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L. — P G WAE i 20697 75 BB YT 09323 B AT X S0 S8 B 9 1 29 4 1 B2 A 5
Hh BIT S8 A 19 97 SE B 9 55 0 BT A0 ek 398 A TR IR 9 A0 IR i A2 (PDR) A9 194 fi % ik 1]
FE VL LA PR A5 L 3 P A B R L I A B B T AR T ML SO P A AR M, SR iR
AR A PIVEGEIE M H A S AR T . (kA1) - (BRE2) - (BRAE3) - (B E4) - (5R2E5) -
(7% F6) — (FRHET) - (FRIHES) , Horr

R -REEHERER O JARR O AEER Q) ;

B AE2- 21k HH 2R ©) AR )

FRILSRIEE HEAR @) REAEE N 220 ©) &Rk L) HHER @) ;

WA FAT R E LR

BRAES-2k H oz R L) red iR (D MRz O

BRIE6—2 ik H 22 R (S RAZAR O) HFEEAR ®) ;

WRAIET- 1k AT R A LA K

WAL H R R (L) A& () s LK

FOrp B E L BRI R 3 HR A B ES IR 6 R I TR BR L8 Y fE — AN LA BB
AR A H 25 A B 2% F A AT AR

2. — P A MDAE i 810 TT 75 BIRTT I 5233 10 PR 59 R B0 9o 1) 2590 v B L A
HH BT S A DX I i B o (1) A2 EH Bk 8% J5 7 P B A e 0 N AR IR I 5 | 1 B85 Tk 46 i A
B RS KA R AH DS ICEE (1) A& HBLA AL B R Ged Fe Bk 465 i I 87 A=
F 3N 5 (i 6% 39 L0857 T A s CNV) 51 RS (1) B 5 I AT O A ) JBEJOk /5 2R e ™ e B30 ik 4% i
A8 A KB NI AR DG I, Horh BT Ak & 4 A BUVEGFSE PR A& (R S (1 27

(1) - (BRAE2) - (BRIE3) — (R HE4) - BRAED) - (5R2E6) — GRIET) - (BRAEES) -

WRAEEE EHERER F) JAER ) gk ) ;

WAL 2- 21 HH R 6) iR K) ;

RIS ZEIE A HEAR 6) REBE N) 2218 (S mam R L) FHER A) ;

WAL AR A AR K) AR A) JHER P) VHER O KRR ER F) R E R
L) Fregd g (D) AR (V) e W R REE O V22K (S JEAR () A=’
(1) RAZEE 0) RABZ (N) CEMER © HZRIR 6) AR F) AR 6 ;

B A5 e ik H R (L) e @R (D MR O

W61 H 22K (S) v RAZAIR O) Ak ® ;

WRAET— ek FT R AR s L

W8I H AR (1) I d R (1D, P&

FErp R R R L2 R L3 B A B ES R L6 B TR BR 8 ) e — AN LA BB
AR Hh 45 A B % AHAR R AR

3. R PEAUCRIEL R 152 ik il w2 A, He

BRI —Ek HIERER F) JAER ) Fmgik L) ;

R A2 ik H AR (6) e )

WAL RIE I HER 6 RABE N) 228 () &R L) AIHEER () ;

BRAEA-JE Ik B AR K) AR A) JHER P) VHER ) R ER F) R R
L) FREmR (D) JHEAR (V) R W CFREER 0 2ER (S AR () SRR

2



CN 108653715 A W F ZFE ok B 2/2 7

(T REAR O) RABE N CERERE © VHZAR O 2Bk F) B 6

BRAHES-&1k H sz R (L) MR Bz O

W61k F 2 Z IR (S)  RAAIR O) AR EE B ;

BRIET—2 1k A RIRE IR s DL &

B RS H e R (L) Amrnzd g (D .

4 MR RE R 3P R R A, Horr 42k B aE iR K CINER W) FE AR
(L) s F/BRAR T2 HAE R R) JHER P) H AR ) MNERE ) .

5. MR AR ABCR ZE Rk 182 Bk i B2 T, Howb Brid A6 A 940 & : FGLKLDRI L AGAALSPL
FKNLLDHL . LKSKLRALE{ AGKALSPL.,

6. HRIEAUCHIE SR 1B 2 Frdk (i B2 H], Hodr i b &0 512,34,

5.6.7.8.9.10.11,12.13.14.15.16.17.18.19,20.21,

22.23.24.25.26.27.28.29.30.31.32.33.34.35.36.

37.38.39.40.41.42.43.44.45.46.47.48.49.50.51.52.

53.54.55.56.57.58.59.60.61.62.63.64.65.66.67 .

68.69.70.71.72.73.74.75.76.77.78.79.80.81.82,

83.84.856.86.87.88.89.90.91.92.93.94.95,96.97 .

98.99.100.101.102.103.104.105.106.107.108.109.110.

111.112.113.114.115.116,117.118.119.120.,121.122,

123.124.125.126.127.128.129.130.131.132.133.134,

135.136.137.138.139.140, 14188 142 G I FRAR AL , BT i 22 AL 16 v Je 0.6 ik (At
1) - BR2E2) - (BRIE3) — (BRIkE4) - RIES) — (TR IE6) — (R IET) — (FRIHEQ) J /7, B L i Bl R
AN EE & B HE L B AR 2 IR A3 IR A4 R D iR 6\ Bk R TEU R L8 1) £ B I AR AT 7
B

TR ZR B2 PNA I R AT, He i i 5 B A /T 20150k

8. MRHEBUA R B2 PRI R AT, He i i 5 B A /T 20140k

9. ARYE DA ZR 1B 2 ik i) B2 AL Heh Frid b & BAT A T 25100 51504 18] [ 5%
5.

10 ARAEBURIZER 1B iR 1 B A, 2 Firid AL S W B AT A T 4104 5 1257 Z 18] (1 7%
H.
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R T i6 77 4L BS s fiE AN 5 775 HYANP . BNP L K2 CNPAE 5K K B2 EL 1T
YN EEMBE

AHIE S HON20124F 12 L7 H o E RIS 5o 201280062142, X (B BR HHE 5
JIPCT/US2012/070190) R BT 4 “HIT V677 MBI TR RHIANP (LB \BNP (li
BZE) A% ONP (CHRISAIIR) A ik S HAT A M1 7 5 T 1 % B9 4 ) Hh i 1 49 2

o

BoR G
[0001] AP0 Sk T ANPBNPAICNP L B e 4548 EAHSC I BRRY B2 5T Bk R ASE 41
Yo UL eI AT A, LB TF6 T AR R RE AT 0 ) D A 3 o

R HIEE R
[0002]  AHITE ER20114512 H16 HARAZH) G FP 515 :61/576,720 BJHITEHITLSGAL
I HAz s 40 51 R R+ A LEAt .

HREAR

[0003] MBI, RIRAFAERI IR FELL W)  MUR IR B ml BLA AN 1B — Mol 22 IR0
YE B, Vi 2 250 BIVE L, Rl e tH I 5 25 W0 = 25900 R 58 e R A DA oy
If HH A 25 W00 32 EHUHACR A FR R AR 1, FEAERT A I X L8 g A #O A Ik X
FERI 2510 B8 3 (R A8 AT 55

[0004]  AE—SE4E LT, XS RIRAFAERI P L) R KOILSE R I X RE I Jom] AT — 858
D AR AETE AR N2 B EZE MBI RATREIL T (overwhe Im) ARAAALEE 21K BT
TETE o DR R R WL 52 B AEAR AP B E B AK R AL (curiosities) W, RN AT BHER BTG P/
RCRAA AT TP B 8IE o

[0005]  GX ARG — ANl A& IR, AL FEANP \BNP L CNP L RIFRY 5K 22 (1 R Ak (NPs) 78
NEHBE T e F 2RO i, % = R AL IE R I I 1) iE B A
Ve ZAEYE A FERACE R (o, 8 o A ) 4 ) A2 B AR R (B8 2, B BE B D)
YEH [Potter, et al.Endocrine Rev.27:47 (2006) Fl1 H F1 )& ik ; Vesely,D. L. ,Curr
Heart Fail Rep.4(3) :147 (2007) ] flt1, C44IE T, FLENPsRER LB AIMELE LIk TE
N EIEAE () 55 F2 W) vh il 2 2N S RE i s AL b # e s eI A K [Baldini et
al,Cell Death Diff.,11:5210-S212(2004) ;Baldini,et al,Melanoma Res.16:501-507
(2006) ;Lelievre,et al.,J.Biol.Chem, 276 (47) :43668, (2001) ; Levin,et al.,
Am.J.Physiol.30:R453-R457 (1991) ;Vesely,D.L.,Eur J Clin Invest 38(8) :562
(2008) 1.

[0006]  HsE |, FENPISADH O 44 NI VF I R I T JU3bsa (e A, 36 B0 e AT RS
WL RILENPRC-EL S TR B E AN 75 [Baldini, et al,Cell Death Diff.,11:
S210-S212(2004) ;Baldini,et al,Melanoma Res.16:501 (2006) ;Gower,et al.,
Mol.Cell Biochem,293:103(2006) ;Lelievre,et al.,J.Biol. Chem,276 (47) :43668
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(2001) ;Levin E.R.and Frank,H.J.L.,Am.J.Physiol. 30:R453-R457 (1991) ] 5iX— K I
IR PEIR 4F o B Ah , NPRCHIECE TIMAP il (MAPK) {5 5 il [Hashim,S. ,Li,Y,Anand-
Srivastava,M.B.,Am.J. Heart Cir.Physiol,291:H3144-H3153(2006) ;Lelievre,et
al.,J.Biol.Chem, 276 (47) :43668 (2001) ], H:'& S8 R (IMAPKHI 1 77 o 4 4 T B A S It
P [Dhillon,et al.,Oncogen 26:3279 (2007) ],

[0007] Bt 5L O yE = 3, NP FH 3L [A] 1 45 MR i L R I S s AR m] B EAT N 52
A G A R E A AP35 P T 5 A [He ,X-L.et al,Science 293:1657 (2001) ;Moffatt,et
al,J.Biol.Chem.282:36454 (2007) ;Potter et al. Endocrine Rev.27:47 (2006) ] .iX &
LA ) S5 A Rr AR R PR S I A IR 2 IR P31 B/ (motif) o D4R X L e
HIAS R AR FE CFGXXXDRIXXXXGLGC [Potter,et al.,Endocrine Rev.27:47 (2006) 11
CFGXXXDRIXXXXGLGCS [He,et al,Science 293:1657 (2001) 1. ZEREFME N K, FIANCHRIEHS
M BiMT 2 . HFGXX (L/M) DRI (G/S) A BUHINPEE P &gt [Moffatt,et al,
J.Biol.Chem.282:36454(2007) ] .z F WA E WK P A, W E LR
(osteocrine) MALAIER (FEJG—FEOCE , LR BRI , EA1HA — LNPRIA
FIRR 20 AR AR A A 2B e AT O L AR F (Mof fatt et al,J.Biol.Chem.282:
36454 (2007) ; Nishizawa,H.,et al.,J.Biol.Chem.279:19391(2004) ;Potter,et al.,
Endocrine Rev.27:47 (2006) M IS5 3CHR] X AR e © AR A BN GE 7 (NW)
[Moffatt,et al.,J.Biol.Chem.282:36454 (2007) ] NPIIFREE B K AL AT L EEM , LU(H 45
A NPRAFINPRB, A J2 N34G35 4 [Collinson,P.0., Bus.Brief.Eur.Cardiol,66
(2005) FH: )&% ik ;Potter,et al.Endocrine Rev.27:47 (2006) ], Jf HR145%% (12
PEANPHs 5) N & 45 GNPRCIIT 1, iZR 14 JE T A & I 25 PP AU i [He et al,
Science 293:1657 (2001) ;Lanctot,et al,Patent US2007/0049251 Al;Moffatt,et al,
J.Biol.Chem. 282:36454 (2007) ],

[0008]  ZENPsHITH LT , = Hfis 2 28 RLINPSZ A& (NPR) A 9 U NPsiI4T . AL 52 4K
(NPRA) MIBALAZ 4A& (NPRB) # A J9id NPIE 15, RO EATA 58 B 1) & B BRI B [Pot ter,
et al.,Endocrine Rev.27:47 (2006) 1. %A S RIALEFIEH CRYSZ /& (NPRC) #%IA N &
FERIEIRZ AR G, @k AT FINP) , (E A DA R e % 4 31 T1 1 4 B Py {5
# [Gower,et al.,Mol.Cell Biochem,293:103(2006) ;Hashim et al.Am.]J.Heart
Cir.Physiol,291:H3144-H3153 (2006) ;Lelievre,et al.,J.Biol.Chem., 276:43668
(2001) ;Panayiotou et al.Proc.Brit.Pharm.Soc,41:abs 009P (2005) ; Prins,et al,
J.Bio.Chem.271:14156 (1996) ;Segawa,et al.,Naun.-Schmeid.Arch. Pharmacol.357:70
(1998) 1.

[0009]  BESNPs R IR 5 IXLENPSZ AR AN ELAR HI, AEE AT I NPRA NPRB. RINPRCIF) 55 A1 77 %% A
FHF] o HE HEIN , NP A XS BUE 2% /75 EATIRINPRs () 454 55 Al A347 5% [Vesely,D.L. ,Bur J
Clin Invest 38:562(2008)].

[0010] R 10X i Aab ) 39 A2 ML 457 AR A A TT WAL A 77 AR AR AT SR R (6 J LA s ) 36 [ 45
fif [Alexander,L.J.Primary Care of the Posterior Segment.Third Edition,McGraw
Hill,New York,2002,pp 94-98;Kanski,]J.J.Age-related macular degeneration.In:
Clinical ophthalmology:a systemic approach; Butterworth,Heinemann,Elsevier,
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New York,2007] X L8705 (0 FE3E A AURE IR T L0 5995 32 (PDR) L W) e Jok 141 28 L 5.7 )L
(prematuria) LMY HEAE . VB 4 0% AH OO TR S B AR 11 (AMD) B PR AR B R S AP 40 28 B0 3
P AR I AR A PR F AR AR T o o T B R R =2, B AR L S A MR I R
G gk T HAR KB 5 A ks I AL AR A I I S (K 28 JE8T A= I %85 ONV) I 45 3L
[0011]  Fo it ok [ A0 P00 JE00 e ok 1 ok 2 A A0 PR T ) AL R S L A ) 3 G 2 R UL Y
2K K7 (VEGF) Jil# ) [Ciulla,T.A. ,Rosenfeld,P.J.Curr Opin Ophthalmol;20:158
(2009) ;Spaide,R.Etiology of late—age-related macular disease.In:Age related
macular degeneration:A comprehensive texthook.Illfara I[I1I,D.V.,Liggett,P.E.,
Mieler,W.F.et al. (eds) 2006;Lippincott,Williams and Wilkins,Philadelphia,pp23-
397 o ik 4% R A8 42 N BT N FEE AR P B8 75 BT T ke 28 ok -5 /60, 5 Tk % o A B AR ) s 2
2 B (RPE) 4 )= B A I JEE a2 e J= - 1) ) o o o VE Gt B 72 i3 RPE 41 i .2 1) ) 32 43
[¥)554L [Ablonczy, Z.,Crosson,C.E.Exp Eye Res 85:762(2007) ] o VEGFH]Il|5] % H AMD
(U2 £ AMD) 33U CNVIIGR ST =2 A AT R JF HA 208, i BAPDRIIG YT SIS R B
BN AE [Ciulla, T.A. ,Rosenfeld,P.]J.Curr Opin Ophthalmol; 20:158(2009) ;Simo,
R. ,Hernandez,C.Diabetologia 51:1570 (2008) ],

[0012]  ANgig BORR il 48 A B T3 5 AL 2 AR SR B, AR SCPIak (R A B B0 M)A ik
(NPs) AU B Ik S AT A= M B B nve Pk /4 FH o 52 ) b, ANPBNPAICNP A J H 8 25 44
FAHSRETET 5T IR BRI LA B AT AT A A 0 AR PR I E AR S VR T AT FH Y
NPRC-IEFEHENPZRAY) FIRAL LI 88 7= A NPs ¥ 3% 14 //E F [Baldini et al,Cell Death
Diff.,11:S210- S212(2004) ;Baldini,et al,Melanoma Res.16:501 (2006) ;Gower,et
al.,Mol.Cell Biochem,293:103 (2006) ;Lelievre,et al.,J.Biol.Chem,276 (47) :43668
(2001) ; Levin E.R.and Frank,H.J.L.,Am.J.Physiol.30:R453-R457 (1991) ],

LZRAE

[0013] AR BH R AL 17 o 490 19 S i AN 90 TR VE T 7 A AL B4 « AR SCIF) A 46 L T-ANP
BNP . CNPAHH: B 45 44 b AH IS B IK) 3 JANP  BNP . CNPEE [ J5 - JR R0 Bk A 80420 A B e AT T T
ERSA 2 FKIGONPs I W IF H FEAR SR SRR NP~ LA W07 SRR N “Ue 5007 ik &
PTG SL S ANPBNP ONPAHH: & 25 74 EAHIC 1) IR 2 1) 3[R i 08 <3 (1) B8 17 o IX AR NP-1E
A WRE ] et 45 4 BINPRC, B ] 16 M U FINPRCVE Pk o A0 S AR 57 I e P {H Bk Z NPs B &
NPRCIF) L& 45 M B T 1) R BHAL A 0 mT LG REVER FHT Y87 0 I JE 9 AU e , DA S sk 2>
HH BRI E R R — P 2 FhalfE 4, 3820 3L BENPs B NPRs A3 (1) 0 IfiL
EEE HERIERBIR .

[0014]  NP-AL AW EHE A A HUAN ML G TS PR 25 P I /MR . IX Bl L P RE B 45 4 BIIC-
TUANPAZ AR , 1% C-TUANPAZ A4 ] DL 3 BERKVE AL RO 1] o e TS PRI A &, NP1k & P T
AT R A )3 PR R/ BT VEGRR) AR A, 3% it ket 5 B0 58 i g AR (il if &
TER) FHIHIAL IR 97548 2 SR A0 0 s R R 08 VR I o NP S E B KRG A I8 2 )7
[MAHEE T H A0A 2 VEGF IS R DL o« B Al 4061 7702 KK, IF BRI e Aid i 3 34
PRS2 24 53X A2 B8 T 7™ F [ I R IE MR N PEEEAE 8 NP LA 4 2 KRB0/ IR ]
BB RE A 1 IRER =025 245, AT ek /b B8 0 4 1 SR B A A 539 1990 1 JRCRE LA 70 Y B A3 2K (1) it

6
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RE AR 1 iR 7 i@ bk B TR A o

Bfit (=354 B

[0015] W& 178 HY 7 3% 77 2 o B RPE 4 ML [7) (1) IDE R 1 FHVEGF 5 2 (1) A N eAIIR B bR
BEL P 98 /I8 171 00 5 1) 59544 o 3% P 7N PR ANP T 32 % - ARPE— LOZHIJH (ATCC) A T2 4B K P42
FJtranswel 15572 /NE I (Corninga ) W2 AT A _E R ARBR R T (EVOM; Word
Precision InstrumentsZ2y @) JUIEE b EzHLFH (TEER) of$ FIVEGE (10ng/ml) HIVEI T FEAK T
TEER {H , F7NRPEZH M 16] [ FE AR 5))  VEGF I A FH A% [RS8 FHEANP - (LuM) [RIVE 7 9k 55 o

BREHES

[0016] A SCAH T J T3 WIANP BNP.ONP A H & 457 ARSI K (GifR N “NP-1b & 47
B RIRR N “UEW7) Z FERINPs [0 A BpRE B i B VA I7 A I & 3 5T IR AT IR 4
ML S EARIAT AN X FERINP - A& 6048 B A 5 0 240 M 354 5L 378 A A 2 P 0 R 1A i i
AR IR TT A R ARSI 2L 7 IR L G4 TR e, AR B4R A T B0 48 B A AR 7 1 2
JEIIA EVIINP- AL AW, DA R I RER A0 G400 )0 45 490 0 TR 97 A0 0 RS i A s 1)
THFAEN T IER S .

[0017]  {E%Fhslie 77 U NP A W AFEIR SF I 7, BE AR R &Y, KRR A
%I 1) - RFL2) - GRHE3) - (FRIED) - (BRFED) - (BRIE6) — GRIET) - RFAES) 1], Hh 4
ANRFAETES I S GEMEEEAN) B0% B A AR BRIE o R <7 10 38 7 1 4 ] L2
HEDCE I REE, ¥ KB PR B, — ORI T 5, KT UL — M 2 fi
RARIFAE I B IE R B AR R BRI (B d-B0 -2, o BELE v LR, 2545 A
B 8 40 R/ B3 B R DA N B AR S I 2 7 o i AS SCHT A B EE RT BABR n 31 32 8 . X
I, (BREED) - (BRAR2) - R AE3) - (RIE4) - (Bkdkb) — (B Ak6) - GRIET) - BRIE8) AT LU 51%
PRSP 587 B AT AR B 2 AH A1 4D B st o A0/ B9 B8 4 (ol , 1R , LA AR 1 % %k
()N o

[0018] 2R iy e ok 1) S5 2 A8 AT 56 A A0 3 2k T A 3k 2 e AT 2 o 8, a1 B
kRIS (B A i) (1) SR AT B ARIE TR B 2, A SeaHRTE M R, ARSI 2 7 A
AFES AU MR P AE IR A BT GRI2) - (BRAEE3) - (R Ak4) - (BRIEs) - (5%
He) - Bkt 7) [302] s BRIL2) - BRHE3) - (BRAE4) - (BRHED) - (BRIEe6) — (BRIE 7) - (BRAES)
[33] 5 DA S Bt 1) — (R HE2) - (B L) — (R HE4) - (BRHE5) - (BkHke) - (BRAEET) (4],

[0019]  FANRIE Res) , BbAb4E (9 HI R IE 1 IRFL2 FRFES ik 4 FRILS R FL6 FRFET
R IES) |, F i e P HE I B3 A 1 — 2P R 58 07 3 S 1 2 DL IR A2 £ < 1) 2 e 1) S
FrERVFAIEL A BRI AT A, i HAh A7 B 75 LR R R 2 .

[0020] R 12 S L R HBE Y (mimetic) , Horb F8E% A5 B & 0 D 5 Tk
B R e PRI B WS R (Linker) , A E B BAKPER S AEM PR UL S AR+
AR RS (MBS , MR L B DT 12400 JE IR ik ARk I i L e R O
[0021]  BRHE2 R HE PR B B LA, Horh Bk 5B T D IR (TR B B T
S WIS B B S Be, B A MBE Z MBS PR e MIRE K MM BE PR+ B
i G) R K SRR ® BEEE Q FREBE N .

7
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[0022] AL 32 E AR IR B A, Hoh T8k B 5B A I (OBE B B bt
B R BGE BURCE T, AT DTS s RIGM 8 AH 20K © VA ZR () RZ B
e (N) 2R PR (S) SR 1R (L) BUAZEIR () (BRI AT L2586 T .

[0023]  FRHEAFESABOE DI TN R BE AR IR I R B e A R A B RGE 1%
T REAREMBA LA IR R ARG QA Faht (B, R 5 T
HAUEAT R IRAFAE R BRI 7 (M

[0024]  BAHL52 F AR IR B HAE WA, Hovh T8k B 5B A IR HOBE B B bt
He R R WG, B BB PR AR R B A AR TS R B0 B
MEELL R m iR (L) 2R (D AR (V) SRR ) ER R O

[0025]  FAHL6 2 E AR MR B HAE A, Hoh T8k B 5B A IR (OBE B B L bt
B AR B BCE BT, R RVEMIGE , BUE &k 1R 2R (S) VRAZAMK D) FEEIR
®) MR AR 6) .

[0026]  FRILT G IR ECH HAE M), b 881 B 588 A IR (OBE B B L bt
B R BCE BGE R , R RN RI A 120 s 7OF H I EHRATR A 2
B AL R 95 2 R 07 FEAUEAT R IR A7 48 B R LR 0 ple o (0 MU

[0027]  FRHLS 2 E MR B HAX WA, Hovh T 81 B 5188 A IR HORE B B bt
B B BCE BT B A GK YRR AR PR . AR AR g, DL R R R - TR
2R W) AR L) a1 VAR (), BATE B CLECI 2058 2 L Ik S A EEAR JE (1
g .

[0028] YA ST IR 52 ) L EENP AL 5 WD) DR AT 22 PP A0 S 8E” , A& — el M i 2
EHER) “MIBE” 28BN 5, ARVE "8 R A B a U A R TR B B R IRAT A
(KR BR A BRI IR o £E PRS-, X8 AEAE R L-a— U IR o TR < 1 2 P R ] EL B B Ty 32
H A AR — B DDA () - KRR R , I HIX DR L S AT AT AR
() - R ARG E R S A ERERE XA - BEAh, B2 R IR y WAL SR 2R
e QWAL IMUM AR A AT REN 2 P o TR P ORI L 2 e B AR 5 5
L% 3=, DAL St G, B T a0 B O P AR B AR DU B R BT A S U L SR R ) A 4
A FEE B 728 SEA (1 £ P TR) , 2 4% , SXM DU RE R - 250 1) A A e PEAAE )
RGN (Blan, & ) ERAFERIN SR B DB AR E RN, 8
5, B hn - T R B et AR S BB RO RE1, ARUE A5 BOE A S, AR IR 3L
I “MEE”

(00291 284501 5 , AE R IRAFAEMI IR AP, ARTE “MIBE” A&t HEPR BIL-R B e 328 1 1) S 1 4
> SCHR TH 32 21 10 20 “MEE” A2 AP LRI o BE AR, AN WA AE T AR S b, Horh iy —
LR R IR MBEI AT AE Y- I B 5 A “MUBE” 1 52 3P o AR MBS AL F 2 BD - #4y 2 1)
TR R T8, B AR EANIla-2 1R B-2E MR . v Z LR (O Z FE R Bl e T IRV TE
A B TREE AL B A TC IR B, TR T AT B AR A5 AE M BE AR 72 SO o AR B F5 44
BUAE R IRAFAE R & I B A E AR AR AR Th K DHRE R G K, IR RS L IR R Uk LB
B FRIE BEHE BEIT R (BURTTIHE) (FFIEEIR T A P AR AL AR I AN E SO o i, s il
B K VE M BE R EAR T/ T 1200 71N 3L, el , MRt , I , e 2 55 3t o A4
BEORN 8 T Ul B A5 BR AR TE “BE” () FE A 2 R PR o S 80 K B IR, B4

8
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W0 A g IR A MIEER 1 -3 FE A1 31 £ 8 bl SRt BAAE L 1824 MEE , IF
H S AR SR (B, e i L Bk 2+ 5) 6

[0030] 7 U BH AR ~F () 2L 7, A3 O A B0 2 AR R 1) 35 0K, Fe23 9 v PR T ARRR A &
i HL2y 7k B AR PR e 1 s 7 5 B, L B 08N AL R I S5 KR B AR S 1 e 40 e 3
FEEL P o IXRE ) 2 e AT DL JE ok 38 i B2 (1) 1,9.10.11,12,13,14.15.16.,17.8.19.20
S BCE 2 AR B WoR G vE T AR BESE R — AN B 2 A B FE R AR R
& AT RIS B IRAR AN , o102 76 DR 51 I B 7 () N A ERAECR S (R 8 ) 4R B BBt
BRI L, A,

[0031]  7E&FE L 7 s, ANP- AR IR M B A ARSI R T 2R e GREED - Gk
H2) - (FRHE3) - (BRE4) - (B IE5) — (R 6) - (BRHET) - (FRAES) , Horh ki1 2R A8 v (1) &F
—MEXA:

[0032]  BRAE1-ERAKPERS, AR MER , 3F HAE B~ MeE, plan s AN EAR E) WA
i (N e R (L) e (D VAR (V) B IERR 7 ) 1 i B 48 e i, AR, I
B e TS B, MISE A, T N T L2 B R 1, BE IR ) A& CL-Cobe AR B A7 75 L EUAR
FE[) C1-C3ke k.

[0033]  FRAE2—E PSRRI BOR KR RS , Sl LA E 7, 4] iafEHZER 6 .
Wiz K) K2R R) A AR Q R Bk (N) 12 2R

[0034]  BRHL3&/INRST I AL BN BE , 85 /D T B K8k, a0 R b B ARk CL
I E, AL NCo-C2, Bl Haie G Az M) RABEZ ) VL2277 ) .
SER L) AR R (W) B Z SRR  (HATAT PR HOK/NA] BAAZ 5B 6 4 FE T o

[0035] AR R4 KAz IR /MR R T, BRI BLACI-C12A2 4k i) IBE, 3 HAT i
TR 20 P R SRAFAE B 2 B B v R IR 22 REME FIT AR IRAEATT 173 o PRIt B 5 AR A e
PRI /N EA IR (1) Tk < B Bl e it P R I B B e F T RE & B IE Y

[0036]  BRIES— B K PR ARAR PR AR B ALY IR TR R S EE 1Y, 4 an B RE S R
L) e d R (D VAR (V) AR ) - BUR IR O) 25 .

[0037] ARG RMPERIMEE, Flin22 2R (S) KRIERAR D) . KA R) HARER E)
SEYESIEE: T

[0038]  BREET-E AR LR K/ IE T, B R DL CI-CL2ZR I 8%, IF H A st
FE20 B0 R IRAFAE B 2L 1R R L) 2 REVE P AR AR . 43 o R G A S AR AT U 1R
ALK/ BAR I P T L TS S R e W P AR R R P R e A I .

[0039] R FE8—sE B /K PR )~ AEAR PR ) S FHARE B AL VBE , i B HE T =R (A) R IR
L) s d R (D VR IR (V) B EERR a1 (SRR 2 e e 6 4 1 Al
EE/NTLI2NBRIEF, EilE B2ECI-Cok ke A 75 LB C1-C3ke 3t .

[0040] W] LAJE-T- 40T Firide S Fr s i) K/ AP S IR MR BRI P S FRgE K o, AR FH 2 e 5 4 F
O NS HCR P4 1E 1B -
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T L
A CH; X - - 601 - - 67
C  -CH.SH X 818 - 505 ke - 86
D -CH,COOH -390 X 2.85 #bkey - 91
E  -CH,CH,COOH - 407 X 315 mk# : 109
F  -CH»CeHs X - - 549 - FEm 135
G -H - - - 606 - . 48
H  -CH-CsH:N, . 604 X 760 55‘:?& SA&% 118
I -CHCCH)CHXCH; X - - 605 - ferk 124
K «(CHyuNH, - 1054 X 9.60 Ay - 135
L  -CH,CH(CHs)» X - 6.01 - RefraE 124
M -CH,CH,SCH; X - - 574 - ; 124
N  -CH,CONH, X 541 - - 96
P -CH,CH,CHs- X - - 630 - ; 90
Q -CH,CH,CONH, . - X 565 - : 114
R éggfl))ﬁi - 1248 X 1076 %‘;’?}i : 148
S  -CHOH X 568 - ; 73
T  -CH(OH)CH; .. X se0 P ﬁji‘li ; 93
U  -CH:SeH X 573 :

V' -CH(CHs) X - - 6.00 - fEWriE 105
W -CH,CsHN X - - 58 - A% 163
Y  -CH,-C¢H,0H - 1046 X 5.64 . FEa 141

[0041] gk, AT DA e — B AN R R I B B A AT SR (IR HA) 1
FFER A DL S AR ORI B AR AL

[0042] AR A FF , Ak B AR R <7 () B P INPAL S 7] DLELEE 5 R 7 i 27
AT BR AL (B, (FRFE1) - (BRFE2) - (BRIAES3) - Bk HE4) - R IED) - (R IE6) - FRFAET) - (5%
F8) AT —I50) AHATAIB s o FH /SR AL (40, Z AR B A I E LT, A
KRG R ENCR T3 7 8 s S I N T 201650 5t (19 o, 2R B
B o AE 25 P BAR S 77 2N, BRI £ B I8 BI 2 1L 291401 B AR (19t , L 1R
B HAS AU TR IE S N LIS B LA L1257 5% L (0, R ER Bl AR ) o 7E S 4b
()it 7y 20, BRI A E A28 AN 218211004k (19 T, S R B AR U)o 78 )
MRS T 0 B, R EE I B E 2984 B 218 Z190 TR AL (9T, R FR B AR B
AT 21101 2804k HE (40, Z B BB 2 18], B/ T-2910 270455 (9,
RAILER B H A 2 18], AT L1040 2604MR 3 (Bl a0, LR LAY < 8], 5/
TAI10MN 50 AL (1, S R FRE AL A 18], B T 2910/ 224044k (140, 2

10
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B B 218, A T 2104 F304R3E (BN, LMo AR ) < 18], 3
T2910 225 At (B0, ZAEER B AU 2 (8], BT 29104 220Nk A (B, &
SEPRE AR WK AR BRI 7

[0043]  ERSRANA B2 52 BIMEAR or o BB BROML R ) SR 48, AHALLF- 455 21 NPRCSZ A4 ] T30 U v
PE BRI, BARAR R AR R G MARAZE PRI LEE R R TFRA
RE 45 NPRCSZAR I A4 (H ML AL B A R ~F () B PP IR A & M R 8 45 A NPRCSZ A& , AT 18
M, DL S MR b, BB 45 A B P SZARIRINPRCSZ AR , P 1l 52 A4 45 5 55 A J BINPRCEZ AR
ZoE M7 & D AR SRV N KA 858 - ILAh BB S R P &Y AR E
TR IR G MR COR L , AN T BER1 4R , S RIABR AL T A Ja bl BhE B E P AN
R ME e,

[0044]  ANP.CNPHIBNP. LA A2 i GILANP . KP . VDL FIANPZEALL 40 CANF 2 25 i) H e A 9% ik 3
RSP R, T X L # HLA TS ME B ANPLLANP JKPERVDLYE 11 5 55 A CNPAE 1% 52 7 1 7%
FER i —A (LA BGLANELS) b BEA M KR 2 A5 U)EE . BNPAE A7 B () b B A R
MR , LA R 32 AV 1) oL 45 PEAS 6] o 10 25 & NPRCI N9 F-ANPRT AR Wi LA 3 T 3k e v]
SRR £5 4 o 9 T, EIX B8 4 F 2 — FR IR TAFRIER 25 [H M0 0 T8 I B TR 1o TR . DR
B X B 1 5 IR B AT AR NS R DA R AR AR ST R NP A ) 2
W o B TZARTI AR 7 02 AR T 58 5T Pr iR ONPEE 7, 3F B HH T-NPEE FE AR 4 il iX
SERE (0 S R S, DR P T LA, i AR v 2 P AN ST NP S (4 &9 B BT
BT, EERARIREE B R A QO RA R B ME BIFER, R iE A4 K
AH ) JE

[0045]  FEAK B, ORAF I AR Y “hR AL (BD, A B ER BRI UL A B AT P EE AT DA
FEa) RIRBAERIRATAEN s b) k22 A pi A 7 s o) Wk 3 4ADNAR R AR 725 d) il 3K
A FHIEAIG EP I SRR 0 BUALAE P o) Tl BT 2 M a 22 d ) 5 VA4S A
BB T7IEA T, B ©) 18k T il & IR B IR T 2 AT AT JLA T Be AR ™= o i R Ak 2
B V5, TR GIAA R R IRAFAE TG N B & Phad BB A IN-—BC- A, 5856, AT
P it RS e TR (Fe B BAEAR ) FIBC 7 i 88 AR e e 56, FF BIN— DB A Z L IR
BRI ENZIEN o

[0046] 1A SCHy FH I A “JR” A48 BH PN BOE 24 2 B IR (B = IR A B 1)
FRTAYD) AN B B ATATT &5 48 T UK I A S0 B 3 43 (1) AR R AT DA & R AR A7 AERY
QIR X FER Z L B ) AR A AR AR Y L AR A R R R S AR R S R ()
WA ER BB G SRS (PR R R B R ARAEAE R B A S A
B MEER 90 2R E A AT B R IRAFAE 0 340 B MR 30 75 1 2 R 1R L B 2 58
A S BUE A R RIRAFAE R o RAE “BE” IS BRI AR B 2 Bk, “HiliE 17 IR a s
A A G DNAE AH B R VEOR 4 F I A A 22 B B R B Bk BIRRI A B A
— W B N TR e VAR K

[0047] i SC By A A A o 02 1R M 8 40 0, AR AT U R R A AT AT 8, ) AR S
5B SUIATE “E IR o A I, XA T AFAE T RIBAFAER) ZER R MBS o ik — 2
BLFEAECUPER R IRAFAE R AR T I UBRERS 43, B30« RARAF AL B 1 BT s R 1) ST A e
PR AR AR R IR R GBI 2 AR L B A I E R A R AT A IX

11
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THUME (20 PR [ A8 38 BOAS 14 S5 NV BE B 2 o 0 2, AR ST A TR BOAR U R A SR 2 5
(AR R I M B 3 o B 7% 8 L2 N o R R BE T - AT AR AR A AR
MV B 73 78 SCYE LA

[0048]  ARGTIHHIAR N R AR BN BRI BERE 7 7] A AT AL Z AT 4 (B FE i
e RIRAFAEI) @ FE TR M BEHE 738 72 A R IR A AR M EE R 7 018 i B To il 22 RIRAFAER]
BAEMMEETR i e A RN B MEET o h A4 A, Hrp ik 2 i e A M AL 4 , il
EAMR T () FIRA R GERE 7 5 BT e AR5 N — e 2 i A Es AN v A ) Bk SR
(b) FH 55— F o~ EARAMBE H (B, D02 5B 20 s () i A0 B S Bl iR 368 T A I 22 2, L 9%
ik (—CHa) \ F AL (-OCHs) JAHEE (-NO2) \F25E (-OH) \EREE: (-C=N) ; (d) [EFERE R
B B2 R MV BE S 7 NN B e B B B A DR 4 B 1] s B (e) 1) A 75 B 85 A 1 )
B A BRI BRI B 2, iZ B HE FE A ) 3R e i B e e B o Tk e
755 o AT R AR, A T ) R P7 2E 08 ARSI A R AR LR IX R AT A2
DR B IS TR R A A S, Ir AR AT A A A 5 A R IRV BE A7 1 58
X

[0049] A ) @ EEIR” AR RIRAT AR AR AN EHE R RAFAER Z At 1R GRS , oy
HRL-AMD-TEZ, BLACEATTRIRT MUY  RIRAFAE B U 1R A2 H e AT 3L A Y
=ANFRNY4EE R4S R (W generally Synthetic Peptides:A User s
Guide,G.A.Grant,editor,W.H.Freeman &Co.,New York (1992) , % Hilid 2% I A tAb)
BRI fJa-ZEEIR LA K B-F AR o, a B IR MIN- B AR L,
o DA S WA S P SR FE IR I B 70 o “R IR IS EN-Le i o R R,
ForpN-R v 2 L A 2L A C1 ~Co BLRE R B RE I b AR B . DRI, RS “a B R B dE R
SRAFAER EE ) U BRI AT A (B, SEAK iR A i) AR B A 2 1, B A2
VAR SRR , Bl A R 2 2, IR BT A, Bt DA 0 Uk I ) Ay 3t B 25 4 55 o A 1 )
MAFHR &R SRR, W5 PR IE, #140, /ESynthetic
Peptides:A User’ s Guide,cited above;Hruby V.J.,Al-obeidi F.,Kazmierski W.,
Biochem. J.268:249-262 (1990) ; #iToniolo C.,Int.J.Peptide Protein Res. 35:287
(1990) H.

[0050] b4k, TR 2B LA A eI R A B I R A, G v~ FE T R 12-% 0
T TR ca—E@ A T R 6 AR O R 4 (R ) RO B AR IR L 8- IR R A
G BT s R ORI B NS L U T R R A R L B R L3, 3-
RIENAMR . orthonine JRZFER . 1,3- & -2H- MR IR £ & 2 F 40 B E | Bk
(CHs== (CH2) . sub.5==C(=0) =) T4 (CH3—— (CH2) 4—-C (=0) —— ) . EHH IR « =i TR |
EATR R RN R R 2 IR PR VT B RN TR B RN RS 2R (NVA) (R
HEAR R HA VR RR SAR) BT AR I,

[0051]  FEA K I RIAL AW, B R0 2 bt BT FL 8 S IR I, “Nle” & IE5R
W2, 555 RV A LU G e DR AR I A LA LA A TG P B & AEAR K I BN T
Vi WX Ee LB DA SN T TR RTS8 R 2 ) R[], 8 S8 8] v 271 Hh R e i e LS
PR AL, B ED- S MK #4552, B4, 40 “D-Ala” B “D-A" AD-TH &R o SR 1M , 7EA K W 1
WE VIRAFAT BT A O B D2 B R B AE N

12
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[0052]  PEANGIERR , AAERIRAF AR E I R BA SR I AR A AR A B BB ) R
2 B RS M A IR R B A R B R AT AR R R AR R IR Z IR
MATAT BT I Z R AT AE W o, a- BV ZUERR (R, o, a- ZHURI AR, Hh 20—
MEESRIEMEEAHR, Za, a- ZHURH 2 LR WX TR IEATHEAR 2]  MEATHTR &
HIRFTAERB ~FEMR B0, B T A1EB-RR AL, SR F HIB-E LR, B-2 MM Z 7%
HATH) S5, AFERTR R T A R AR TR R B T a-Z BRI MEEH A4k, AIE
HUAR IR FECL EO6 BN B S BE M b dE Al bfda, a- BRI ESEER I+ . a, a——
BRI E LB ] L2 B8 A R LA DS M iy 44, (B N 24 M, IXRERI i 22 N T
a1, DL Ha— 07 (B ARFEARTH] , AL R RS ] DA ] Bt SRR R A A S H e e
MIZERR B2 1R I LD S M A QLA B0 58) M a, a- HURME R . [HIt,
(S) —2-FA - 2-F RO AR R R TAE HL-Nlea,a- U, FRBRBA R RITAE
ED-Alaffja,a- “BUCHI E LR . AL, Aib T L ISR ERATAE HAlaffa, a- —BUCHI &
B AR fha a THURIE R 1R, RO HE MOV ERE AT 1 ®) A1) MEL,

[0053]  “N-HUARM Z LR AT R R IR , Hoh (2 B M 53 o 4t A B E % b
(K AT IR I, 7Ea—BRAT BBk THZ AMEA B VR BR NI I 2 B 1 1 . %
il =, WUZRR 7T LA SR R RALafiT I N-BUAR A Z 3R , DR A VU F 2 35 1R 1
S5 AlaAHIA R, B .

[0054] G ¢ {3 I ARGE “ATATZIE IR & FRAT A IR AR RARAFAEN) FIE IR B AE R AR
FFAEM LR G L-TEMD-TE30) PR AT A B S o e 3R B 2 e AT 2R
Wy o IR, 2809011 5 5 “ATAT IR KRG T IR R AR AE IR EE AT AT — A, i 28 S
AR RAAR AR B EMER . HZR (glycince) ARBIG KRR BRER A
% (lyseine) EEE M A EM RABK L2 TEAR AR (0 2. Faamms.
2R R ~ UA SAT AT AE R AR SR R 400 A R EATTR AT A4 34 el PR T =R 248
Y.

[0055]  ARHE “RAEFLA” ELHE A SCHT A FF B R R FE BB 5 F (BN “BEan”)
ALFEHAN PR TURME Z 051 B SR R AZ O 5 PR R EAZ O FBRAE DA U, &
UL 2 B AL S B R RIS AU 5 R IEFE AR I 3L 1 9 2 LA B it 2T L R I
(K, B H 2R P00, B A A EE .

[0056] 284511 5 , 1K LK A0, FEAS 17 K SRATAE (1) B I BR () ST AR AR L R I v Aaf 40 A S A
SERLAE D A R BRI R A RGN R T FaE 0, I R T LAE A 3E
R/ING) L B PR B Jr B P I R AR VR AR s SR R T DA A e S ) N BRI iz DA B B
RNV BE S5 0 P B M B B UL 1 AR AR, HL B o T AU R T
BEJR M 2 WL 1 o VB X RER BUAR ) 32 ZE B DR 3R AL 5 F T 1Tk 43— 1 53R 2 K 80 ) 11
K 7B B H fap A B AR TR 43 F o 36 A R (RS K T Ak S 4 A s e
T LLECA BT R OR B R BEAT o X B8 75 V5 R AE N E WAL 2= R 2t R MBI N G 2 %
T2 .

[0057] A% W FINP-{ AL &0 7] BAT —ANBL ERIAS R O, IR R EE 9774 — R B
(K ST AR ST 3 S A P — LB T DA AE TUAAT S AR e S i o b4, AR R B 11
— YAV AR AT DA A TG BT AR B R B 3% 2 SO R UL E AT TR A

13
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[ —F, BFE SN e . — 5 T, A AT DL R v s i AR R T .
F—JTH B [ AR BN WA A () SR AR S I T AR S A R T R EGX ST
A 7 AR A A PR b AR R B AR A R RR B O VAR SR A T T il &
e

[0058] < %) 22 /37 1) AR v B3 AL AFT 60, 2 2 AR S R 22 F (1) JOR T DA JE kAT ] R v 25 A1 2 3]
R4 DABH 1L B o 461 T, A5 C— At A, R i 2k A e e 5 FLaZe 1 (1) 03 1) 2% C— AR g 1) R g ke
R, B T AR R S A (SRR AR 1) 14 AR un MR S B0 AR v R A 2 A
(AR LRTE) AT DU R 1 —80 49, B n A s E R R ARG (surrogate) [1—38
A AN, K v dd v e A T i A B A I — 0 49, % 3 v B A 2 A 1 M 3 1Y) C— R g
1 B . C— K v b i S A 45 , (HASPE T : = (CH2) n——0H.—— (CH2) n——C (= 0) ——OH.—— (CHs)
m——0H.—— (CH2) n——C (=0) ——N (V1) (V2) \—— (CHz) n——C (=0) —— (CHz) m——N (V1) (V2) .- (CH>)
n——0-- (CH ») m——CHs.—— (CH2) n——C (=0) ——NH-- (CH2) m——CHs—— (CH2) n——C (=0) ——NH--
(CH2) m——N (V1) (V2) \—= (CH2) n——C (=0) ——N-— ((CH2) m—N (V1) (V2)) —=2,—= (CH2) n——C (=
0) ——NH--CH (——C (=0) ——0H) —— (CH2) -m——N (V1) (V2) \——C (=0) ——NH-- (CH2) m— -NH-—C (=
0) ——CH(N (V1) (V2)) = ((CH) m—-N (V1) (V2))  B{—— (CH2) n——C (=0) ——NH-—CH (——C (=0) —-
NH2) == (CH 2) -m—N (V1) (V2) , 048 FIRFEF R BTE R) B (S) MAL, vl FIv2s {47
NH.CLZECT B REMI BT BER e A8 5E , m A0 R TUL Fen N0 E2; BUTA o —Z &8 R R v 75
I, SR RSk TR T SN R SNV - S BN 7R S R N R N SR N S|
BV R R OB R AL . 2B A BEE (propionoyl) (T B OREE 4 BE LR
SV YA N E e R N N S SN 1R SN W 5 L7 S N T /N S
‘B G BUTAT BN RIREBAE R R a-Z 2, 1R B L IR B, a- —HUR I Z L L, 5
F& BRI BT F ML AT M, ST FIRAE RS R w2 A A A .

[0059] 0, & R 55 (1) 5 7 NP~ AL A I HIN- A iy B B i 8 P AL A4 IN- K vy, AT LA
TE I 28 FH NP6 A ) R N— 2R g 1) R s Jl e 122 ) R o B AT e 422 (PAEEAR] R o 22 A1 (1) (- 7B 1k
B B8 i o A i Jie ] T BROAR BRI —BB 40, BROAT T R LR B A ) — 093 o M9 4, N— R v o
ST AR S8 73, HoAR A AR A IN- A ity 7 B o N— A ity oy A2 (4] £
FG AR T, ATAT o 2 HE R L | RS Bl 4 i 1) 05 S B 5 e, G R 2 R 2
T R T R TR S O AT R R B LB L PR L e TR
BEFL (propionoyl) T i3 IRIEZBERL IR I 20 BRI 25 HE AL L AV REBEIE R R
FEVORFIE AL T R S PR LA A A S e A S R A R RT3 HON- R g A vy
] J&—— (CH2) m—— NH (V3) = (CH2) m——CHs——C (=0) —— (CH2) m——CHs.——C (=0) —— (CH2) m—NH
(V3) \—C (=0) == (CH2) m—C (=0) ——0H.——C (=0) —— (CHz) m——C (=0) — (V4) .~ (CHz) m——C
(=0) —O0H.— (CHz2) m—— C (=0) — (V4) .C (=0) — (CH2) m—0 (V3) .— (CHa) m—0 (V3) .C (=
0) == (CH2) m——S (V3) B — (CHo) m—S (V3) , Herp V3JEHBEC1 2C17 ELEE R B SCREM) be A4, DA
FVASECIECITHEAEN BB Se 3 8E DL SmI2 0 B 17 o R I RE M b S A7 #2022
Pt BB SRR 75 AR BB R S R 1) 57 R — AN B N BRI, ORER 4 CHUAR
1SR IR B 2 G HAR D e PR R T DA R O 2 BRI, . 2 BRI Phe L &2 BUARY
HPhe,

[0060] AT DA IS WIS Z H R A T 10 (8 &) AR A EIRFIHE A PCRE AR S ARTUSH,

14
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AN G HI) T il it ARk . B S5 4 [Carter et al., Nucl.Acids Res.,13:4331
(1986) ;Zoller et al.,Nucl.Acids Res.,10:6487 (1987) ].&:0iFEA [Wells et al.,
Gene,34:315 (1985) ] PR |14 1& e A [Wells et al.,Philos.Trans.R.Soc.London
SerA,317:415 (1986) JLA S HEH AT LA AE i [ (IDNA E#EAT , L7 A A R B AL S ) Bk
HARR AT BB 121058 .

[0061]  Jrid b & W) SEUHE M AN A R DRI VE N o — B R AL SL i 200 4 47 4
AR YR AL 5 68 5517 52 1 B BRI N- A S ke BBR ) C— A s Akt I B2 A AL AT AR AL K
I S L o FHXL D e AT A A e R B an, T S8 BR IR 28 ANE T /K I ST RF 2 el R
I, AAE AR FUIR U I B R A L, 9F H S 2 R38R i IR A IR il 4, 1, 1- X0 (B
RO —2-08 BEZ0be I T N-FR L TR B 0 B , 91 0, BT 4B S K B I B
[F) X D e A BR R , A 45 18 a3, 37 - AR (P BR B B W Jie) < 10 — 3% Bt V. I
T AR -N- S R W -1, 8¢ it R AU D B B SRR W i i P R -3- [ G- B UK
B ZHAR] B iz 2 S o

[0062]  HCAth F4) 42 Vi B0, 55 75 S I g I 2 A R A I e 5 R W 8 o I I I i g A S ) 4 2 Bk
B R R A R B A R 2 IR A A R I e A L 22 A BE e i BRI B e 1 2 L ) T PR
R K AR AN R M B a2 W JEAL[T.E.Creighton,Proteins:
Structure and Molecular Properties,W.H. Freeman&Co.,San Francisco,pp.79-86
(1983) 1 N-AA s i () £ e Ak AEART C— AR i R A= ) B e AL 45 o

[0063]  b3— M AY AR B AL S ) — DB AR EE R LB Vi dE B AL R
7 AR INEBR — DB DMK G B 2 Ceib il o LR ISR AL AL 5L, I8
ST I A AR/ BB T B B A R Ak) R/ B IN— AN B2 AR AT A 10 A
WAL AT CAAFAET RIRFE IR DAANFAE T RIRFEFIH o AL 2R A R AR A
FIREEAL BT AT AER &R KA S P85 73 0 M 5T AT B A9 ) B3R 1 o ) A2 A

[0064] i 2 AR 2 LR e B A] SEBAZ A A WD BB A A7 s s e ) o, S s in— A
B 222 S IR ik B B R R ik (T O-TE R M AR ) BIOR 2 Wi fi (N- T2 1) 7 2
b 1) gz &) BosE S BAGZILEY B — DB A 2 A IRR AL B R A Rk (T
O—IEH I MEHE AL AL 1) BOR A BEf% (N-EE R (MR A7 20 P DA X P AR o 448, 4k
EYATLMER MBI AEDNAZKCY R AR 2582, i ol A2 S L SEDNASR AZ M A2 % DNAZE Tl
TR g A IR | 22 IR, AT 45 72 AR A i S R B R R AT I BB R IR L 2
K BRSP4 B 1) S A 7R A B AR B 1 R 2 IR (W, 4
1,W0 87/05330; L JzAplin and Wriston,CRC Crit.Rev.Biochem.,pp.259 (1981)) .2
WA AP 7 m] I AL 2 BORE AR T VR SR I, BRI A 2 A A S A A P 2R ) e R PR Tk
s £ R BREI A R AR R TR (W, 840, Hakimuddin,et
al.,Arch.Biochem.Biophys.,259:52(1987) and Edge et al.,Anal. Biochem.,118:131
(1981)) oL FH 2 i A UIAA IR EF G AT LAAS 2 22 ik b I BRAKAL S 1080 3 2 7 A
FEH) (B L, 140, Thotakura et al. ,Meth. Enzymol.138:350 (1987)) .

[0065]  Gj— S (R B I B AE B R LAY R 4 PR B B SRS AR
fa]— b, 901, 5 2. % (PEG) <SR TA % (PPG) B Akt (3 W, H4n,U.S.Pat . Nos .4,
640,835:4,496,689:4,301,144; 4,670,41754,791,192H14,179,337) »
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[0066] A EHRINP- (LA Pt m] DABE SO AR LR & 0 F R IR AR 3, AR LS
W, HALHE YR &5 M SRS W] LR I NI BdE N W R &5 M nT A S =)
B PPANIE] ZEBL I /N BOR B THRE T 43 o SR 25 R0 PR B ] 1 1 2 e 451 0. 655 - 491
Wi, A ic TR M AR ZE RN B 25 4 77 o 3R 0 A B 48 IR AL R B K A4 T B/ N
HHALE ¥, g (BN, IR , 408 (4 1) .

[0067] oyt A4S 0 1) A 25 (1) L A S it ) A0 R Rl (BRI SA AL P W IR I o S A SR
TRl T BRI\ B—F- LR I B R B IR T (B, AR s 2k e =
T R R G, . ST LR PR T T Gat AIGa®s . SetT L Int M L Ra®P) s TT-FR
25y His—#r%ZE myc—Hr2s HA- AR ZEAIFLAG-H1 45 s A FEUE A Be B B 1 RGP AR
253906 GOLER VP GELAER (phycoerthrin)) s &k BF L2 EURE (KL TOLER
Bl R RGBT - 40 B B P R AR S B HE A kR R VE SL R R IR R R
[0068]  fE—ANSLjE 7 A, IR WIS K R UR 2 KO & Bl G IR LR )T
A A 7 ARG A M S22 K, S 2K 34t T Hibn 2 iuis g
S AR RAIRZE — A TAL SV A S, 40, A7 T2 8 2R U BOR 2 K I o AT BAfSE FH
FUbR it 2 IR PUis R R A bR e IR 5ok, RAAR LA VIR 8 25 5t i 48 Bt
FRICPUABES G B RATAR IO H & SR 1) 25 A0 2 5 1) 218 AN A4k B R 24k o % Pidr i 2 Ik
J A BRI P E RSURE AR N AT AR B SL it 20h , kAo F Rl EHE Zt
G5 G Bk B E BREE 1 BURRE X ARG N T HR A (R A “RIERi 5 R7)
[ A T, IR R A AT L2 TG FIFelX .

(00691 4541 , S5-J05t 45 A 4D 40 4/ 1S S it A7) /60, 40 4 B 3R B 7)o O A P 36 ) 1) AR 11
Al R 1) P 1) 5 it 41 2 AR AT AN SR A I

[0070] #4557 51 A LARE 4R Nz B 1)-5 Sl 5 A A) A IR AN SE 44 22 /D 45 1
LR MRS DI REBE ME  EHEF F P PT DL —FiEk 2 Fi g 1, Hoh GRS A Re
T AT AR AT — S5 MBS — S WA EAE AT 7 1 4 45 A BB 7K PR ) B FL 2
JRIEEARET R E A X IR RO H AR R 2 2 L e AR
MR RARZ KM PN RR W] T &P & F PPN KE T LR (3
WL, 4n, EE LR :No . 6,087, 329) o 1G4l AFE A AL HE ), e 2 BRI W
Jil AT AR A (T S —SMCC g J5—SMPB) - BR A W fie - R ER  (DSS)  BR HIME Wi B 1k —
16 (DSG) A1 —BEHIME W Al A e 2h (DST) »

[0071]  HEALA PRI “H5 B 1" — i 2 fa iz L A P BB R N CEU AL T 3L
RIAFAER DR NIRRT () — A B A AR A BE . — Ml , W X AR Ak S 47
TET HRA A EYRE 5 B s i B W5 ENEPE R E IS —Fhak 2 Bkt gL,
B, —FiEk 2 B A % BR R T BRAKAL S AR 2 L DR G, B AL S 5 A )
AN AR R AR S P AL A R AR TR, Bl
N TR FRFEAE AR B, o Z AL A AR Z N TR 322 R =4 (B, & s ok 41 g
B35 M, S 2 AR S e 2 IAZIR 2, 0 AR THA )1 2 ek
IR 75 P ) 2 IR 2 A2 AT BRI I, Bl 22 K J2 L R 2 JE B e DNA .

[0072]  RiE “H B 1 AR ZAL SR e B, Bl , 4 50 KA DL IR £
B A AR BR P R BB R e IR R VRIS B (G, BEIEAL R AL
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A P BT RN IE R ARIE DS BT A2 5/ 5260 AR
WEW AL AF PHIXEE MAA YT B8R 3203 I L &9 B 7032303 Ik 254 a1
& a2 aT AT A A A P A L TR, BRI B B 2, AR AL S B A
B LAV RITARAE M 52383 B 2 5 B N AR R AL &4

[0073]  HAEMA PRI IR ) ARE “Aifh i) R de b AT 5'e 7ErE R E AL
(R R0 40 B4 A B o DR , A2 e b 40 88 HE SR BG4, B A N 2 A B Rl 40 v 43 il )
A, AL 2 A UL A IO N E BRI 2200 R 5 S R A B aif o PRI, 244
AT LA XTI AT Ak, “A 4B AR LA — PrE 2 R AR 45 S DR, RV
‘AR A SR EMA S .

[0074]  “4ifb ()" AW OFE bR 2L TSR S AL AW 2 ARE SRR AR
F- 20 rh B2 R TA DA S e A o A R B A BN IR  “4E AT AT LR Hodh s 4e
AR T ASEBEE AR S BN (B, 2 & i 525008 28 R (FDA) ) TA T
KR AR

[0075] szl n] UL T e B /04160 % B T £ 4 BERn] DL 2970 % 580 %
BUSE 2, AT LARE R, 0, 90 %6 B BE 22 A BE R LA B/, il AR EiiE T EH E
At ER /N T60% AHZAL SR A b T35 5 e A QIR 1 & B 2 16 AH A Lk 451
SR A RE AT DU AT IE 2 B A, 640, UV 2 | gy (19, HPLC. X,
FH) B R VK (920, ERECE B B a6 A 51 i (IR AITRZ R -

[0076] AR B IS HE FE A4 P 19 & RN 325 o 0, 32K 3 T LB i A 9, AR R B 1
EMRIT

[0077]  ARIEA KB, Rt IR YT 323 A I S iE B 1 5V o 1R R 7 ] A
FHA SCHT ) A B ATAT AR BRI AL Bk St o 72— AN s 77 50, Ji vk s m 52603 i H
BE A R YR T 32 AL B e B o K & B2 A ORI B P AL &

[0078]  fnASC P I, ARIE “FIL I RS pg SiE B S HABTE AR A 2 RS2 M A0 190 5 1) A AT AN
R BOAS TR P48 O o P I JE g SiE B s ) R BRI PR AR SRR R IR 2 AR B R
()& A G I A7 TG R NERY R XA IR a0, 5 AR A L M E A A 2K
TFIEME R FH SR EL 8, 2 KT IHBEMER 1.

[0079] A0 IR FE< 975 JiE AR 7 9 4 i, (UL 78) AR K 3BELRT /B N B R B AL ) s L Aih 41
S XL o AR e AL F AN R i BE R B R LR ANEECR, B R ANEY
Jeg VUL B A A A B AN AR K A IS T A0 A BT SR AE 1 40 3 AR 24 IR RN
31 AN 1 L A S e ) 0L ik & MR I /80 e B A A B A0 IO 5 B 4 2R o SRR 1) e
AR 1 e e SE A AL HE I AT B R I JE UK R G 4 e Bl A, BRObK &4 AR A KA
W5 (9, A R S ik 8 50 A2 I A T 5 ONY)

[0080]  7E %Pk 77 s rp , J7 VAR FE ) 52 3 it VR T 52 3 AN o9 RE BRI
R AR R AW o 75 BARR 77 1 5 12000 BP0 A8 5 B A8 P | 38 AR M R s AR Y
JELS5AZ (PDR) A0 100 J i ik P 2 L 527 J LAY T A  BERL P A o € L A 2 25 BB B Al o
IARBOE VT AR PE AERE — PR J7 T, 28 AR P VR PR A 8 AH G 1 2 B A (AMD)
[0081] 2K B I 77 v mT P T Uk 2D SO0 6t 400 1) R i B8 9 » 9D B ) L 7 AR A7 0
BT N BT BB U 2 23 rp, 2D B i P IR S RE B0 o RDIREIR o BRI, AR R B I 7
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U HARE D) DB S I A ARG T . AR IR B N B M BB ST ) 20 2
2) WL B AR IS A K 38 JH A0S DB A BRI B 1 () A 23+ 3) /D B4l il
FERL A R, B 0 1) 2 23 H 39 L7 PO T RGBS 7 5 0 4) 2 B4 it A0 I FESipi e B s 1) —
FhER 2 FIEIR o

[0082]  QIASSCHT H, RiE “VBIT (treat) ™ VAT (treating)” . “VAIT (treatment)” S H:
TR AR B A 2 B RS AR R NV EE R IITHE (protocol) VT
Z IR A R BE—ANG JT I 3 PR R B R IT A O RE 7 &2 i R EARR
RO A RNL, BT AR 97 FHAS R R — A 28 38 B A5 3 TN ST P R 28 A T S R Bl R DR
JE GERITRE T R I RGN IR T TR S R T L (R R BRSO
PR A RMNER LN T B R BUR 71097

[0083] AR EHI 45245715 m] Lhid i A 45 25 77 SUBE o B s gl 4 5 . XSO s
21 AEART THER I a A SE B, 481 4, 7E BRI A IR RE BB (1A Ab 25 2 4 4, 52
AR B G T IR iE B R ) — B IR B AT I IR (G2 1 R AR X G
SPAFRNGYT , Bl st T (B 4, B IR S T (BURTRZE 4.

[0084]  JR P () 4 2 i A A FE VRS (B4, AR N VRS BRI B KA 1
(intrarterial) ZW L BE R IR JRERERE IR AT L DI (T AGTE) FIURG B 4 Bk
(K25 253 2 m] LA AR SR AR S e BB R B R A, DL R B 5 AR R R L &
T PR E

[0085] A BH I J7 v U H AL A , S AR 25 5 1 52 6l 38 10 2k A vh R AR I RT3 2 ) 4
R TT I S UE AR B — PP B PR AL AR CHYER 1) RER S PR 5595 i
BB AH G Ja AL, B YR T AURBUCA 3 A R VRIT RUR B 2 A5 A2 7E P I JIEE S hE B e
I3 HRATART 2 00 P B B T) PR e P P B P DA, B0 AP 5 0 Do s i B3 9 AH
RIERBCH H T A RORER I A0 ™ 5% | Fr S () B 28 . 451 0, 24 400 ) s T o B0
TR — PP 22 P IR (PR AN RREIR B R () 7™ B AR | 5 ) [A) B A HH I3
(R BICHS 43 9 2D , BRI IR 5 i B T ) — P 2 P AR 2 2 () AR A S X B4 R ) SR
B AE H IR AT BRI R I AR 4 A K I BVR YT s I T A N R I R E L PRI
TBIT AR BOCE P DA YR 80, 0 A I 5 JiE B 0 RO R B304 IR I i B s A S 1Y
B A B SE B 03 5 S I K 2 BB A I IR AN R RE IR B ACRE H 1) — Fhal £
(I BR o R, 167 AR B 3 A 75 2258 AR T BUH R 540 0 559 0 BRI R AH ¢ IR B ER
PRI JES 95 SE B 03 5 LS ) BT AT 03 R AN RREIR BRI ROIE o 461 40, ok % B3CE 28 AL X i S i
BT 1 2 i B A, , B AICESCHT i 490 100 RS B B M 1) 3 Fee BRI A, o ML ) I e B
I3 8D B AR LA ) B2 BULE R O BT Je (L T B0 20 A i s (4] 4, ik &85 e of. 7
PREERK B o) BOL e 2], B B AREICH il IS 20 M i 2= L 40 B A G 4t 3
BB A0 MOAFE  BR D BT 5 A4 B AR R BH RINPAL S 51 R BR A I —  FhE 2 Bl
SR PR ) P ERE R R B N [, FPE AN AR B VA A g

[0086]  AHRLHE , 75 & Fh it 75 X, 77 V2 B 3% Dok 2% BIOAE 2% A0 IO S i B0k 1) 2 o B
AL, AR B A I 5o 918 B e 1 i R BOW AL, FRUE L I TR E B e, 98 /D B AIG
MAE AR B E RN B (I TR B anfL I (] 4, Jhk & s I 0 9 Fe AR < 2]
AL i) B 2 R, ek 2D BT LA T B ) B T P A K | T S i 4 A7
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B DB 5 AT AR A DR IR — PhE  ER 107 PR B AR [

[0087] e B U5 iE ] REAN S SLEDAE R 140, V6 T7 2 Ja T BE RO B A AR M JEE R
AE BRI 1IN B AL, (ELBE 2 I 1) PR HE RS AEAH RS2 130 2 H IR AIL R B 0 E B
ITI K AR ST DA BUAS U AR N Sy E ) AR B P

[0088] LI AT/ BRKE Z2 40 (M8 3 B2 IV BURA5) A & n] BLEA 2 1R 7 AR AR
FIBSCA 5 BH B A B W0 T3 o A IR B 909 AR AE ) FLARAEIR A SR AT R 68, 7T DA i o LA U
SENRTT AR F o ONVIR R AR AN ER 7 AT R n] AT I 5% 6 ML 36 82 MR I /2 355 MR
TR A S QA7 7 BB S 5 A L S ) e 2 R M

(00891 A WRIAL B WD RIT VA Al A S AR AR SR O 1 IR R RCR BTG TT BORIT A
L5487 o R » CLARAE LA M A AP E (BLAG HAED0 BT 77 I R AT 2l PR )
RE KR IT MG JT T3 VEH 2 W HI R o R B BOE 97 G 97 T A LG 8 N A KA
(VEGE) (R # FRIAE S5, RIGT VEGRIGT 7 U7 % AN 254 , DA A ML S e T 7 VR YT T
SR W X IR T AR T ITE A AR AR B AR T e TA L A BEAT B He A
A FF AT

[0090] PR, AR WISt T A S TR A R, RN 55 ARTIRIT T R 7
PEERA A A B LA A 1T s 2 GESE il BRI 1) oA — A sei b, 0
AR R A2 i AT RS I (0 A S W RIVEGE S i e i 5 o m] BAAE Tt A AL
BV HBGEAR EEZF W ECE LS R A 10 5 AU 2 A A I AR KR
(VEGF) $5 57077 Bl 77 B 4 M 5 v 77 el 2

(00911 JuA SCHT A, “PUA I IESE” Va7 Tk A TEBCRCR SR TS 5 7 1 AN
R4S G AR (ARG A TR L TR ARE BB A B A DG Y B L B S Y
TR A RGREIRBOF AR T AT I 097 07777 58 R 259 7 RE B AL 3 . U2 o 389 4
RIT AT ARSEHIE BRI B U Tk (LB AL 22 24 ) JR Al B X 3
e IR SR ARTIER .

[0092] AR J5 ikid Je ARG T SR AR 53— Bie A BRI T T & AR E BRI
i SRANAE PR 53 o B, G SR AE 25 58 1 520 T R 80— Bl 187 (3t -VEGRIR T BT
120 1 A 2R P AR B 2 P 920 B o 5 JUTAS A B ) 7392 0 R ) i B 9 L AT V6377 24
Ao

[0093]  JRJ7 JHAB B AR A AR B e W E” R IUHAR AR R GEF iR T 8UR
B B, Hh R B, R LR B A A AT I PR A A O (0 B L B
FRIIRR A R AEAR BT AOE R AEAT 2 LI B LY 452 ik B i 25 38 058 ) B e 0 ) 7
JE, VTR AN BE AT WP AE BB« AN R REIR BT ACRE ) 2 e BCE AL A2 2 A3
BIEE R TR I, AEAIL R JEEI9E B (415 D0 » 2% B D0 e A A7 20 ) B0 BA 1A 45 7 1) 524
F ORI ROR B B 25 52 K 5203 1AL RSO AE IO (K IR S AN RAEIR B
FAE o MRYEVETT (K1 DR AR BURF IR ) A0L 0 JE95 RE BP9 B VR T B VAR AT @A AP 4 7
K], 17 & 7] 42 EL B3 s 2 o

[0094]  JRGIVERIARRR BIVER & GIIE) RAELO0. 125/ TIEL1002 50/ 5 178
A5 BA S AT AR A B2 9 L A D 9 B B0 P BB TSR B SN & GRIS) S il 20 01—
500250/ T 58 , LA AR AU BGE FH BOZTE L Y RIE . B IR 7= B R AR AR PR 1 PR & GRI
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=) MERIFEL0.5-502 5 /T 7.1.0-25% 7 /T 5 1.0-102 58 /T 3 , Ph S ATAAT B4R B
U BOZIEE A fh.

[0095] AR BHE 7 m] LAREH B A B HBCRESE SR — R Bk (191 4, 1-10, 1-58k 1 -
3UK) o ARFUTHEARN GO HUB AT AWMEE A A ZT7 %, B3, sid /> 118 5 4
2525 o o B PER AR R B PR A & R 2B A L-TIR, B51.2.3.4.5.6.7.8.9.,10.,15, 208K
B2 RL-T R, LA SATAT B B0 B VG A R

[0096] 44K, X B ATATIRIT BT VAR AL, AR B 32 G R I G I AN R RO,
DA — e n] GRS ERBR VR TT T VA B IS R R MBS BN TS 4 R, AR EB R W BB R
FR A BT i 7 B (90, AN I o SiE BB SR B A S L P B B LS S TR
TBITRR, DL AR ZE 5 (9, 523838 I AR R FH BE 1 301 47 8 5) RN S22 2 T A& A
T AR S W, 25 2 59 XA TT I R L

[0097] R 523 E” M T FE A SCRT B A Y, R 4R34, 1@ NI AL, Bl
FVAENRR K260 ORI B IR B8R M KB ) YR ORI AT Ae3m
Momshn (5 R LR 4R 22 ) (RIS ASLIREIY) OB RE R 2R E
el BB (1, an/N R OREBR AAEE NS R KSR, T P B E B e FEAR Y
()T AT o A2 R E IR T 1-5.5-10M110-18%F 2 1AL , B, Fr AL
L4 LG DAF I T 18-25 % Z (A1) 5 HA4F, AR A T-25-60 % 2 0] {4 B4 A1
BN - T60-65.65-T0LL 2 70-100% Z [H I N .

[0098] 323 G 45T Z0R T K L3N (IO A28 , sl 2 Ui, AT A0 I I g hE B
5 o 52T I ADFE IS AL 75 AT A Y 595 i BB o 1 U B A 2 il F s — P T
FAUX PR TT I Im RECEL 30 212 W, 75 B35 A0 IS0 R B0 I v T T BT VAR 32 13 1E
28 AR A B SE BB V0 T BT VARSI R R4 1 A I P RE B 9 RV 97 B
JPVEIEA E R B RS, A0 45 AR A i 9 R B s v 49 B 22 A AH Rl s A B R IR X
Bz o

(00991 “F7 JRUS: 1 52 X3 0,455 TS L8 400 10 S R B 0 1) 3 0 B Vit A% () (BRGE CL 48
T 57 Tk A IR 9 R B 90 1) S B ) R o ELAFAE R R B R ) KU I 524X o A7 KU 1) 52
WEOFELFZ A

[0100]  [R]gt , A IR 1) 5248 38 T DA YR 97 LA 00 1) B0 ae A1 A Je R PR IR s iR B2 s 1) ]
B T BN ) B30 LG AL I 200 B BRI 98 O A V8 T BOR YT G T8 52 A8 R BCAS [ 19 A0 X i 9 e
BB I R B R B AT BB T X AREIVR YT B 25 3 AT LA AR ALK TR AT ) 69 8 B0 9 1)
PSS » BT 28 V677 A RS R 5230 100 A0 ) B i B 9  BOH B 27 AN R IR B
HiE o

[0101] Ak B — B R AR &, AR AR B A &1 e MR AR T 20 B R 25 Y il
A, XA AR BIE A AREM R Tk ST A i HAa S, 5
W, T AT AR I7ER U A2 &R a7 b, il A S B A R e 595 H
TR B E B AR Ul B .

[0102]  RiE“EAEME B EFKA G A S I WELE N A ZEHEM BT DR 5
ToTE , AT CAE 8 E T X 0 B RO R s (B4, 450 S04 350 SR iR .
PRS2SR ANV AT FEIE G- U, B, SEEAC R B B 77 VA A (B, ¥E T AR
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9 RS iE B ) o« DL, AE A s ity SUb L N SRR S A TR B A A
B A SEEAR R W () 5 v A& B U A (AR S A AR

[0103] [k, i BH A DA 48 FH T SEIW AR SC AT 19 AR (AT ART 7 v il BH o 48 4, A B
[RINPAL A4 AT LAIE [F] 45 52038 FHZG LAYE YT AL B RE B i i U A P e A5 48
B RCAR o YRR AT DAL FE R IE IR B WECA ROEIRE ] 88 Kk A1 FERIE 4715
B VAR B mEEE S R AR WA BT EE R IR 5230 A
TA 5 S

[0104]  Z Ut B AT AFE “BR IR b, o, 2R ) b (0 AR B AR AR |, AR S Ak
MR FRZE I, BOEERE F A S A /MNIEE b o 308 n] DAL 55 & B T
DA S A AN L S AT AL AT S BT b, R (BEAL) | iCD-BDVD-ROM/RAMZ 51 2
CD. T 1 RAMAMIROMZ I HL 474t A o LA B R M / 016 2 47 i A B KD R TR 5
fii

[0105] A B & T LB 2 v 1) B TR R Bk e 9 iR Bl P DAAE FH T
PR3 T 0 X6 BE e 4, 48 40, S6of HERE ot BOAR VR o o BRI 1 B A Bl 2 T DA B 5 7 i 2
BB CHR AN B, rA &M r R RN .

[0106] A FHIIAL A4, DL BeAS IR ) e 4l 43 A vl AR & A2 25 W 550 3R
FAZG W1 77) o XA 250 1 R0 52 5038 B AR N BB AR RVE 7, B 328 A 2 A% i 31 2
W e H .

[0107] 25l 045 “2g 24 bl a2 107 F1 AR 322 bl 27 I8 A R R B I 741 o
WIARSCHT L, ARVE 4525 LrTEe2 007 1 AR H 2 b nl sz 107 A6 5 25 Wit FHAH 28 (1 75 57
ORYESCAEKYE) AW TR 2 B AR S55 FRFI IACATE 33E BRE SR 791 o 3% A 1 i 5 T
PALALS AR A v« L7 TR B ) A 2R R it 7)o s BOmT DU A TE SR B ) (R ECR. £S
) K2 (BHBCAR) M A HIURL L R A8 B #7804k &9 (9 o, 5 F ) S B S B g
APLEBEAD AT LB ST

[0108] 2447l 77 m] il B e 5 e 1 SR X 3 4 B VB AU B &R G 1t B8 2%
BEEOR A ZS B, 29 R BRSO R BUE & T B s R 2 IR 4
R 2H 53 (1) 45 29 1 A ) B AR TR AR R i) P 1 St 9] 2 Je ek A v B S, 8, K B
KPS B2 PSP B2 T i SR 2R T P G HEL P AT B 1 T (T A R 25 24
PL Be3@ A Bd 77 2 @ I AT AT HoAth 75 5K

[0109]  F-TH W 4h B FH B0 VA VR B2 VR T G  TE AR, vk g A /K AR SR K A
T 5 i SR 2 R H I T B A A R SRR BN SR S R T R R R A
F s WIPLIR MR B AR PR E AN S S AR 2L DY Z R EE A 7 s W LR £ TR IR #h
T T PR h S 2 P R RN S Ak o T R S VR T 5K 0 B9 7)o pH AT DA FH 0 2 R B A AL
Z BRI Y

(01101 FH -5 1 22 i 70 B0, 58 TG T A VAL CHG R 7K T ) B B AT T I I 6 6
LR S ARV MR B A SR IO R B R o 0 Tk N 45 27, Bl I 304 08 AR 28 SR /K BT K
Cremophor EL™ (BASF, B & UG MNIH FUIA JE) BUBEER S22 /K (PBS) o 344 ] LA 15 7731 4
B B, AR, B QK 8% 2 ol (0, H vl A AR R 2 EAE) L R HAE
(FITR A4 o 5, ek 58 FH A R AR 2 R0, it By ER IR AE 2 Bl P 1 4 RF A
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TE IS R VS PR RT DAOREF BN 1 FUBE MU E I AFE, a0, e R IR R R L &
B ORE PUR MR AR AR R AT LA LS SRB N,  RE  H ER EE (L ALEE  SR
% Ul EALAN R T BB R R R B T < SR S SR M S ) 3R AT DA S K T A
LT

[0111] AT JE T ¥ & il 5 nl A& G AR 5 —FEbh Bl A S BATFRER
NP AWK il 4% o, - B I B S AL B NS AR 80 BRI AT o Ath Bl 43
1) TC T B R i & o 72 Tl 2 PR VST R Bk REVIE 0 , 6l & I FE, i,
B TRV VR 108, LTI 0 1) 48 16 9 Pl 43 o AT HL Atk 28 i 40 O 8 R A 7
R N _EATART oAt HHEE R B A o

[0112] X TERIREE 452, & TR BIER BRI ER AT 6 P X FERBE R
SEARGUI N FNH, I B, X T 2R IR 25, B AE e A IR S AR BETR IR AT W) . &
RN s 2 n I P B 2 ) N (2, VI 2% B AR ST X T 48 B2 45 2, NP
e EITCHI R 7B R B ) LB AU

[0113] 25 W sl 55Im] LAAS F R 37 2540 S T DRI A A P ¥ B X 304 SR i) 4%, a4 B i 77 B
1 P I R H Ve B TS IR TR VR 2 S SR A R o Z R Rl AR A N R AL
(135532 F G0 2 I il ok dands , ASEIUREE L X i Bl A B s X B BB R 1% .

[0114]  FEW MG LR IR RV R OB R EE A VR IERER M R ILER < KA 4
VIR SR AE VA1 BB W mT DA AT A o Tl 3 i 10 1 ) ) 7 V2 2 AR R AR 17
NI AZAEHE AT LM ALza 22 7)) (BHVERT ZR4T, IR JE S M) A5 o g BUA TR &l (B4
A 0] 20 B ) I B AR B F BuAR I A 2R B0 K e e ) 0 m] DL RV E 24 22 Pl 4 32 1) 3k - X
LRI RE T AR J7E (B, e S E LR :No . 4,522, 81191 BTk (1)) il 4% o

[0115]  3& T 45 25 1 0 A0 10 24 1) 1] 57 & A A dsk > i) (WL, 1 1, Gennaro (ed.)

Remington:The Science and Practice of Pharmacy,20" ed., Lippincott,Williams&

Wilkins (2000) ;Ansel et al.,Pharmaceutical Dosage Forms and Drug Delivery

Systems,7" ed.,Lippincott Williams&Wilkins Publishers (1999) ;Kibbe (ed.)

Handbook of Pharmaceutical Excipients American Pharmaceutical Association,3'

ed. (2000) ; fiRemington’ s Pharmaceutical Principles of Solid Dosage Forms,

Technonic Publishing Co.,Inc.,Lancaster,Pa., (1993)).

[0116]  FREA R AT AL &4, LG 25 il 7], ] LU & oo el #HT a5 T
2B DIRIFIE ) 38 S 1 AR SR IR s on B U 2 4e @SB —AIERIT Y
A EE T AN R TR S SRR R AR R B A G BRI 2 R RE AR
PP RGBT BUG ST IR (B 40, A 35 10 ORI — B BB AL S 1% 5 o H & T8 20/ Bk
T2 =, AR T Il R E &4 R B A RARIRITI 2
TR N R R 2 2

[0117]  FREAR I, $2 (it T e AWM HEA TR 7%, LT IE AW 803 T )
Tk o AE— SR 7 2N, T iR A 0 2% T 0 40 BB 1A 50 o A 86 o 470 1| 4 Y 3
FERIAL AV 2 B A A RIS YR AL S . A8 51— Kt rh, Tk s e T 456
NPRCEIENPRCIG AL A4 4 1 5 465 & BINPRCBUBUENPRCI AL A 1 42 LA B4 i 34 5 %
YERI A o AE X — SRt J7 20, 7 2 A 5 7 126 4100 7 L0 88 4 P A G V3 A7V Bl NI

22
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e

[0118]  Jh it 5, VAN B 2 45 8 K AL & s R BE PR &, P DM 2 M i 7
a0, A EE EANE 7 (AR T R AR KT seAARSHE T DAt Rk K
Heik EREEBUR GO R AT N E . AR, B, 50 BEHERR VL (Trypan Blue
exclusion) A] I T-#E 4MyE 1.8 5 <, A0 A 6 Wy Wi e t2 , R I 40 Bl v 28 v 2 0
S0 M HERR Gkl T T A BE I 4 B WA R B YR S B R TR B S X 4 R
ZL ol it 0 T BT 5 240 P Il A v B A s AT DU D st i i A Al B A
Mo £ E e i e s A .

(01191 0 5E 4 i vi% F3 ) s C BT, a0 , AL TATE , — PPt DNARR A 7)o AL TR IE
i 24 o H G L SR 4 B I 40 B AZ o AL AT E AR D 1 4B B A =R A e SR Je mT BA T
S ENE AN SE AN o FLER B B (LDH) FRPORR ISR s 46 b 445 AN Al A8 1, 3 B wT DA IS
SO ERFINETE RIE IR M AR BENE % 1 BrdU) #4528 & U DNAFE H AT BA AR
TG R FR 10 B FUAR A I o 2 ' G Rl ik 4 33258 R 1ICDNAF: H r] L T 52 = 41 i pd 14 5E
(R ML) o R RR O B RS IR Sh R HIME WV Ik ls (CFSEBLCFDA-SE) [¥) /&
=B N Rede g i o 24t (B, i A0 < MeEAR T T AR AN EUAR I o -2 K
A ED (T-AAD) /& 22 HDNAT S G TE R 20 1) 2 i AR, 3 B AT LARRAIL 4 i 73 522 40y
g o, A .

[0120]  ffy 5 0 e 38 20 110 4 S e R, 8, P - 0EF, 4B N B S 40 I i) 3 & B
DNA, F£5 7% F T30 5 40 B ) 355 o St IR0 L e AR AT IR 48 C'Cr) (=
5E B TS 77 .

[0121] 52 A TS T 00 KOG EARBFE, It Cel 1Ti ter-Glo R JGIIAH Mg 770 %€ V%
(Promega , 22 1 idh , Ui FE B M) o BT AFERIATP (& RS TR A M &

[0122] AT+ 7 52 40 B3 7/ R0 40 1) B8 1 5 DA K IR B e o AR R B AL S 1) 0 40 i 34
BTG P R P s 7 e A L 9, 40 35 Bio trak ELISA (Amersham Biosciences
B R BT, BrE i) sGuava ViaCount™5EiZ: , FL T 98 Y6 il I 22 A RS AR (G BRI 1)
YT BORE F7905E (Guava Technologies, SR, i) ; CyQUANT® 4 Jfa 195 il 52
W& Molecular Probes,Inc., T4, X M) s FiCy toLux#s M7 & (PerkinElmer
Life Sciences Inc., ¥+, 5% ZEN) .DELFIA ®f M7 & (PerkinElmer Life
Sciences Inc. -1, Sy i ZE M) AT A8 HIIS (8] 23952 D't I 5 40 e 364 B 1 AN 7
Quantos I H 3 B I 5 A2 WU oK [ SAEANAR (Stratagene, HZEE, NN (RIDNAYLRLE &
VIR e Y6 3T 90K Mo Cel1Titer—Glodl v F74 I & FH T I =40 Moys S R 6k
M (Promega, ZZidiidh, BT HEE M) o

[0123] R “Befl” /£ 2% i &4 (a0, BAA T VR TR I JERAE - BIOB 908 1036 14 1) 4R
SR P A MR EER BRI S R B, 2 IR A A E S 1 Sk
Z ) BB A 2 i AH B AR o ELREAE LA P ) B A S it 491 & 25 5 BINPR . [R] 4 AH B A FH
() B ARSI B 2 xS AR T 4, F a4+ ol RAE T 235 1) sedk R ik, 41
WA KA, 5 RV 2L A4S & BN, BL e izt 5 A
Tl (i, 5244) , iz i Ag o kA T4 .

[0124]  OR3E “fL387 A& Je HaB kAR A2 AR O] B4l A, FF 48 AT PR E &0

23
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5, BCE A E EE R YK ARIELE S HIG AT R, ARG PR AS AE A T AT
AT B, BLFEAS SCHTR DA B ARGk h TN 5 Mg ik
[0125] 4% REAC R B, iR $2 4t 1 il 4 A R B A B R 7 i AR — N S2TiE 7R, A
FEAE FHYmiL AL SRR A TG E AL S AE RV BT gmbd i) A EWRIE K N 771
F4HHE, DL AT M EE AL I Al i - B Ak AL 59
[0126]  [Rt, Wt T AR SCHTR R AR K H AW 18 E 400 /£ BAR S 77 X
i, B R 0 LA A BN M I B PR AR S 2 P AL A 0% BREE ALY 18 40 i 3Rk 1%
aEw.
[0127]  BrAE A 8 X, B MASCHAT BT A BARMBLZRER AR S LEERKRRAW
J (AT I S R AR O BRI A - ARSI BR SR [R T A SCHER I T VR A R T
DA TS B B B8 A R W AH AR SCHEIR T A3 107 1AM KL
[0128]  Fr A AW« & F].Genbank & 53t 5 FIA 5| I H© &% ik @il S %D H#
EFEN AL REE DL, LA UL B 45 (L4858 ) i
[0129] A SCET A, A “— (@) 7 “—A (an) "L BFERECY R AR 1R X
T BRI o DRI L SR B U A A7 BT BB B RE 2 A KBRS
W, CAJAR B YT BRI ARG 2 AN RIS (1) 3 R P I OSSR T BT A S
[0130]  WiARSCHT A, BT A S0 B A 3 0 1 Y T PN A 3 B A B TR 0K RS R BA
T AR 1 43 BB ] A 1 R N B e 5 Y T B B AE B TR SC S B UL R, 9
e LI JE 850 , A FHE G [ WA AT (B 6 [ B 2 X AL 4R, 1 18,9, 10, 11,12,
13.14.15.16.17, 18.19.20.21.22.23.24.25.26.27.28.29,30%5%%
[0131] Ak B I & 2 i A8 SOl T E 0 B ok ARV 252t 77 S AR Ak
HF S LA A RE XA 1 Sty X, Horh R B 1 R R A BB A B HERR Wi B R Ty
LGB TR R B b R b, RS AR R B — A DA R B A FE A1)
77 I AR AR AE A R B o (1) 7 T I AR A
[0132]  CLAFEIR T AR [ — L5 )7 30 SR, BLER MR 2, mT BAE AT &P i A
It 5 A B PR ARG R R o DAL, DA St B AR U PR T AN 2 PR T AEASOR 2 3R Hh A () A
RIS o 9 fn, T i ) S E PR VR R S KR TR T R R T DA R T AR
BB B PE R BN 57k . X IR B PRI 2 2 FE T A A PR AR R B, i A2 St —
FBC T FE T DA A A AR R IR (R Ak B 2EL 93 DA A R AR R B IR 7 %
(01331 [RIiH, A SCHIAIF 78 AN L A 388 i Ay LAt SR ) A i I DA e AR R BR () Ix P AR 2R, 43T
AN SN KNG A B IAE A B R IR R S TR AN P& N AR SR
(R BH DA B AE TR SCH BIRCRI B SR 5Kk G 2 P o 4, 75 BN B s 59 7 4610 P I ) A —
FE LR, AR AL SRR~ 1 ) IRERAR
[0134] A ST Hfs B R AR AR SE A5, S e £ < BH I A A U B A R} o ARSTTEEE AR 17
PN R BN T it T2 R IR 2 o R AR S, 35 ELZE S AT B s B R AR A2
ARRR Hl P B e AT B B AR SRR, AR AR SURE AN ] AR B A AT
AR —A AL T Ui .

S it 1]

St 51

24



CN 108653715 A w Bg B 922/29 T

[0135] AR S it 4516 0 ] & AL LR~ B0 22 PP B IR B 1 ol BRSSO 0 — T i

[0136]  HHERFIIK I BE AT A2 6 il B AR T s B sl W W A = A2 Ik e B, il 4, Jd ek
158 PG AL TR 85 A 1, I BGAE HH R 8 R R IR R IR B A7 i 2 s 1 Jon, AT 7 AR IR A B
F— PRI TNEY B TT 1 E R EOR B HE R I8 b 1z A0 S 1 B DA 1 4 B R
- FNTE F AN, AL A i HeLa gl HB Bk Cos Al B WA B o IX A1 1 T4l i m] 2
AR R B, B, BEEDUE (S0, ,Whitlow et al.,In:Methods:A Companion

to Methods in Enzymology 2:97 (1991) ,Bird et al.,Science 242:423(1988) ; f13E[H
LR54,946,778) A, 3 A& KRR il P9 VRS Ak Zm A B AL A 901 DNA, I 43 15 2R
A B VRO HAE N T TR & mbd I IR S 40 iR Bk . 55— M a @ AR
W Rt 5 A HRE U B (PCR) 43 B AN 34w 05 HH 28 2 JIK F BXIDNA v Bt o R 58 DNA F B 11
BRI B PCRAYIIS 5143 5% .
[0137]  FEJIRAY il 45, AR AR ) il ] LA A A b R AR 7 3%, W S 1 IR
NS H GE &) B2 AR FIPCRIFEA . E M5 A [Carter et al.,Nucl.Acids
Res.,13:4331(1986) ;Zoller et al.,Nucl.Acids Res., 10:6487 (1987) ].& x4
[Wells et al.,Gene,34:315(1985) 1 . [R#|E#EFEHE A [Wells et al.,
Philos.Trans.R.Soc.London SerA,317:415(1986) 1B H'& . A0 A AT LAZE 7 & AU DNA
EEERL = A A AARDNA

SEZ it 4512
[0138] ARSI R IR T A LR 5 (YL R PR 461 1 1 Ik B VR YRR £ - A Sl i
1] 3 045 FH T 5 PO I 35 B PR 1 2 T 40 M () s U PR 9 B
(01391 A i Jlit i 4 . (HPAC) ZH i F ATCCIRTS FFAE & 2. bmM7S  ZABEN% « 2mg /mL I Jik &
. Hug/mLEEE A L Ing/mL EGF GRIZAKRE ) N5 % FBS (In4- i) Mk /R i R
A% IR BE 3528 SHam[CF12 859558 OME-F12) (1:1) o B5H . 035 =737 C R, 7E100%
IR EAAP5%CO 25 3% R 40 M ST IR LA, IR Sh 22 b #hoK
(PBS) 3234k , I F R R R /E =08 N AR FE5 738 F LOm 1 B3 32 5 AP iR b st e (1 g Ak 28
() 3 T H B AR AR TR TS J735 1 =95% .
[0140]  100uL¥EF=FEH 2310, 00040 H J5CE T 96 F LR I REANFL R FF 35 Fd AR A
LR AR AR R-15-F M E R (RSSCAGAALSPLGAC) 5 il & & - 15— 451 & IR
(PNEEAGAALSPLPEV) ; TH& -8 224 % (AGALSPL) ;C-ANP4-23 (RSSCFGGRIDRIGAC) 1, VDL
(EVVPPQVLSEPNEEAGAALSPLPEVPPWTGEVSPAQR) oK i il 7EPBSHR I TC B 1ok UE o 5 Ik A R 22
Y R 3L B DL BB K E 0 1.0.3, 0.1.0.03F10. 01uMs B IR AESAN B 5 AL IR o
BFRMAE3TC T E BAMEI48/ N
[0141]  ffi f{Calbiochem?) W) (1) B IE 40 M 35 006 (H 55 QIAL27) W2 UM i vs 77
AL A Ful Calbiochem” @) WA FFEAE 37CFE FHAMAL. 5/0m) o fF
Molecular Devices Thermomax]EEFn{ i HX450nmAb [ )24 %5 5 o iZ MR AR AR s TR 1T
(RARCILEHAMUEE A MIFAEZS ) L RP TR, I LEE 7 2UR TR LRTE 2.

RK1.96FLIR L A B

BR1
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S 613
[0142] X ANsRiEBIHER T BA G 03 AT e I e op R FE DhRE AR ~F I &R BR Y
FRIGTE T GRITD) XA Lt R 7 HA TR A VS TR AR~ 038 72 1 B 7~ 491 Pk
IR 731 (RIV) .
FIT1

[0143]  FRITTH A7 B 155 21 %] RLAR ST (Y 5 P AR JE 1 - A8 Al 2k 1 — 8 [ RN i A ) £R
SRR GRS, B, RA . (15) FLALL;  (16) G.K; (17)N.S.G L A; (18) /-4 ; (19) L.M;
(20) S\D\R; (21) FEAT 5 (22) T Lo Ak 1-8r R M IR R IR A ) 2 B PR 0 , 49 4, Wk L
K E S AER MR B AL R iR 2, AEBK MR (BoEPEBR K M) FR A s k283, 3F
BRI R BB A /N MEE (0-26k 58, HA3FIANELIGI) Btk s R4, ARk Ak 5 ik
B 5, KR AR YRR AR S A BOIE R iR A s TR L6 , A PRI AL i T AT B A s AN
WIS, KPR AR PER SAE S PR BUIR IR R 2L

[0144]  Rp'5 “BRAEL, kAR 27 55, 7R il B B B AR A AL IR AR 1% R BRI R K 85K
& (8-mer) o Vi M AT LA I 1 A SO Fr R BB AR AT AR N 5 SN il e v 2 2R )
1 B 3B 5 VR R o AR, FUASAE R IV B K AT DAL LR < (R 228 P I IR R K B
) —34 .SEQ 1D5 5 k% H MHFH

*1IV
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MR R C N ZAVH U T~ M SO A MR NS A M ZAUNOU N~ O SO A

nmOArnApgwwOyunDruuApgnAQrynidrunArnguerunlerundEn O un

A E S EEE AN S Ad A EEEEE NSl R EZEEE3 a0

AEZAUVHROUD- M ZU0RAuHER > A ZR0H0U0E—~AMZURAERNHZ > A4x Z

ZHDACZBUOHALZ®nO-LCZoOdCZn0 A4 Zn0ddZzZnDdZnDaddzn <

DOVOLOUUVOVLONMMEMMMMMMMODODOOUOLOUOOOUMMMMMMMMMXMMODOOOO

C S G N M SN < T A < M SN S0 CUN S < < 3 < T S 6 TR LN S S R R R R o o R R R i R R o R o iR T P T

: ; i 3 > on i)
—amTnerea ST NOTN e mandGen
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31
32
33

34
35
36
37

38
39

28
29
40
41
42
43
44
45

28



26/29

B B

i\

CN 108653715 A

e o T e e e e e o e T e e e o i ot S S S S

e e RS E TR S B S G S . B S S EOMIND B A S S S [ G S [ B S (DU S S [ U U P s N P (0 [ G

AN ZAUROON = I SORANHEM P LM ZAVBOU I~ A SORAARE NP LAY ZALD

ApwmiOruniDgudrupuunddOunignArrunruruiunignuygnAen Qa0 s

5535344234333 35 2040233358324 d3333522d1Aa353533 412423

AUMOUD~ I SO E AN N AN ZOE MO0 I~ A SO LR A ZAUROU T — ¥

ZHaQ A ZB0-HCZRn0d e Zunld<Zinl<dZrnllddZundd<Zndad<ZzuelAdCZundl<Z

COVLDUMMMMUMMMMMMYOOOUOUOLLDOOUUMMMMMMMMAMMODUODORQOODODOLUOMMMMMM

S P U S [ O [ P S G (PG . GO0 SO S S GO S S < 0 30 S0 S SO S0 S < T S SO O ol R R O oo o

50
51
52
53
54
55
56
57
58
59
60
70
74
73
76
77
79
80
82
89
90

46
47
48
49
61
62
63
64
65
66
67
68
69
71
72
73
78
31
&3
84
35
86
87
88
91
92
92
94
95
96
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97
98
99
100
101
102
103
104
105
106
107
108
109
110
111
112
113
114
115
116
117
118
119
120 +

[0145] 31X L7481 P 1) o (10 B A 0% B 248 P S 50 3% MR T CAFEAR A, B AR DL B A o A 1%
QTSI il 5] 1 B4 BT I ) 2 T 0 M ) A I s v R N v AT A

St 5114
[0146] A S it 49140, 435 A2 T 200 J 1) 4 5 70 40 B B9 5L PR %) 5 — PO B PR D 0 S V2 TR A
[0147] #5357 A OF 5L 40 i, FHAR 48 AT IR 1 7 500 IR AT Wik [Vesely,et al,Cancer
Ther.5:97-104 (2007) ] o QAT [ B i A3 VR IR 2 R ENEAZ AT (BrdU) 5 AN 51 598 41 i DA
TR A& 5 T HIDNAS Rl A S 4 3958 1 12 4. [Vesely,D.L.Eur J Clin Invest.38(8)
562: (2008) A Z2E k] .BrdU K H INA4E JE M £ ZETBD Bioscience.BrdU5
LML 5K 2R VDL — 53724/ 2 J5 , B 7R3 A IR I 0L S Br 97 24/ 2 5
(B, XPHR) 76 40 Mg 35 2 o 1 OuMZC IR FE R Brd UBS I N 45438, 3X J2 4R okl T4 JHa 3847 1)
X BB A A S R B ) o S A 5 G0 AR T R AR R B IR BRI N N AE 247N A 3 25 H A T
P Sy 40 e £ E o

S it 115
[0148] A< i 45140, 4 PUNEC ANPs S NPRIK) S8 A1 AR A PR AR AR R 3R S
[0149]  RUE A5 BBk 7216 B R 48, (H FRIUNP () A X %% 745 5NPRs Y 4545 & 1A 5%
[Vesely,D.L.,Eur J Clin Invest.38(8)562: (2008) ML (¥ 2% SCiik] . 1, W53
ANPLEL CNPAT 58 551 1) 4% 77, iX 5 ANPZENPRA I NPRCAL ) 55 /51 ) 45 & 5% A1 77 , T CNPEL BNP A 5
B %L 77, 1% 5CNP I HLAENPRCAL LA EEBNPRE = 45 & 55 & /71— 5 [Vesely,D.L. ,Bur J
Clin Invest.38(8)562: (2008) AKX 22 k] .
[0150]  FIEh ik 5% (ANPBNP . CNP) [ 52 #43% $E M , F FH R Suga S5 BT A 1 R VR 1 I 2 2%

aoaoaQoarr"AR

S o o il o o6 o e o o ol o o I B oy S-Sl 2
R T i T e sl T o= T S S SR g SR

PHOQmZrprQuzrprOnzZzrErruZeEron
HOQE RO~ I OoO0onOUZepaddddumyn g
EEEEECPORrEEREEREREC OO DNEEEER
nmnRUwnwrBrJurRduwRmurmdundgdudgnxy
ToOoOmOdZAEp s EHnvHOL AN~ I O0
alalsieleiclclelioislializsialalolialalclat ol el ol ol o

AARARAARAARQQOQO
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i [Suga,et al.,Endocrinol.130:229-239 (1992) ].C- =24k {45 & 55 M A1 (0 HE 4 7k i
UGS A4 9 5 T- M ) D0 52 VR R 35 o TR IR, X1 INPRCZ SEIINPRs R 45 65K & 3] LA
NG PR R AF i r o

Skt fl6
(01511 ACSL i il 15 H A (R AT ) 22 P ) IR B S ) A
[0152] LIP3 i3 P 1) RS AU ) SCIR AL £ e DM 5 P T 4 3B 4 ) 3 P (i, &

Tt 1 A4) BRARIN E FTNPRES S P (B4, SKHE B 5) , I om AT 455 TR o ST ) IR A
FLfE:

SE it 4517

[0153]

ARSI 51 B 475 e B PR S XSRS o5 M) AREAZ I 25 253878 IR
[0154]

Sf TS A2, ] DL 5 A 10, 022 A AR 3 Eh KA A7 . O 5 (1) I 1

31
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T EpH=T7. 4R Hl 2V EFHR - AT L RMR A 70 T 5 i i JH : — kg, S H — K, Fraed
Ko
[0155] % T4 2y, Al LA I ;7 50 1000 . 02 A B8 #h /KA WH1400. 022 5 sE
Ji 151 A R 1 3 A pH= 7 . 4R il & B0 K P9 B B 2 o AT L TR EE 258 JT Y B - — /)
I A, B H IR 824 T
[0156]  XfTIELL4n 24, il 42 J NS4 24, n LAd s & s 77 A 11000, 0224
HER K IE R AN400 . 022 ve (AR T RpH="7. 4K H| & AT S WIS WVesely ,D.L. , In
vivo 21:445-452(2007) HF [ HEA, BF B AN W3R DA & I 8] AR 434 45 - FAE
N FF ST R REAAT N T F R oA 5y, B H =R KIA8 .

S 6118
[0157] RSl 0 F5AF A AR AME R R G B IRNPAL A 7EIE T AL I Ips i A 98 v 1 3
PRI 5T A
[0158] AR L2 [ R 4 e (ARPE-19) W FIATCCIHF MR PE AL R 1Y) Ui B S 927610 %6 FBS
[\JDMEM-F12 G4 e pp B4R AN 6L E R TR 2. 4B K2 transwel 1 H
(Corningaa]) , HHEHAKEILAE.2-3 JJE, WaTFrid i HEASTX2H # (World
Precision Instruments (SRS EE AC#%) ) (1 1 57 HE Fs FELBE 2% (EVOM) I 5 125 R 40 i J2 1)
J& (% F Rz BH,TEER) [Ablonczy,Z.,Crosson,C.E.Exp Eye Res 85:762(2007) 1. ]
VEGF (10ng/m1) &b R 40 i B ACRA 77 , 455475 & A AEAMD (Bl 1) BIRPEJZ IO B IR o [R] ) 5 FHANP
(LuM) &b M| Jak S5 VEGF IR AE FH o« B INPAL A& MRl AR ANPBEAT VPA , DL 58 7EAMD H 1) 7%
Yo

St 6119
[0159] 2t 5] A, RG A FH i U5 sh AR R 45 S RNPAL S AE IR T AL JIEL99 JiE AT 9 v
(35 PRI BIF AT [ 534 [Noda , K. ,Nakazawa,T.et al,FASEB J; 22:2928 (2000) ]
[0160] At L EL AT 2R BT 0K Rt DA S i A E N S i BOGE R T, 72304 (i
W/ ECK BR) TR A ONV BRI i BB TLNB0E 4% B0 G40 45 5 AL 1) SR T
R AR Bruch il B 24 o OB 305 fa-E %, ONVIR BRI T m] DA SR 4B T 4 2 i IR )i A A
FEJR AL AT I &, BRAE K &S B vh U= o B 1R B0 2 ONV I B ) 3k 77 2 B AR B 1) K
/N,

St 6110
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