A QIR 05 266, DI 208 A 22 e A ) 2 FEE A AR o e S
R LG AW SO SR3 7 S 19 v 4 B ST 1 G 2 9 R AW B S DR e 1 (1B R LB SN e 8
MI3-(4- Pk ) k.

[0078]  “IZLER7IRALE LY 4 240 10 A i R SRR Bl 2 BRFOIR R AR AL, B HL A BR ) P
AAGHNLA S, Hofr — A 8RS Pk BR e 02 A AN [R] T 0 R 53, 5 40 280 A sl o ik 2
IR LA 7 BRI EEE T B0 i) P ) R A F5 451 dannpk s FIWRIE

[0079]  “phi 3R “HiE Rl T IREHIL

[0080] L5l Fy HEAD BTAEHUAIA I “ AP 7 45 BN PR AR R G AN AR B R G
4 53 AR P B 7 FE SAS DU, 0, ARATTAS 2 T DU R 2 ok it g S e g 00 ) ]
YRR o BA)TE UL, B8N 4 2, A1 JE B R AR SRS BURIAS 2 A A B A A

10
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SR AEIR R B an e ATIAS S BRAR R AE4 S LT AR o 9 2, 7E A BH wh A 1) 40 T i
JFER S DU G s 5 B W 4 2R SR ) s AT I S T 2o H BRI Bl 2R A |
BABIPHAE RS (ONS) WM FEA R BH 7 v Ad F R 40 B 3 FE s S &Y 7E
T 2 7R HAE ONS /b2 5-15 % L 25 BEAE i 1, 29 0% (I ani&Ar ONS v ) b il
BT o MR AR S BRI EE TR E FLREAE S 5 2 I LR VAR R/ BRI AH K
i, 44 F TR R ASURZ ) 3 9 SRS B A v 23 I, VR T A FE B ZR BT 7 R4
JEAEPU A 1L AT o AEA R B AR B4R RE) SUs osn S8 i ok v i/ 8K x
Bl A B A B

[0081]  —JXIM & , 4nAS SCAS FH ) I A8 A2 e i) ” B “HUIm A A" Fa 5+ / A B b,
A5 an 1 B SR BT I A B A R RE ), BB, EAT AR R AR K IR N AERE IR AR BRI
BB L P B 4 B IR FISE AR I BE T o a0 FTIR, P R A1 A RG4S B 45 4
M TS B TE A4

[0082]  7E NIRAK I 7GR UL B, BRAES A UL, & SRS AR SRS
AT o KRR 73] b PR A A SCRUAR (AT S AE Ve P B RGN T FRAE 2 EBRAE I B {8, 5 40, 7255
28 1) S AR (B AN B ey {EL 2 [R) ) B A m R RO A S 0 A K 2 78 A B B AR B 1. 491
U, 4 SRR B R T T e S U A 1% & 50%, HZ iR 2% & 40%.10% &
30% B 1% & 3% S5 R{E N AEAS U B BHER ) 28 1 o S S8 R S i HE I s 4]
[0083]  FE—NT7IHI, A WS S/ 52 iR (R AL 2R a2 B 40 e i a2 A S 40 i e B
AT AT / s BETERT M A K 7. BT T iR AL ) A T AL R S B I P R 4
Mo 4 it Bl 24— bl 22 Moy R B R AR TS SR LA i P S Al T A A G B R it
A2 B o TR I A A ST 50 2 Ay e it P e i A rh AR 4 ol 42 2 B R RE A LR T T BCRL
A EKE IR RE T 45 R

[0084]  WT LA HiRGMERT 1 b3k ik DAMGO ([D-Ala’®, N-McPhe\ Gly"~ ] iHEK )
TEANER G S P R 4l B I B ()3 s — A e 16 o, LSS RL T A8 P R AR KR (VEGE) 1571
- AR N, a2 CAnAE R SE R R AR A T ) s AR SR
I 5 e i A8 A i b DRl AVE T L 2590 000 o 2 RO A R FE R e i, 28R R R/
i VEGE RIFIZ) T0% o iZ5E T MER N L4 e il v [l AR s Hosnl /R 28
gl (INTX) LS AR 7 20 b o 904, B 107"M PRI 1y R RS 5 1) PN Bz 41 B
R 10 MNTX FHIET (B 2) o iR 59 E FH am 2 3R 0 Py Bz 40 S ok T ok ne ot
w Fa AR Bz AR (MOR) PER A1 WdE Nl st mp F IR 1, ik Bon e B A
HORMERR v BEhF) DAMGO thif T IE R 1S U0 IR 5 T 48 MOR 1 A2 FL AR A7) i 52 1A
[RIZR « DAMGO 75 3 I FE A H At 4 MNTX BB (] 3) o

[0085] 7E—ANATHHE T (Neumann 25 A, Pain 1982 ;13 :247-52) , s H 3 (1) b
K5 RBEBFRRSWERGHERIA 6 22 364ng/mL (KM I EAH I, MBI HE LUK b7 &
TG TE A I 100ng/m1 &5fL75 2 P B2 4 BT A% 1 80R o BRI, AR FRE 1 2 B AAEAE B DR 4 MNTX
[P HE A SAE LK MNTX A2 25 22 150ng/mL 1 AR 7K 19 MNTX N IS B o XA 15
FRALAR A RIFIN 321 (Yuan 28 A, J Clin Pharmacol 2005 ;45 :538-46) ,

[0086]  Alvimopan, 5 —Fft (1R 1) 326 8 1 A1 J& K] 3 #6400 S48 B oml, i B & 1 1 T
B F- A5 B BELAT 6 7 B 3 A4 005 3 AR I 25 (Moss % N, Pain relief without

11



CN 101171010 B OB B 10/28 T

side effects :peripheral opioidantagonists.In Schwartz, A.J., editor.33rd ASA
RefresherCourse in Anesthesiology.Philadelphia :Lippincott Williams&Wilkins (in
press)) . {FfE44E alvimopan #5541z (J. Foss, 28 A\, Clin. Pharm. &Ther. 2005, P11-90,
p. 74) o PRI, FC R B 10 S L] R D) o FA) 4 B 250N 1T Y R M 9 SR 2K BRI B 5 BRI
4 IR 2

[0087]  ANSZALATHE 2 AR HIAAY, v B 40 B0 P e 4 I B 1) /R AL A7 78 T IBK
L A S5 0E B AN ], MNTX 7R AE B2 pH T A HLAr o WEMEE H G- S A Bl & 2 A
YERL, T VEGF 31 52 AT Z BRSNS AE H o BAR 1 M3l AT VEGE FAE FH AT RE A2 AL 1Y),
FFAERG DN 32 AR A E I HURIRESS o IR IR TR SE B H R 3R AT GPCRs HiE 4L
VEGF %2 & -2/F1 K1 (Zeng,H. %% A, J. Biol. Chem. 2003 ;278 :20738-45) » ##%1%Jj 3\, HHER]
DA TEAL F1 Le—1, HARSESEA AT H B A B2 0 M A M s A2 Q3R 58 . Y T241 214 A8
20 L ) MOR fitlir (knockout) /IS B AR S T BT 5 I SI 1 1y R A 2R ) /) BRUAEDXS 2 o b
AR R R A B IAE, XA, TR MEZE /N R F116-1 REH I 10
£, A0 EEAE e AL BE R KO /N AP B B0 (K. Gupta, personal communication). iXik—
A BRI T N i P R A L R TR 1 R A A RT B S A FLKT B RRAL R IEE o
17> A A BE T A HI MNTX BL R FCE A0 I B) A4 A Heoml 5 H RTAE [m) VEGE VR 7 5741
LR ARTNG o B 2 TE AL B B VR AL AT BE R, 0 K b g 45 F v B Jom g
TR E N TR A JE I B2 AEE (integrators) HIFELIE FRITER o 1EXAN @ _F 1) B
r4EiR (White 25 A, Nature Rev.Drug Discovery 2005 ;4 :834-44) tHi2H T A4 /e yS
AR P FE) B2 AR R AT RERIAVE T

[oos8] iy H., n] LAF Hi Rt . DAMGO T VEGE 335 RhoA v 4k , BT i i AL AR B Fy FE42 45 5571
EE AR MNTX S o RhoA 24— S 5 A AL 2 557> 1 (Aepfelbacher 5 A, 1997 ;
Cascone % A, 2003 ;Hoang % A, 2004 ;Liu f1 Sanger, 2004) » VEGF S2 AAHE ALK T BRI
7 S RhoA JEALIRE ., JUER (Silencing) RhoA A BHIET i #E4% AN VEGE 75§ BC
WA, HAESE T RhoA JEALAEFBNIE T 1 BC LA A i M iAE R« RhoA AL
MNTX A3 (I3 55 7] BEXT T MNTX X B 3 FE49 BURT VEGE 355 I 88 A e i il VR AR 22
[0089] K| Ay el A JFC ] Py 40 5 LA T A7) 6 165 m A B2 A MRS, A A B R e Joi
FEBUFG T R 50 RN R ) By AR S B8 3 AT B VR T AL, Pk R
AT ML A P R R o T — DM, BRAR AR B NI A S A A e i, B4 AR
25 2T SRR AR 5, G E s AR RE T, R AR N R AT TR AR E AL BETHE T
TR S5 A T R AR 1 P 2 0 T A S5, MNTX RIS 1 BE) SR s B 508 B i A4k
RGETT FRIRG ST OME, RIEASF AR 25 25 SRR MR REAp it (WA ST R AR IR ) ) o AR 31 A
R 8 77 250 0 ol il 2 b8 1A s D ) AL A A G o S0 P g oA LA AR R B 1 T R AR
B PRALLE IR LS R R AR K I 3 — K o eI i A s At g (9t k2> T g
KRR M

[0090] AN B AT REAERA F AR BURS UG TT BB AW T R, ik s e e L
A G RE JHRE o R SE I A R R TR Ay S AR | L A R . SRR LR, (B
ANBR T B R A g B SR - SRR A g L 155 D b B R RIUTORE B IO e 2
P RS A0 B TRE S CR TR R R VRORE £ AR R R R VRO AT YRR R VR R ST YT 4

12
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FIAS R BG40 M B O 8 i R s LRI i M S E B S e 45
B g BRI % PR (0 50 (posterior uveal melanoma) | AN 56 4 MEB 2T 4E A2
SK ST TR A0 B IR < AN G 1) A0 R 7 B AN B A s VR A e (B RR AN
) VB LK AR g R R MR ASPSCRI-TRES JhRg . B 40 e < bR« AR 40 o J8q . AT
SN MgE IR AN Mg N B AR PR SRR s R - BE RRA
Jeq  J 598G o £ 40 LIRS T A Mg 2 IR | R L o 2 R B % A R s O B e
b R AN R AR AN R MR 2R TR T4 R ] S A e s SRR BRI (rhabdoid
tumor) s BZKIRF 3K 7 R MR AT AE AL 2R A0 e s P I VLIRS < dR KT T LR s TR 2 (iR
Joh PRV R VRO TG TAIIRE AR S 1 R VBURE TRVIRE T LRI RE S 2 2R B IR AR I AP R A 4
AELZH 2340 g (AFH) « BH 40 B 1A 985 45 45 2H 288 25 /) 530 240 P i 983 59 41 498 L JC AL EGJRg
BN SR VRE BB PRI 98 1k VLT 4 P g e il T 4 Bedeg e 1D e /BRI e S IR 0
IR/ I 05 98 R T L b Rz 9 S BRSO TR RS i TS RIS s~ 40 LR 5 S2 AL < AR BB 4
JJes R BESE BORS JR 40 e s AR RATRE B CRAMLIR ) i W IR 40 M LR
i s E M T E SR T E N IEE P VU

[0091]  7EAR & B — AN STt 7 227, Bvidk Ied 4 w0 Biee « 5 i o eg L Gn 485 g e sl esiee
AR EY S A SR K AL R 25 25 .

[0092] AR HE A< BH B FR] A 420 o 35 B n A 4 rh ORI A0 AR D BB R AR SRS PRl . T
S 0 A FH I Le 35 B0 18 B O S R BT R R RS PR READE R » BT R
VAP, Fe e w SRR R AR B BUR. B R AR RS DU I8 ] LLAE 54
J7 T 578 [R) I PR R A0 i 52 BRI G0 38 S84l A W) B0 6 55 — R0 58 DY e i B , R )
noroxymorphone {744 N- BUREIURIE , 7T HLAF 1 S2 URIE —N- FRIRIE AN 20 25 = A5 DU 22 IF
HELE (20 tertiary and quaternarybenzomorphans) o b 52 PR #il 35 B0, [F] i AF 45
FE) 77 THT A, LR b Ay oty HL IR, AR R/ B8R 21, G P () A A B ok AT 5 ek ot g
SR o

[0093] Al v A4 B AS BOFRI Iy S Ag], I 2 ook o fi o s EL LA PR (RIS ) 32k, G0 49 2
NS 9N JE (AP R R ER g M BaxterPharmaceutical Products, Inc I3RS ) M
gh3E%F (FIanm] A\ DuPontPharma 315 ) o IXLER] 7RI /D A P22 R 42 h BAE A FH T8
a7 R B AR ST R FEA SIA T R A T I I A R P OB

[0094] A< BH BT FH KT A1 JEL Al 640 JonT LA 28 DY 2e i pg T AR ) 46 &, el 2 =X (D)
i) 55 VY noroxymorphone :

[0095]

13
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R X
N*—CH,
OH
@
o)
HO O

[0096]  FLrp R ek i dk B 07 2 IS UG e 2 807 ZE AR e 2, HL X 4
B 7 e o S R B B SRR IR A & 70 X (1) B9 noroxymorphone #7424 ml LA
I8 1 AE 2 [ &R No. 4, 176, 186 F KV R G %, B HLEIAAAE NS % s hn] 2 W2k
L Nos. 4, 719, 215 34, 861, 781 55, 102, 887 35, 972, 954 1 6, 274, 591, 3 [{ & ] H1 i
Nos. 2002/0028825 Fil 2003/0022909 ;1 PCT /447 Nos. WO 99/22737 FI WO 98/25613, 44
ATIREHGIAA AN NS

[0097] el A I (1) FAL G IAER (TT) PRy N- AL AR (S T

SLA A ), Horb RN P
HZC‘Q
| x

[0098]
OH

an

o)
HO o

[o090] b X7 4n b prak . R 34 il I DA — Fol BT R 400 JBH LR 44 e A 5 DY AT AR
Yo FREE 4 A DL AR A7 AE, DR, A0 AR SCAE A O S g ol 7 BRCUNTX B R ER. “FR
S R BCMNTX” e 3 b B (E A PR AR S 4 i VR A Eh S S B A
PR IR SR AR EE Eh . F SCHk P A T A MNTX IR AL 3 5 42 FRAL S - B I 40 it i IR AL 4
N— I 20 it W AL 4 5 490 Jee Bl PR IRAG D) s 40 Jee ) P iR AL ) sSC-37359 . MRZ-2663-BR Al
N-cyclopropylmethylnoroxy— "k — FRRALA . FR 2540 #h R 29 M54 Mallinckrodt 254,
St. Louis,Mo TE k1S . AL TR I 2 0GR AR, 5 W fAe K d, S H 2R
etk o ik AH HPLC WS4 AL 4L A0 24 99. 4% 4l HALHE /> T 0. 011 % B3d ik R
JHFEAF AR V4L (unquatemized) W40 e Ed. F 2520 i B AT #2460 40 25 Smg/mL. 1R FE
ELP RPN TN

[o100] LA B B4 M R R FEA) SSAs B om w46 N- ORCRIWRIE , RE 2 an =l (T11) R

14



CN 101171010 B OB B 13/28 T

FRINRIE —N- Se R R R E -
[0101]
n

[o102]  Hp

[0103]  R' A& EHEE ;

[0104] R* N&E(heREaldddt

[0105]  R® A& etk I 77 95 BEE  IG 55 B SR U e 256 PRI SR BUAR 1 e 2
BT BRI 2

[0106] R* N& . pEFEaUfst ;

[0107] A 24 OR® 8§ NR°R” ; H:

[0108]  R° A& HEdk MAdE R dk BRI P e i BUAR 0 e 266 AR 94 2R BUAR 11 e Bk 5%
FEHUR BB

[0109]  R° A& EbEE ;

[0110]  RT S EIE IR FE S 77 F6 B A R — BRI BE s A 5 — BRI
Jo i B 5 SR B ) e ik, RV et — B B sk S e IR RS FERAE i, RO R
T % L FIWRIE (1) 2438

[0111] B4

[0112]

[0113]  Hrp R® A A sk

[0114]  R® A HEIE VG SE 05 58 IR GEIE IR AG I8 IR 3 — BRI be 2 IRIA 26 - U
ot F B O FEHUAR I e 22, sl S A E MR TR —, R AR JERLE B L FRie
[RIZR3F

[0115] W 2 OR.NR"R" B} OF ; H:r

[0116]  R' R&FidE A2 AR Ik PR I IR SE AR IR e 22 A4 AR (1) 25 800
SERUARIESE

[0117]  R" A& sk

[0118] R & BEIE MG J7 I IRGEIE IR 28 B2t — BRI RESE A 28 — BRI
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Fe gk 7 BRI S B e % - BRI C(= 0)Y Bl eER A HERAE R, R
FTR™ JE i B I FINRIE (1) 2% FF
[0119] E j& .
[0120]
Ha
®) C
IS
@)
/
O
CHj,

01211 WikEdk - BURIK (C = 0)D Bk -R“0C( = 0)R™ ;4

[0122]  R" e REBUR AT R 2%

[0123]  R" Jyhedk ;

[0124] D Jy OR™ 8§ NR'R" ; H:

[0125]  R™ SH&Bidk s I eIk  IRIE 2 IR BB () B2 R R S U Y e s B
FEHUAR IR BE 3t

[0126] R A HEEE RFE . 557 55 5 FEMUIR I BESE B GE L G 56 . FRE SRR ) e 3
BRI IEIAR RS 5

[0127] R AE SIS, S5 ENERNEIR FIERE K, RE AR Sk A ik sk
I (124 FF

[0128] Y &y OR™ B NR'R™ ;L

[0129] R HEBEFE I FE  BRGEIE NI 25 IR B S BUAR K0 o 225 I 6 U 1 doe 2 5 0
FEEAR I et

[0130]  R" N&Bikidk

[0131]  R* & Bedd Jidk 07 F5 R BEsE G 3E IR e 3 — BRI BE3E IR 2 — BRI
BERE a5 FE BRI E I, 85 e DE B SRR FIERAE — 2, R™ A R™ FE Rk [ ntms R
(IR

[0132] R MEA RS ;

[0133] Fln H 0 £ 4,

[0134] W] REFT M (E 1IFF 52 IIWRIE ~N- BESE R EEHE 2y N- S & 3k -3, 4, 4 BURIIRRE, Tk
i A (1V) KR alvimopan :

[0135]

0

CHj

HO o)
HsC H
N
OH
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[0136] 3% ‘B ) N— BUAR A WRIE 7] P £F 55 | & #1) Nos. 5, 270, 328 ;6, 451, 806 ;6, 469, 030
PRI (R )25 B P A X e 5| AARSCIEAN 275 . Alvimopan ) H Adolor Corp. , Exton,
PA. XFMLEW) HA G 7 15, B T R M , 3K 27 - 2 37 I i 5 o
[0137] A3 B K40 AR 3 A4 SBUAS BRGS0 mT A 46 25 DU 2R FF R MEREAL S 4 TEAS
R BH ) 732 A N FH 1 55 DU 28 R ERE A 5 40 5 HE KT B g e oV L T 27 H s/
(), PRI FEAS A B Mo

[0138] W] {EA & B 7 v I 0 5 DU 2R s e AL S AR (V) -

[0139]

~ V)

HaC CHa
[0140] b .
[o141]  R' W& WHE el L4 SR
[0142]  R* AbeREmifiAe ;
[0143] R MbidhE I s, F
[0144] X G E 1, Hor 2 a0 VR BB PSR IR I o WIAE AR I B 59 77 325 b 3 FH )
RS HEGEAL A P AR DU AT A s R o (V) K& 27 - 523k -5,9- L -2,
2- — N FE -6, T-benzomorphanium— YRALY) ;27 — 3L —5,9- — I -2- [FIN & -2- %
N 3& -6, T-benzomorphanium— YRAL Y ;2- F2 3L -5,9- — I IE —2—- [ETN 3L —2- N 3E -6,
7-benzomorphanium— YR AL 4 ; Fll 2— £ WE4R HE —5,9- — L -2 [E A 3 —2- 44 T8 2& -6,
7-benzomorphanium— JRALY) .
[0145]  WIHEAS A B (1) 7 3 i A ) A 58 DY 2 I W MEGE AL & W) b 78, 191 40 2% [ % A
No. 3,723, 440 H, AT A FWEGIAKRIAE NS5 . TEARR 7% NS
AT T AAEAE . WIS “ BT 25” fa A R AN BEA AU, X P AT 2525 25
TR FLW) AR B, HAE AR PR ORI 28 (D) 2 (V) s i = miE ot B AR A W) s AE AR
R TETR NP EY . B CRRT 2538 i 17 2 B 2y m (B s gt e
VIR EE il &5 ), WIS, FEAR TP N AL &9 m] LA AT 25 ik . B, Ak
B SO IR AT 2510 T i . AEAR B A N 46 G- 6 A 2] DLE i LR, 70
VEENAE A 8 PR T A S P AR AE IR B e B O BHA S )
[o146]  [Aluth, BT 25 S HEH) WA SCHER AL E 4, b iR ) B BORE R & 2 s A,
YR HT 2525 25 TR FLEN A SR I, T 53 i R e B KRR 2 Ul S ) 2 SR BUOR R
[0147]  SEHIEFEEHARR TEEAE BEHIN SRR IS . R Eh AR R MEAT AR s FI ke
TR IR 7 ZERNGE 5 25, L W 2 O N RN TRV R T E AT & BT RN
J R R IR R RIS
[0148] it H Y, 7EAS & B IR 5 Y FH AL A T DA A SR AR N S NI F 2 7
EEE o AT AR IIAR R B BT A w5RE A DA B RO ST, B4 22 5\ 5 s multigram,
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T 5 multikilogram BiTHE 2R,

[0149]  FEA R BHI 757 NV B4 & Pl A5 — Pl sl 2 Bl A X PR HEEUAR R ik S 5, FF T
PL3Z i TR B M e T 2000 B o BRI, A4 B 45 4 ) T T 1 S BT B F6y L A e T X 22
o] SRR FOET A LA SR R 20, B AR & B fis Y B AR S Rk 22 B R o A T 20, A4
S8R BT JE R A AR ) 2 R A B X MRE G T 2 BN, STAR SRR AR IR S R LLE I BRI AR
I3 B, TR AR ALSE, (HASFR T H e X 5 2 < B SO AN TF-PE vk Uk 9 2R T 1k
(preferential saltformation) . &5 & %%, BH I8 TV 0E W) 5 6 F Pk A sl & 18 il
AU AP O &S R (deliberate synthesis) .

[0150]  FEAN J BH IR 3 2 5t g G2 b, Fr i Bl 3 #E s Hisnlmr B2 v B 5 AR RS it
o 75— BT 2, Frad Bl v R BsPUR T L2 o B R FE RS DA . AR BB
BFREE 252 T — P A R S BRI, B8 v HEPTRIMA S, « IR AE &L v fl x
FEPURIRIZE a0 2R i B alvimopan FIZH4

[0151] AR B 77 5 ARG R 7R 35 T P B IR i T (R 7 sCPpi 75 FH , 4, 0 25 it
B O/ B A AH OC PR A E R, 451 Al ) T 4140 B L RRLS [R U s (L
TR JAR T T A O 0 T A I P GHR L LA T AR A DG P s B AR ) (R B Bk
i R ) P R S TE AR S e o B2 v T AR I TEAE » A0 2 AR PR DG 28 B e L Bl ik
SR REAL B PR DT S e 3 B A I i L L LAV TN s it R i T 4 2H 2R AR
B A B T OGRR AR A OC M T B A MR L R RIS A2 (B4 Grave” s 50 ) A R E
N R 5 il R E R ZRAE - JE 6T K OB Ctean 508 RAHKCHT )
MR . 140, O Sos R BR T 2040 Mo s e S IE PEAL M I (Gupta
% N, personal communication) . RJ LAFURLEIH B] A FEY) BTRE HIAG TT R 535 M0 Hi 4 A
FEI0 5 R ) A TE IR 20 40 i 2 5 o BT A 15 3 A DX B 5 o = P 3 ek Bl
V) IR YT AN 52 ] A o — B R), B RE IR T LR L H B 2 LA

[0152] &R ASHU 24 A B 7 VA AR Jd /b HAR IR T 86T 5, W Sh R AR S
IR B AR SR R B fa R T AR . B, AR R B BRI — ek D TR e B R S S 1)
Ji i o Pl g ] A4 , 491 G LIt BT 4 e, AR ysk 2D ] d ae ) SR S R i 1 i R A
AR RIBT FE TS U 2 S B R FE S LR IS S . N, dn BTk, £
D L SVRFFE AR I B8 1E 2-4 4R AR B R B RO 2607 1 B B 22 e (DA4E ) , Bk TP
I B AEARAT ST R AR TR A S 1) s 15 5 52 P M MR 1 ) 0 B3 4 B R o I R 25 2R Ak
BH ERY BT BR) 40 B A5 B e ) S A1 L S ORI AT ARG 57 TR e B R IR R R A
KIS

[0153] P KA I WA AL —Fh il VEGE 3% 1 1 77325, HLad i 76 2 85 4l VEGF 55 1 1M,
BRI L, 7] 52 5 0 1) 40 I sl sz A BRI R E B B FE RS DUk S B Hrry
T UL, AR B 4L &) HoAT VEGE S sl pivs v .

[0154] GG AE T 3R SEJt ] B 16, 1E— 8 IR B AR 4 LS B ) MNTX A 2D
T VEGF 3N ML A, il i HAL AT IT A / AT 3 3 N T B/ B,
FIrR B IER / BTG5 R 7 L i /S RART AR A BB F- (PDGF) B 2 —1- B IR E (S1P) o iX
FERIIRNE I AT 10% 2 60% , HARME T AR B 77 AR I EI AT A | 5y & A2 s -+
Hh BAME R EE— D R
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[0185] AR B 7 ik AR R B, ) Wi iE R, F0IE 452 P A AR sLsash /G
IT o BT R FEYD BB AL AE , (HAS PR TR e SE VDR AT Ar R R WE  fentidine 57 KX JE (&Y
SRR R K% . dn AT, AT AL FE (agonize) —Fi2RAY K32 KL 5y — PG R
G SHABKPIRE ) 43 FEB BRI T BN R o 49, R HESSS T w SZ AR A SRR S LU XS T x
ZARK 200 15, R, 402808 w B0 R RE) BUSBN ) FELBR 5 ) SO ) ]
ZAREIBFIAE R, TR 5 — RS2 RS BURAE #4250 B/ F5508) (PR
R EWEREEE s ) o EARSCR R AR “CURBhI / FEBOR7 S S TREh ) A
“VREBABNFN o IXLCF] 5 FEY) AL, (HAS PR TR R AT FEME T 4895 55 \nalbufine . T A
VAME AT S bezocine . VFZIMBNF / FEBURIZLEIRT R AR BN X © 524K 3305
T w S2AACAFEDUN o P Hh, WARR A R SRS ) B AR A AR T HLA i AR
GFHIREYE . 90 4, WAL R 3— MR (M3G) FHng ik 6 I R (M6G) W]
CLA AT M A2 Bl R

[o156] 18K, MR 4E A& WIS B v B Bs B vl LA R g 4n 2, DTS 2 3% 1 Ak
JEL AT AR 400 SRS DU AR M 2K 7K P2 AN 10°°M 22 10°°M R RAASE A AS 4008 2 N 140 B HPLC 5
RN E B 25 K

[0157]  LifE FIASLHER] A HEIAR 1K, B HESK A4 DAMGO 75 3 8 BT R » IR, AR BH 1)
T3] BT SR A AR A RSP DK (1) B 0 T Ik R 9 491 G eRh ) AR A, SEAS Ul R
FEV RN T o

[0158] 44K, 4 2 FE K FA] v MR L H5 BN I 28 77 ook B T I R I 25 W ke o2 A
B RS AR T 2 IR T I MR R B B L R B — A BRSO TR T DA
(R . — MM & AR BH B 5 B A AT R e 2 B 52 1 eh 25 5 a7, fl T B e
A TE AL A DA BOK AN G I PRAS B3 2 (R R E I 7 2K X R 25 257 A s O
M B s (el o B0 R R R O B W R B B R ) VE R R LA
e KL BN RSB (I L) B RN IR N B TR 2. ] i
M E B SRRl . R 452501 T Il sl B3G9, BRA 5 (8 53 UL e 4h 257
o X THRE , HRRHEIF AT DR B 5T 1 B B 1

[0159]  534b, Brak Bl i AR BASE BRI AT UAE A i B A SR #2524 . AEFELE St 7 8
o, BT AT R S 5038 iok 2% (0 iy 2 Bl ok e B R R sl s R R Tk B E A R TR
FLE 2 o

[0160] 425 241N, AN I BH IR AK 500 LA 24 27 m] 42 52 (1) i RV 24 2 m] e 52 (1) A6 A sl 57 o
Y5 o IXFE R I AL S B SRR B B R AR ML VR T Ay . SUAERR 2 EAT
FHINE, TR SRR 2 252 52 10, H AR 24527 T B s 1 3 m] 7 (el ) Tl & L 24 2 m
Z AR, HEA AR R E F  HERR . XA 25 B R 2 28 ] B2 52 1 Eh B 4, (BARR +
TR BRI 2 1 - Eh IR SRR IR AN TR B IR . TR IR LR /KA IR W i FF T IR L T A4
B FTAF IR AR TR DR IR L 28 —2- TR PP IR . 3- R I — 2 AR IR . TEE
%SRS, HAR T LR K L3 (1-2% WN) HriF R e L 3h (1-3% WN) AR Fn A L2k
(0.5-2.5% WN) ; Jeiie e HeEh (0.8-2% WN) .

[o161] I ‘B ¥R B A4, (EAN PR F2RFL 508 (0. 003-0. 03% WN) &R T EE (0. 3-0.9%
WN) X ZEFEE (0. 01-0. 25% WN) FIREMIZR (0. 004-0. 02% WN) .
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[o162] X T-HFiReE 2, S R A AR DS BRI 25 A G ] B8 — e A 24
A] 2RI, B AmE 8 77 AR 0 R 530 AT g ) Ho Al Bh 70 W] A 45, 91 s e
S VR IR LA R U2 0E R B 28 E ) D BRI/ 8O RS RS .
[0163] 2477 m] 45252 (LA BRI 70418 J0 55 1R[] 446 | 2 [T 4 sl A4 8 70 50 AR 5 L B 4
JEAT RSB (R HIFRIB o 040, T8 B IR 24 2 W] B 2 IR B L RRORE TR v Bl A 5 3
ANBR TR ER (i) ) BT S Bl A 2 e LR A it 28 T L 3R & L B IR VB K
A LE Gn FLRE BV By SRS Ry IR R ER B 1 A AR IR R M i AE A L R TR SR I
P R H e s 5 DU B DY R IR D5 PR I Rk AR R 4T 4 32 3R LR BB e i 5 o mTIRFFRE 2
[y sl P, 48, 8 sk A A AL AR R L A ORI, 75 7 BRI 0 8 ok R R R AR
TE R 3 i v TR o SR ) T R aE a5 2 R R R R TR R G R R A
R SUARTT BE  2R  (LBL R SRk i IR
[o164] 4 AT HH 245 2% w8 52 [T ] A4 4, RALLAD 1KY 350 2R mT DA ) i« IO A 1)
BE o a0 AT AR B A, ST DU BB I I 5 32 S W) W3 25751 ) 3 L8 1) i 2R B
ARV B L B B o
[0165] S T-AE i N FH , e il i B 1 A ] 3 1) I B, AR B AE /KBS VR B LA &
I3 O VR AR FLRIBE A, SR 22 A 7 (B B R B . WIS A TR
AT DU & BT, I AT I 7R v A B AR ) SR S L an SR A I — 2R OER AT BR (SRR
B ) FZE (BRET) B Y IR B AL Fok il & . RIEZY S5 RSN t[:fﬁﬁﬂﬁﬂﬂ ikS3
EZEE WL, AT LAE I 259 B TRV I 26
[0166] it 47 ] St F i) 370t ] 30 Gl 4 25 W0 47 A T B A ZH 2R 25 1) i Jo A sl ol 3L 3 o
2 o BT AT S F TSR AT AAG) G 2 e e 2 ik R B A P e i G e i N R R K
B, FLRT LA A TG AR 2 S T 2, AR A FH R H 3 A B 23 8P I B /K Bl At D 18 m]
TES A B
[0167]  XF a3 N , e 9038 B 1A oA 70 BE 50 AR 351 A7)l e 3 B o B I iR
e o AT LUAS R r S P S TR 50) X0 2R ) 5
[0168]  i¥g HH 1), FLAhR I 2R 48 m A0 466 o N R I IR R T B G R RS TR I8 R4 o IR
RRGUA] LIk G B R 2 AR R AL G4, 45 AR A DI EG In 1 7 (8 1%, HORFFAL S I 22
R P2 iﬂﬁfﬁ%ﬁiﬁlﬁ%%%ﬁ?ﬁﬁ’] HOA AR WA RN R O 22
%Fjii‘”%r?EA%TM%J?‘Jﬁﬂﬂﬁﬂﬁa)ﬁﬁﬂi,ﬁé*ﬁﬁTI_JE’JT&F%@@XKH:ZZD dHE 2 E
LRSI AR,
[0169] U, A< B A A T DL 24 20T 2 52 1) G R B8 T35 JoT L G mT A= 40 A ik ) 2R
EPNRE TEARIT ALEW . WA ST F B 82 B R RS TN HHIE R 86 0 A L 25 1)
FEJ5T, H O Bl B RR A /K i S e S A T PR AR IR o — ELELE N B A, IR A VB0 P 2 B AR
o SERERETBCEBTn] LU ER ik B A AH 1) B, L an g BuiA R S MR R G L SR AL
Bz (5 acL@&) RO ( LFRREY ) AR 238 hE (LM Z IR 3L R
L/ EO(AB) EER. ZRER R AR K GEW R R R K E R 2L ITIR.
Z,J@ﬁﬁ\?hfﬁ R CARFEMENG e B A S bt s AER B R G, LR R 2R TR DT R 2K IR 2
%%@Zz%@ﬁa)ﬁ%tlﬁﬁﬂ%ﬁ@?ﬁ KEREIN RS B R S IKERS s HEAD % /\1'7«'-‘[3/]
SEEAEE, (HANR T« (a) R RS (erosional system), Horp 2854 & AR5 R KTE X
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2 WZEE LR Nos. 4, 452, 7754, 675, 189 F 5, 736, 152 ( A HAIDIANERN % ), Fl
(b) ¥ LR Ge, Horb i It 4 7 DU s R N RS W) hi3 3%, L dE £ F) Nos. 3, 854, 480,
5, 133,974 1 5,407, 686 ( A KA GIANE N 275 ) thHEAR . M H, Al AE 2% T 22 fif
- (pump-based hard-wired) 31X Z& %, H A FHLLE TR . 18 B RE A NLE PCT 2
i No. WO 98/25613 FI12E [ LH) No. 6, 274, 591 FREIR I, B HHGIANA S N 2% .

[0170]  KHAZERERE R N4 (A8 FH o] Ry O T8 7 M2 PR o 0 AR SCASEFH 1 “ K AR ik
TR A AN Z HEE IR G T KPS TR 220 7 R I E A 30 &2 60 K. KSR
TR TSUREL N A0 2 A AT T8 45 AR N 53 A% BT L a1, JL s o b ik iR I R G 1 — 2.,
[0171] X Rt FH , A7 A6 A0 F anAS ] e 35 (R 7 2, R 1) 2 ] Ak sl A 28, HAE 5
St AR A 0 2800k LB A R K T /K BN ARG B o 8 B 3R B 46 , (A PR T8 TR
AT FLARS FLE S BB A BOR  B N 2E N RS S, W SR, DR K R B )
LB JE A VR

[0172] &7 Bk T2 B IR AN B i FED TS B I 29 AL A )t 2 ] e

[0173]  %EFRp 2 19 MNTX, K PRSI ] G FE 2550 G2 b1 Praa AR, ATk S5 7], L
PEIETRTT pH 2 3.0 22 3.5 Z (B DIk BXS iy He 2K B R A7 A e AT AR () ) ) 4k T
FF5"5 4 no. 10/821811 FI# I A, 5T A A FI T 20040266806, 42 FK A “ 2 i3], # H 8 F
PN GIAESANEN S

[0174]  TE— NS 7 b, AR B AL A LA ] 521838 S AL 5 ) ()3 S e 24 7 S8 1) I
27 25 29, A, AR B /NS A RS PR ) I R A 7 48 DL T IR TR LT R A
B2 RTINS o B Hb, % 8508 ] DU A A S TR 26 75 VA5 H 1)
ZIRE LN ED AT B ATy FE b, P 250 & ] DA A Sl 2
AR FH BA 5 TAE AL A Y B I TR)RE S5 ER A 4037 g W0 5770 B T R TR 0 e R A5 3
Hh, AR A W) SR T R 52 R, SR DURB TR A e 23R8 I b A %
Hl Bk D BT R FE T S I I AR R s BRE ST A P S AR R AR PR . IR A
KA A, & e 5 HA a7 4L A4 0t DApiim & 4 lea e iRt. SRimm, VY
PR, AR B AL A A2 A 4 i R E R SR 2 e T 96 B TPE 78 70 R = 2 4 Wi 1) 9 T
WfE . X THEENRE 28 H N BARGT AR EAKEH I T 2 R 8, SR 52 1697 BT
FFT R RE (7 B S48 1 B AR B 0TS T AT I BRG44SR0
— A BERAS HE R R R & 28 2GR IR) 25 250840 oAF H I B ARk & P HRE R 7897
FRELET ) 576 5458 FH AR 2 250 2 B IR] e A FH 10 254 J I 4 sk B R R TR 25 490 2 s FE AR
U AN 2K CATAE S ) I T 46 57 B KPR TSR3 0 BB 7 U R w7 E I AKCF,
BT N BT IR ) 2 A R TR

[0175] SR HAEE, A T H I, AR HAE R LUl 2 flw. B, fREAdE6Y
AL A UL H B XA B e L AR . IR SE W, A E AR A K 2 T Bt
AT EFIL RS 2577 % CAIARSTRER T ) » Wi i R4 i Be 2 S B F A R 2 2 1l IR
TP SR 5

[0176] I8, B FED SRS DU B A2 A0 A TS BRI O IR &K A2 0. 01 222 80mg/
kg AR HAR L . TUHITE 1 22 20mg/ kg PR TEARAL 1) O IR B SRAG HHER (M &5 . 38, dE
WA, AFEH KRR FA 205 M4 0. 001 & 5mg/kg AEASL . FHAM 0. 05 & 0. 5mg/
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kg PR EEARAL [ R A A B A 25 3L, W3 2 1 5 B DRI 1 Rl el 4 & 250K
S, Bk T 4524577 X 90, ICHA 1 AR 24 70 B A0 A w300 A BT BT R A A S ) ) )
N AR CUIRF R 10 2230 % o 788 1R NV ATIZFE RS &AL RSO, i E 2
SR ) (B I AN [ ) 5 R s R AR 2 2 Ak e T 30 1SN ) DA B Y
ZHEVFRIAREE o B H 2 FE USSR AV R S 2 B K . YRS KE ]
Sk A A FH AR AT 52 0 0 HPLC 5 v 52 B it S 1 25 /K ke i o

[0177]  ZEA R B SR LE st 77 22, Bk Bl A s don) S 0 A L Rl g 25, R
AL 2y BRE R T RA R EH 50T, P WA e 2 Fh 25445 25 2 55 35 ok
TR . RS AZFIE AN R A G ES A AT . BTk 2470 n] LA [ (1550 284
2= Y i S G 2 A R BT EAE R D = e SR i == S B i A S
[ B & 24 ¥ PR SR Bl 3 A AT 195 18 ] CAAE 23 I AZ S R B TR) 5 25 0 P 245 5700 mT LA ) B & 24 0I5
e ey (BN, — R 25550 m] APES 25 55— M 2isnl 2 Ja SE R 2 25 86 i A3 (episodically)
High 25, Bl an T fE—A B R 25 25— Fh, 2ERH o BT (R 25 25 55— b, o — Rl 2 iy ), LEELL
SEAT I AR SRAF A ROR I G 50T . IR 245570t v] LS AS [R] 1) 34
FR25 2, 10— Fh 25500 AT LUK 9 25 25, 1 05 — R 2GR UL Bk Y BR DT RER 25
2 I [R5 25 AR AR e BT BT FE ) SAS BURIAL S S R R R B A R S B T A R
FED S DU R0 B 2550 R 2 259351, B ads 245 7)1 T4 H s m) b =X 25 25 40 8 1
B v 40 o R g L ms R B 5 25 000 FE B 240 DAL, T SR BR) R A0 JBHS B AT LAAE
e 2500 7 FEW) B 1 RIS BR A L2 Ja e 2. ] S (R 25 24 25500 3R s VR A4,
A5 A A AN )50 A B SR X AR AT DA R G ) B IR, B A 35 R R
Nos. 6, 277, 384 ;6, 261, 599 ;5, 958, 452 F1 PCT A% No. WO 98/25613 ik ) il , 78 MKt
HEIMEANZH,

[0178] D AR (R AR BH ) 7 v ml S b Bl SLAh R 7 — A8, DAgss 5 o Bk
AR RE AH DGR N B 40 B A K BOT S o A1 PR A FE A Ss BL R AT LA 5 — AR A
YT B REY S BRI IR T L R 45 2. 38 B RIX ARV 7 R R DT 70, 9 lde sy
ST B BT I A A 2RI L an by B BB VEGE mab . py B2 Ath T BUBCT 1. AR 5
FNHI VEGF ¥& M 2570041 npt VEGE  mab 3 [R5 25 B, AR Y% A& BB 7 FEY TS Hoon A
REFRINE . BT VEGF HUAH TR 2 i Ieg A= E R e o R i , B8 17 5 W IR I A= L 7
PN RS AT B SR T S AR 9 R DK ) i I BE AR KR (L G i PR A S ) I A
Meigs’ ZEEE. — AL VEGF mab ) SZ) A HEIA 70 2L [H 5 H) No6, 884, 879 FI1 W094,/10202
1) VIR ST (Avastin, Genentech) , TEILHF AT TN TEA R I FELE S T 227, MNTX
5 Avastin FL[F 4525,

[0179]  #&5Z, B sl F s — Pk 2 Fh Al P s 1) AL A48 FH I, AR BG4S Pt
Al TRT B P EE, 0 b TR, BT e HUE I ange T A/ s Al AT ), A
PO 2B R, T8 5 25 25 58 3 F IR e a7 0o SR 25 S5 B R AN S 7E A
SCHR A, SLALEE, (HAN PR T 8 R TR IR Y B2 40 BRI TE /RS PRI I A AR
K7 ISP BB R O/ APIE 1 5 PR R 2 S .

[0180]  FEIELLSIHE 7 &b, AR ML &Y LS CAIPUER A R G . AR T
AP AT LS P A ORI T RNR G, JR4R 2 2 s . BN, MNTX R] LU Avastin Al
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5— SR MERE G5 2 RIIE R

[o181]  FUHARAT v FEA SUHE B 5 8 A bides 25 80T 24 sl A i 8 A i 254 3 [R) 25 2]
S EON 8 40 M ) P TR R R B I, BRI, $RE T B v AR, i, ) B i e
A5 FH A1 FE 2 B R SRS B ol ARG i e AT D0 AR T 7 R N . R ke, 2 R )
PUME LSRR IR AT BIE [R5 54 6 384F, 5 Hh 25 8080 570 0 S s v
7 7 AR, Frid L R4 25 AR A T BRI B BT 25 BT & 180T 25 s it i
B 5O R A B 2 B A B I A A B2 W SO0 T S B AH L,
AEAEFR LI P 5P 25 B A BT I A2 B 24 W B0 AH QI AN R EIE AR 24 K BRA i v
TEME . 40, 2[R 25 2545 A< & B R] A AR 5 5157 S5 5L VEGE 2551, 4 andt VEGF mab W]
/Dt VEGE 25571 i 571) 2 Bl G s ) sl P s o 1dE— 0 Hh, WASCHEIR 1), 26 [F] 25 2541
P A = B BB A4 B Boon) S AP 0% 00T B s o (e

[0182] Y H] T-¥fy7 BGTE I FE PR IN, AR B IR & 0 n] LU <6 & a0 R ol ) 3 (R 4
24, ik 4 & 1 R AR b an g dn < 5 575w, A Rl R T e R D DR (MPT)
British Biotech ;Bay 12-9566, & i MMPT F1 30 #1571 7 98 4= K, Bayer ;AG3340, & Al ¥
MMPT, Agouron/Warner—Lambert ;CGS 27023A, & )% K] MMP1, Novartis ;CGS27023A, 5 %]
MMPT ;COL-3, & A% ) MMPT, VU 3R 22 fi7 44, Collagenex ;AE-941 (Neovastat) , KARATF 1E 1
MMPI, AEterna, BMS—-275291, 4 ] MMPI, Bristol-Myers Squibb ;7525 8%, B,
NCI-NABTT.

[0183] YR vA YT MG E I B M5 AT N, AR A -S40 n] LU P B2 4l i 33 / 3T/
() B I AL R 25 25, Bk Pk 50 B 4 o TNP-470 CH B8 2 A7 ), 30 P 52 40 i A=
K, TAP Pharmaceuticals ;f% &, FH AN S B T AC#, NTHE3, Magainin ; B AfhyT, i S
BEL N B2 40 B b i 4 B T, Oxigene s PN REART, SIS B2 4. EntreMed s 75 2 i, FHIT N
Bz LT AU SE , NCT-NABTT ;i@ FEHE L Mg i) (FTT),  FELUT A B2 40 a3 % A0 3
NCI-NABTT, -L-778, 123 Merck, -SCH66336Schering-Plough, -R1 15777 Janssen,

[0184] Y7L vA YT MR BE M A A I, A % B Ak & 40T LA i A8 A e A K BRL 5 1)
FEPURAL R 25 25, PriRFEHIRI L i Bt VEGE Fiik, Ji% VEGF R sefEPifk, Genentech ;7b
ST iz, BELVRT I AE A KR (bFGF L VEGE . TNF—a ) [13E 1, Celgene ;SU5416, PH I VEGF
2k (Flk-1/KDR) 155 (ERZBRIHEE ), Sugen—NCI ;#% 1§ (Angiozyme) , #i /b VEGF 5214 K]
mRNA, Ribozyme Pharmaceuticals, Inc ;SU6668, PHIT VEGF.bFGF F1 PDGF 52/A1Z 5, Sugen ;
PTK787/7K22584, P VEGF 52 {&15 5, Novartis ; T9L & — a , ] bFGF I VEGF 2B R s Fn
B, BELBT A A Rl 455 052 44, NCT-NABTT,

[0185] YL vAyT MG R i M A A F I, A % WH KT & 400 T DL Pl P e e e P 2 TG
HA /AP E S N R WIS ZY Vitaxin, fFE T W R R LK o —v-B 3 8BE
HPiA, Ixsys sEMD121974, /E7E TN e 4l e R 1 F (1) /N 73 B Ic 8 A BT 25, Merck KGaA.
[0186] Y77 MG T ik B PR A I, A B AL & 0 mT DL 4 1 8% 5 50 3 Rl 4
29, TR K ZE AR an - BN, A I 455 3l 1 W PR AR K 44 (clears copper) ,
NCI-NABTT ; VYTt #HER £, it e 2k 5 23 M 45 54, X IRg - 7SI KA 14, University of
MichiganCancer Center ; R¥G35H], 25 H FHEE 5 fo MMP LI A2 58 5K 2 % 95 il (40 410 #hll 571)

Northwestern University.
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[0187]  H{Evfy7 MG 5 B MR T A FH IR, A B AL S0 ] LS oA AN R A ol 7
A S P SL [R5 25 :CAT, 45 WL B il 77, NCT sABT-627, W B2 3% 32 45557, Abbott/
NCT ;CM101/ZD0101, B 4 BE BK 1 5 25, Hil i 55 (OM201) =2 f4AH B 4E FH ik 48 1 Al R 1
B TP P B2, CarboMed/Zeneca s 40 LA A & 12, 5 @ TH0 % - v, T IL-10, 5 &
IP-10, M. D. Anderson Cancer Center/Temple University, TempleUniversity, Genetics
Institute,Hoffman LaRoche ;IM862, BELIT VEGE I bRGF f) 25 /i, s 34 N3k 1L-12 i ik,
Cytran ;PNU-145156E, it Tat & [H5PH W 3 (1) 1L 42 %, Pharmacia H1 Up john.

[o188]  H{EyAYT HGTE ik BE R AT N, AR ST LA S Ay FIFE R 2525, B
AT an o« FH0E . COMP ( IABEELIG A il B 20 g ik Jeas ) IKFEIa 1
mBACOD (methortrexate. [R5 2 [ 55 2% - AW I K35 0T B R0 1l 28 K42 ) - PRO-MACE/
MOPP ( 3k JE#2 FF Z WA (w/leucovin rescue) | [ 4% 25 ; I WL . 2 A2 2 . docetaxol .
WAEWH / BT KEF KR A R B KE B, KEFELLH. angioinhibins,
TNP-470 200 IR SR B B i /MR T 4 &t T\ LM-609.SU-101.CM-101.Techgalan. b
ST R SP-PG %%,

[o180]  H:w] LA b5 A W A4k & ) 3 R 45 25 i it Jie 70) 3 3 ' M A 5 P AR 4 (9l
B— FPK W I | F 2 I | SRl Ik VR ) BLAUE R () K i K A B AL S 2R
WIPRAZEE Z VUM 3R )  Be ZE A7) () G 30 1ol Ik Jie s R TN = BR A T AR A S =B R IR
(biochoroethylnitrosurea) \FREEMR ) VB IS (Il Un4 & ST melphan, 28T BRE ST H %
Wt Jiie P S PRI ) 5 WAREEIRSE (AR ETT I SRR IR =) SEm) VT MEEIRE 2R ) , 17
(B R0 Byb R IM-216. C1-973) B RFi A= (BIUT doxrubicin, KA #
) PUAERE (GlineRER A AE E R GEESER ) JaIh B (6
WRIBVAE ERR ) eI Hh AL S I 22 s =38 (B anE R EIE ) sethyenimines (4
WIFER YR 7S % ) s BRI (9] o A 20 Ensy ) s e L) (9 5 8L PR MEIE
BalkE B 17 ) MR SIS (9 6- SRFENERS 6 DA S NES ) sHUME bl &= (W Ak
WA DR E R LRE R C M methramycin) ¥z MR KPR (0] 4o fth 58 55
cortiosteroids) MATE AL M ZF (BRI BERRNE IR E ST ) o

[0190] N YFRfFT] LS AR BHIRAL S 406 F P06 va 7 BIBH I 45 A2 AN/ B AE
[R5 ANBR T E A AR 28, (L FEAS A4S FH TR 7 Bl i FE) 05 S 1 I8 A s 2 AR e
EREMEREZF o

[0191] AR I — AP i I 3 St 9] >R i T 5 SHE AN I 2245 8 Ay R ) A e T A9
[0192]  SEjifs)

[0193]  SEjtifsl] 1 - P R 40 Ml A% 0l s

[0194]  {EAst FHCCRE K Boyden =28 05 H5 507740 i) sl 1 1 B 40 ML P 5 40 LI A% 6e 0 ) 5%
B ORI AR A S BT PR A0 JET P B P R A S BRI IR BT LA A i 1 o

[0195] 41 A Lingen, M. W. 7F Methods in Molecular Medicine,78 :337-347 (2003)
R AT N B RIZ R IE, B AT N B SIAE AN S flgH, /285 0. 1% 71
THIEEE (BSA) BN EAEKEFREE (BEGM) A8 B A B2 4l il (HMVEC) (Cell Systems,
Kirkland, WA.) DURIEAC. #38 , # 4 i A e e TRV AL IR LA 1X10° 4H i /mL P94 B2 P
F#4E Dulbecco’ s BER Bagle B3935 (DME) h, IR IR 58 0. 1% BSA. 40 mA
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21| 48 LI HEH Boyden = (NeuroPoreCorporation, Pleasanton, CA.) MJJEHE. ZEFEC 3]
BITRE, A5 37 CAT 40 i pH & R R B IR B 25 PEIE (5w m £L4% ) (NeuroProbe) | 2 /M,
FITiA I CL 28 7E 0. 1% B P il B T, 5, BT S /S, 721D E R A FHK
BRI AL S, W I R AR KR T (VEGR) (R4 FH XS BE ) sRIRJEF (vehicle) I
B EERFLP (2R 50mL) R )5, 78 37°C R i E 4 /). [, [ e e
(DiffQuick,Fisher Scientific,Pittsburgh,Pa.), &L H A 10 A FE L K
M MoEL. 982 DME+0. 1% BSA {1 5L, LARE 10 SR fE Ay (400 %) /% 14 Mo i iE
A o RS A LI TP R s — DY I , A RS B 2 2 /D WY IR . VEGE (R&D System,
Minneapolis,MN) LL 200pg/mL I3 B FHAEBH X B . 2 BT, 18 I 5F 5 — S B SE B s 0 T
VEGF il B RS (BRI Bon ) o W0 b Il e ik 540 0 W L 290925 B« P 225494 i il
R L4 e W S0 E A o BRI S A BRI BEYE R 0. 001 &2 10. 0 v Mo M MERIR
FEMEE N 0. 1o M. iR BRAER 1 .

[0196] & 1 o T Rk LU FE ARt 77 G I A% o AR, FR 490 Jee ol A0 e e f S 1)
N CLIR B A 77 Bk /D T IERE . To 18 T AL 4 i W 34 2 4903 i S R A AS S IR R
[0197]  SZjEff] 2 - N Bz 4 BT R 0

[o198]  HR#EAESLIM] 1 PHER S RUEAT I — 4R . AR, ke AR
Jer P P 2 A Jek ) 5 A M K A5 0 PN S 0 I RS (R RE D o = SR MU 5 1), PP I 4 Jew A 1)
WREM 0.001 22 10. 0 u MBCAS . fEALG Y, T IR B R BE AN 0. 001 22 10. 0w M 25742, 1
MM PR FFIEE A 0. 1w M, IS 1 il ). g5 R ERERE 2 F1,

[0199] & 2 o T R BE4H Jim M R0 el i fy 28 DA B At 1 g Xk 2D » i AR 2 44 e
BIA S T .

[0200] St 3 :DAMGO 75 S 1 P 2 4t LT 4%

[0201]  7EiZEFSS P AE 2590 [D Ala 2,N-McPhe4,Gly5—-ol] fxiMERkak DAMGO (Sigma,
St. Louis, MO) ; 44 3% B (Sigma, St.Louis, MO) ;N— F 3 &4 i M ¥R 4k ) 5 7 5 44 JiE i
(Mallinckrodt SpecialtyChemicals, Phillipsburg, NJ) . HIRTHTIRSEAT A 52 40 M i £ i)
T (9) o AN R AU AE P 24l (Cell Systems,Kirkland, WA) 7EAL{ 0. 1% 4 MIETHE &
H (BSA) H¥EFEEE PRI, B3R, B BVFAE R 0. 1% BSA (1) Dulbecco’ s Bt 4%
IRIEFEFE (DME) o, JUE 78 00 HE ) Boyden 2 (Nucleopore Corporation, Pleasanton, CA)
o 2 SLI A AL R b o SR e P min N B = L, 4540 B e 37°C LR DY/
iN

[0202] Mg | [ g FE e o, B M tHR TR MEr PT# 2 EE g .
2% DME+0. 1% BSA [ 50T, LLAE 10 S5 A8 (400X) 1T840 BB £k . fERFR
A &R SO e — 00 63, A RIS IR 2D PRIK . DAMGO FI3K B4 1 1 M, VEGF (R&D
Systems, Minneapolis, MN) LA 200pg/mL [¥J¥FE FHAERH 0 B 2 AT HH A& — e AV SE B0 T
SERT T VEGF sl B REE (BRI Bor ) o

[0203] £ WIRAERE 3 Hr, HLER B A IR0 e i AT DAMGO LA B2 A 1t 77 Xk b 17345« K]
4 VI 1A% 438 B 1T DAMGO [RJSRBIES AL o ART 1t I R HEAC S 4 M3G AN I A Je i 1 AR
L T A v S2ARVE R M6G 2o H DAMR FE AR /R FH T & A2 ke (11 5) o

[0204]  SEiAA) 4 - FH RGN Je WG 7 A FL 30 52 i
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[0205] 7RSS —ZHiRE0 o, ik e A T AT B RELIT R A kN RS 2k RERE . F R R
A 2D 60mm” AP =75 H/NRBENL B =4 S — 2B A & BT R B T
AL B Bl R R4 oS B T R e 58 AR5 ) v 1400 Jo, 4 an L 0. Bmg/kg/ )
I res 250, 58 = B2 0 AR BT, BT L 0. Sme/ke/ RIFIFHIE [ Ikes 25k, Jf H.
L 5mg/kg/ RIIFHIE 1 IREE 2550 1 Bl R 40 S 4 B o) AR S 490 Je i o

[0206] & H 5 2524054 )\ I TR) o i 38 B 28 10 /) S Jeg 2B 20 L g RS g o o
B R D FET 22 e 2 FEAIE S 5 0] FE B R S s 240 B, g AR AR T 4 A B
T

[0207] TEFE A REH, NBEIEEE S 5T, EIZMRTP NS5 23R K
B RTT R s A Mg BE R R (4R o ARYEARATT A2 5 B 52 B0 1 A 4 s ] s M 2 5 3
Gy A o PRS2 FEA LR AL — 2 AL A3 S AN A o 52 B A B PR S I 2
HR R — B 2 A0 R R R R SRS BRI, 490 40 B Smg/kg/ R IPIFRIE 1 s 24 AR 25 40 Je ]\
JAWIA] o S5 A AN 20 42 52 22 BRI RIFE I IN (] . B R D 2 5 35 1 e A K 3
JiEg ROST  ieg v i A B Kb FHE T 3R 1) 22 3¢ o

[0208]  sEjfdl] 5 :FH Alvimopan Y457 AR LB 2Rk 3

[0209]  X%f 4215 R A e /) BROEEAT WnAE S g 3 hRIA I SRR W, A FIAE T41
FE R A S BN al vimopan o 25 SEIE S5 4 RE B 0] 3 #6470 S BR h2s 25 AH LE , e
AR I A8 AR R D T

[0210]  GnsEjitEfe] 4 A X 2 55T E R UEAT RS, AS[RIAE T A1 PR R
Y SR alvimopan.

[0211] St 6 AUFEIL (R 25 24 S0 J P B i A0 A i) AR 400 Jeed I A28 A e o A )
1BIT

[0212]  {EAS—ZH SISl A Ak 1 AT BB R I Rg 4 5 3/ BRUR R R . Mt i 2
b 60mm” AR IY - )\ N B BENL 73 S 2o 58— 242 32 AN RSB R oL B A4 o
FEHURBPUE FIR A . B — A2 P AR 0T, 1 an L 0. 5mg/kg/ KRR 1 IR4A 25
WhHE, 55 = 2R S2 B FEY T, AN LL 0. bmg/kg/ RIVIFHIE: M IReh 2508 M, FF H.UL 5mg/kg/
RICFRIE CRZE 2540 R YRR A4 SAs BooR) AR S 40 e W . 55 DY 4l 32 52 ) i R4 o, 48 i LA
0. 5mg/kg/ REIF)E L IRZE 2 HERTLL dmg/kg/ R IFIF & 1R 2 25 70 5 BT A R4 s bt
1) P L 49 e W R e v T ), 0 a0 LA bme/ke B 14 T & B NIRRT (Avastin) o 2 /S48
BT AR 5, B an L 0. 5mg/ke/ R 1 A HEFRI BT 16 57 55, 40 40 UL bmg/ kg &F 14 KR
) VIR ST (Avastin)

[0213] B HLA 25z A Y\ RN TR o 38 R A /0SSR IR AR 30 e RS g v i
B R D BET - o 25 RAE S5 2500 7 FE A & B FE A S B R B g
(R B A ZH () &5 R4 v 1 (A an i A5 A oA g AE Ko 1) o

[0214]  7E55 2050 h, B2 fl v FEA B an ik o va o R an DUER R T (Avastin)
BU NS EE R 25X 9T AR I 2 5 35 52 BIAE RS VO SRR 2R 2 R
7R R st A MR BE R R (45 KBS Bl i FE) K 22 5 38 BEIL 70 B8 — R84 oF%
ez B e T I DA (Avastin) (22 538 AL 70 sl = U R4 52 B i
YR INPUEE VG TT DU I DA 8Pt (Avastin) B2 5 E ML S L /NH. 3,
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o =R T N B2 A1 R R AR SRS BRI, 90 40 A Bmg/ke/ R IR R4 25 TP 2k
20 W J\ RIS TR) o 38 VB DY RN SR /S A e 52 2 SRR R AR R I TR) o HROE RR2H T 22 5 2 1 i Rg
AR IR ST e b S AR D R AR T - B 2 e 5 SRAIE S 45 2500 7 AR o BT
FEW) RS ORI U R 0 40 A 1) 2E bl A 20 i 5 R4 s 17 (48 a7 A4 e 0 g A R Ok
DT )

[0215]  SEjtfs] 7 KGR 25 25 40 F PR R 5 FE BUAS BUR) Alvimopan FES —FiiG 57 111
1697

[0216]  X%f 42155 & A e /) BROEEAT W0 AE S s 5 REIA I SL 8 W, AN FIAE T4
JE PR A S B al vimopan o 25 IR S5 25 K] i A4 5 B AR S B nl A b
FRI AL A B4 B HCA 2R i s SR g e T (O ot 88 A e g AR kb 1) o

[0217]  Gnsds) 6 HhRIA X 2 5 S N R R AT IR, A RIAE T A R
By FE4 BLAS DL A alvimopan . 45 SRAIESE 4 2580 7 FE) BT Bl RE A0 S AS DR B e 551 1
HEMA L AR S5 R4 T () G i 38 A i ALKk 1) s

[0218]  SEiiAs) 8 <l FE TS BN N B2 40 ML A / HETE 1K 2 m

[0219]  4f fo 3% I M AR ) — 40 87 B ik, 78 37 C MR 1) KX 5% €0,.95 % F AT,
7E EBM-2 58 A 15 75 5 (Clonetics) H 15 5% A28 57 IR Fl I 788 P B2 41 e (Cell Systems,
Kirkland, WA) 1AMl & Y B2 4 Hd (Clonetics, Walkersville,MD) , f£4% 6-10 Yk F T
S8 (Garcia 55 A 2001) o BRARSSH UL, W5 B Sigma (St. Louis,MO) . Fi T+ SDS-PAGE
L 9K 138 57 1 B Bio—Rad (Richmond, CA), 12 5€ % P ¥ BB H Millipore (Millipore
Corp. , Bedford, MA) » LEIZWF ¥ FH 1259 4 [D-Ala®, N-MePhe®, Gly°—ol] i ME Ik 8%
DAMGO (Sigma, St. Louis, MO) ;W& , "yl —3— RiHH £ IR (M3G) HInnfl —6— i #% £ R M6G)
(Sigma, St.Louis, MO) ;N— ¥ 5k 44 Jai il ¥R 4k 4 &8 B 56 44 J [ (MallinckrodtSpecialty
Chemicals, Phillipsburg, NJ), HE (Baxter, Deerfield, I11inois) . VEGF 52 {4 E% 2 R
PRI HIFA B Calbiochem(San Diego, CA) » /NRHT RhoA HLIA, /N SR BRI 2 BR DL A
oo 4545 (RBD) - FLHEMI Bk H Upstate Biotechnology (Lake Placid,NY) . #T$i
VEGF 524K 1 (F1t—-1) F1Pt VEGF 5244 2 (F1k—1) $ifA) B Santa CruzBiotechnology (Santa
Cruz, CA) o /NPT B WIBhEAHUAN B Sigma (St. Louis, MO) » —HiIBUR it %L Es (HRP)
PRICHIPTUANY B AmershamBiosciences (Piscataway, NJ) »

[0220] G ZPLIEVEMM A EN I — FH TP 221055 (50mM HEPES (pH7. 5) . 150mM NaCl . 20mM
MgC12.1% Triton X-100.0.1% SDS.0.4mM Na3V04.40mM NaF.50 u M [X] H . 0. 2mM 2k FF
T ALY 1 ¢ 250 R Calbiochem & I EEFIHIFNE G 3) BR4i M. R)a,
S HT VEGF 524k 1 BB VEGF 521k 21gG S UliE A i, BB TE 4-15 % N M Bz &g b
UEAT SDS-PAGE, ## % Immobilon™ B b, IR & M —HiR PR . EHERAL R
(Amersham Biosciences) 3RS PG MM 1 52

[0221]  SEHfRPL VECF 3214 | 8l Jubi VEGF 324k 2 HUAALE 1P Z2ih ) (20 Bk ) Ff
PEVLVE, B A5 A1 4-15 % Z8 N MR BRI 5t i P 14E AT SDS-PAGE, - JLH % 31| Tmmobi TonTM Jii
(Millipore Corp.,Bedford,MA) FAfisE VEGF 524k 1 F1 2 WM 8 1A BRIV R A BRI R 1L . £
H 5% 4+ 38 E B 1 FHITAERE S MR A 0, S5 FH St VEGE 3244 1 ik i VEGF 3244 2 $ii
el DT R AL s 2 PR DA B BN, 5 B L SUALll (HRP) Fric il =E i s
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EPiPR 16 1 H . TR mAL 22K 6 (Amersham Biosciences) 390315 M 11 5
o

[0222]  $T RhoA ] siRNA ¥ % F1 # 4v — f# F] 2K H Genbank(gi :33876092) [K]
mRNA 7 41 7= 2B 88 ) BT A 28 RhoA ) siRNA /7 %1, X F &F Ff mRNA (5 I $8) , #
E A BE e i M, AF A RhoA B [ J¥ 1) 1(57 —~AAGAAACTGGTGATTGTTGGT-3" )
(SEQ ID NO:1), RhoA #E i J¥ 41 2(5° ~AAAGACATGCTTGCTCATAGT-3” ) (SEQ ID NO :
2), I # FF F 1(5” —~AAGAGAAATCGAAACCGAAAA-3’ ) (SEQ 1D NO:3), F fn #t /& %I
2 (5 AAGAACCCAATTAAGCGCAAG-3" ) (SEQ ID NO :4) . IF XM X EZFERM H Integrated
DNA Technologies (Coralville, TA) . % T siRNA B #4 2, /# H =K A Ambion ) 3£ T #%
T & (SilencersiRNA M EE A FI &) o SR )5, HEHE Ambion $8 5t (¥ 52 56 75 v, 16 H
siPORTamineTM £} # 441X 7] (Ambion, TX) FH siRNA % 4t A\ SSMlif 4 EC, {4 ( ~
40 % Bl A ) MIEILER L /Ny, G AE R B85 7R H 3 u MO AFAP siRNAL. 5 u M) 58 )
siRNA (EANHA siRNA B siRNA) 1558 6 /M o SR, TEAT A AL i B A/ sy RE N
SEZ RTINS I 3G 75 (1% MG AR ) 42h,

[0223]  RhoA V&AL E — TEFRBNFIF / BN HIFIAL BRI, 4 EC 75 G 3% 22 R th s i, 76
4°C, H o ik (RBD) LPUMIZRKIF T 30 08h. B BEIEW, |2 Mtk B RhoA &5
410 GTP 455 T 211 RBD Bki o 78 SDS—-PAGE ¥ 5h 22 b3 253k RBD Bki, 78 SDS-PAGE iz
AT 554 1 RhoA W5, '8 3] Tmmobi Lon™, 3 FH$i RhoA HiiA# 8 EN7R4L (Garcia 25,2001 .
[0224]  NGERZRGUNE EC XTI E — Wiy Frdk EAT N B2 48 LB 0l5E (Lingen 2002) o
N B2 ki & oy Bz 40 il (Cell Systems, Kirkland, WA) 7E4{ 0. 1% 4F MigiE&EH
(BSA) HRFFREEP YRR, WOk, & TFEHA 0. 1% BSA [ Dulbecco” s Bt I B % /R 15
FiHE (DME) b, JUE 78 ) Boyden = (Nucleopore Corporation, Pleasanton, CA) H2f
ZAL AR Lo ARG K E YO A B B =L, [ EAE 37°CRITR 4 /M.
[ R | 8 5 FE Ge sy, BB SR VAR 10 DR EF PIT R 2 B S i, w2
X DME+0. 1% BSA (175 5¢1L# , LR 10 AN BOR MRS (400x) I () 40 B E 20 o 78
T A T 2 — AP0y, ER TR 2P IR LL 200pg/mL (194 FE A4 F il
P9 Rz K K (VEGF, R&D Systems, Minneapolis, MN) YENFHMEXTHE . 2~ F@EEHIE - &
R AR S 2 X+ VEGE Sl B kg (Bl ER ) .

[0225] A ZRflifsi & BEC EA M 2 — {FH KA 8M fL#2 1 Twenty—fourTranswel 1™ %% &
WA S B IE R o B HPMVEC ( ~ 1X 10" 401 / FL ) 52 FiEs7 7 (100nM MNTX, 10 1 M
VEGF =2 A % 2 2 S I 40 1 57 2 siRNA) JCE B B, o) B &= A A 2 #0305 (100nM
MS, DAMGO 5% VEGF) » {4 MuiT#% 18 /it {8 Cel1Titer96™MTS %2 (Promega,San Luis
Obispo,CA) & &R H LATN M40, £ 492nm 350, %2 AE FERineE L=
M NEPHREE % #. FBRIMEH T X =0, EEE D HR W ¢t BRgSE o (4
HREMEREANP <0.05).

[0226]  AZRIHFAIMAE EC BEFEI 2 — T4l fe A=, 76 37°CHE 5% €02/95% <,
7E 96 FLEFFE A A 0. 2mL A5 2 FhiEishsil (100nM MS, DAMGO 8K VEGF) (1) JG Iy 55 7 2k 8%
FEH Z P 2455 (100nM MNTX, 10 1 MVEGF 52 1 1% 2 BRI B 57 B s 1RNA) FIALZH 1) HPMVEC
5X10° 40 e / fL. FikAsFH CellTiter96™ITS J53% (Promega, San Luis Obispo, CA) 7E

28



CN 101171010 B OB B 97/28 I

492nm SEHCIN 2 40 BREE ok 2 M AR S Al OGS N 5 o RN E AT — X =, ER R DR
U Mt RGN (Gt B W EAE P << 0.05) .

[0227] A FH N S AR MLIE R I , A IR MS 51 7S PN S 300 1A (ORI PR 165 T o 4983725 1 1T MNTX
FRRTEAR B PR AR S B P 0T PN R A IR B Ve Ra e o IR A AR M S U R IR S
(ol B 6 FIE 1) o DA 4B e, 28R /N il id VEGE RIGIIZ 70% . K
B TR HH DR A 10 MR EE s ks 5 (1 2) o S5 Frgmpy le gl E B i v BT 5 AE4
RSB E ATMNTX (FIEC A 10° 0 M) PR EE R 7 Xk 59, 6 2% BH Py iz 40 g
TR M HEXT v B RED) B AR (MOR) AER A5 Tl BRATTI S - iy e BEME A
R HERR 1 B35 DAMGO DAY B A i 1 75 N5 P IE SR SE T BT iR 2R J2 48 F MOR 1fi AN J2
LA B RE TR A2 AK . DAMGO (925 54 MNTX BELIST (1 3) o 3 M ng HEAR 654 M3G A
RAF M A2 B PR T AR w52 AREAE 9 MEG 2o HOR I /88 A i IR iR B AR PR VE A
UESE T BAER G Xt W R FEA 2R v 2N S (McQuay %5,1997) (Kl 5) .
[0228] 4 T VPRI A R4 BRI MNTX %o I A R 1075 BUSON O ATLEE, {8 R 47 3R 1E 1) EC
S0, AR I A8 P B2 4 e (HPMVEC) o 5% A28 B KA M 8 EC 14 FH—350, AT LG HY WS
DAMGO F1 VEGF %5 HPMVEC 1T, Hibk MNTX #05) (18] 7B) . 43 B MS. DAMGO FI VEGF
¥ HPMVEC 3471, Hogk MNTX 995 (&l 7A) o

[0229] 25 & MNTX X} VEGF %5 1) EC HGFE AL I NI AL, MNTX S —Ff 1w [l 5 64
JSZ RSB, BEFER AR NS VEGE A2 A% i AL /E F o 18] 8A & Bl MS 1 DAMGO 15 3
VEGF ZZ & 1 (F1t—1) F12 (F1k—1) P& (1) 2 BRI IR AL , X W3 A 32 R ] F MNTX BHLIET . 20—
Hli, MNTX 9855 VEGF 55 1) VEGF 524k 1 1 2 P& Sl BR i IR b . Ix Lo 2 BL3k BT 1y e 4 315
T VEGF 2 REL 781k o

[0230] Ay UIE SE AR FF B VEGE 52 MR T 20 B8 Wl v e FH T ) 42 Jo 425 3 1) L A A e
FH VEGF 3244 1 1 2 P22 BR i 410 1) 50 FHAL BR EC, FH0 52 ] F B 5 1 BC BBEALT
(K 8B) » FATib&: BN VEGE 52 1A () s 2 BRI B 15 1 72 K] 1 AR 40 U5 S 1% BC 1 8 A & 2h
REPIREE,

[0231] —FhZ 54 AR EZERES 5 7 A/ G- 81, RhoA (Aepfelbacher %5,
1997 ;Cascone 2, 2003 ;Hoang 28, 2004 ;Liu 1 Senger 2004) » 7] LLFE H MS.DAMGO F11 VEGF
L RhoA Ji5 AL, Hog MNTX #3 (¥ 9A) o idE— 25, VEGF S22 AARHE3EAL AT 50l 7 HE) 075 5 1)
RhoA ¥EALIR E L (& 9B) » JLER RhoA FIEBHWTET A 4 AN VEGE 5 S 11 EC 3E5E TR
(KB 10) o XL BT /R H RhoA WEAXHEBNFIE R 1) EC MLE A s Mk R S BEEE
[0232] BN — DMK, IR R IV T — PR, SLrh A M w BT R FEY T 2 R4
HUH MNTX Jsk 555 Bl Jy A4 ORI VEGE 185 3 (1) VEGF 52 A& RhoA ¥4k 12859 7E HIXT T+ MNTX
X R FEYD TR VEGE A i A i E AR EEE (1D .

[0233]  SiZjiddl] 9 : FE L4 JE M) SIP. VEGE FI PDGF 75 5 [ M489 A2 B, « 52 A v A0/
[0234]  ARPERLLFAESLHEM] 1-3 P FIA I FEEAT I E » 7] LA H STPVEGE \PDGF | & it
1 DAMGO % 5 EC (385 (& 12) (ALt CellTiter™ (Promega) MTS il & il & ) AiT
¥ (B 13 (Wi Transwell™(Costar) BB gELSIE (Bum fL42)) , EC 4 MNTX FiiAb3H
0. LM, L/ ) #0l. UER v Pl AR Bieik (siRNA) FHESTRGMERT DAMGO 55 i) EC 1
W 14) AT (Kl 15), [R5 & i) STP. VEGF A1 PDGF 551 EC 448 (&l 14)
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FIER (B 15) o 7E%P EEor B2 o B S e 2 o7m tH EC 1 STP\VEGF 1 PDGF b2 1% &
u BT BEM R R 2 R R / R IRBEIRIL (1 16) (R BAZ SIS ) gl i 409
PE/NEY G- 2 RhoA HIFEAL (& 17) o HE—30, EC By HEFT DAMGO AbFE% T VEGF 521k (&
18) . PDGF 5244 (& 18) 1Sl P3 524k (K& 19) HIMSZ FLM 21k 5 RhoA ¥&4k. EC [ MNTX
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