[aa)

CN 101686965

(19) e AR EFNE ERFIR =G

(12) ZBREF|

(10) F &S CN 101686965 B
(45) 1A EH 2014, 09. 17

(21) IS 200880015813. 0
(22) HiEH 2008.03. 14

(30) LFEAEL R
0704932. 3 2007. 03. 14 GB
60/894, 752 2007.03. 14 US

(85) PCTEPBRERIBHNERMEL B
2009. 11. 12

(86) PCT[E BRERIEHY R IR EIE
PCT/GB2008/050180 2008. 03. 14

(87) PCTEBRERIBEHI A T E0i
W02008/110846 EN 2008. 09. 18

(73) RN Bl HTRF e iy 7 A7 BR A )
b2kl Sl [
BN FRIERT T 2 5
FEAERT SR B BR 2 )

(T2) KBAA S« J < ALfEHFTE D« C« B
Me SREZEH U Ko Mo MK H

(74) TRURIRNA F HLACH (FI6) AIRA
" 72001

IS

i

KEA

(51) Int. CI.
AGIK 31/415(2006. 01)
CO7D 231/12(2006. 01)
CO7D 301,00 (2006. 01)
A61P 35/00(2006. 01)

(56) X b3 4
CN 1922148 A, 2007. 02. 28,
WO 2005061463 A1, 2005. 07. 07,
WO 2006136821 A1, 2006. 12. 28,
WO 2006136837 A2, 2006. 12. 28,

HER Pl

p2lil

BN ZRA200 R 45501T

(54) % PAR&FR

=

& S)-2-=" £ -1-(4- " K
) -1-[4- (1H- nfkMe —4- 3 ) - RF |- ZEAEN
R AEE R A S
COEES

AEREMEAE (D2- 2 -1-(4- & - F
F)-1-[4-(1H-nk M -4~ L )- 2k K |- 2 7
M &Y, P ZAEWEALALNE B2 A
B (45 - FE)-1-[4- (IH- e —4- 3L) - 2%
E1-CB, RFZAEWEAH S M R X
B S A4 R IR S, Eedr (S) X B S b 1 o O
W, REHLERMML (S)2-FE-1-4-& - %K
FE)-1-[4- (1H- ntbpg —4- 35 ) - 285 |- SRR
B 7% T R 0 2 e T AR R ) o I e ] 4R R
HIT



CN 101686965 B W F OE Kk P 1/2 7

L AE (S)2- 20k —1-(4- 5 - 2158 ) —1-[4- (WH-nib e —4— 55 ) — 2R - SRR 2
ol 2B A AL A L % H T BT s 7t 3R e B A 3 R0 BOWAE I 254 Y
Hl3g, erh Frid A WA T (R) 2- 23k —1- (4= Gl - Fk3E ) —1-[4- (TH- Mg M —4- 2 ) - 5%
1= Ol BB TR AW EA (S M R) MR EARRTRESY, Horb (S) X Bk
DUF s v i3 SE A 6 A S JBUJRE < 8  SPLRR e < O SR8 R 45 it (R TR

2. A (S)2- 23 —1- (4= & - 2KFE ) —1-[4- (1H- ntbme —4- 35 ) - 2K3E 1- ZWEA Bk
s BRI AL W AE 5 AT B 8677 i B2 e A A 50 SO IE (19 25 1
Hlige, e Brid A MHEAATE (R) 2- BAE -1-(4- Gl - 2R 5L ) —1-[4- (TH- mpmg —4- 3 ) - 3%
51— O, SE TR HEWEH (S M R) X W ARNREY), Hoh () Xl 4
DL, BT i sSOWTRE At 10k B AL U 1 e S LR DN SR AN &5 e (R TR

3. A (S)2- & dk —1-(4- & - I ) -1-[4- (IH- b wy —4- 35 ) - 2R3 1- SR
Il R S A B DE ) 2% T P B 7 B ROCK <3¢ R B0 i 1R 2540 P 11
&, o ik A S EAAT (R) 2- &3k —1-(4- A - K35 ) —1-[4- (1H- e —4- % ) - 5%
51 O, TR AEMER (S) M R) AW RRNEEY, o (S) Xfm s L
DL, BT i SOVRE A& LE B AR e I TR B8 LIRS - B ST A 45 i ed (A e i o

4. B8 (S)2- Z A -1-(4- & - I ) -1-[4- (LH- mbmg —4- 3% ) - 2858 1- S
2 i B L R SR 45 WL il 2 R T TR B0A 77 AR 1 B pT0S6K A R i BUIE
25 rb i A3, e iR A S HEA AT (R) 2- & H -1-(4- & - 2R3 ) —1-[4- (1H- it
W —4- 3k ) - FR3E ] O, SCE TR G AT (S) M (R) BRI ARRITR G, et (S)
X RS AL A 7 D, BT R SO IE A2 328 1) AR TR e L B B SRS R 4 i e )

B BUM EE SR 1-4 0 AF — T AT 3, o & /075 % 1 2- A A -1-(4- - K
B ) —1-[4- (1H- MEme —4- 3 ) - 2R3 1 SR B et #2028 (S) Xt .

6. BUA R 1-4 AE— T AT g, P 2- Bk —1-(4- G0 - 2R ) —1-[4- (TH- it
W —4- J ) - ZREL - SRR B e A A RAT 220 80 %6 W MRS A (AL

7. BUREEK 6 I A3, b 2- U —1- (4 G - 3R ) —1-[4- (TH- nib e —4- 2 ) - 3¢
B ]- LRI B O E A A RAT 2D 85 %6 X WL F M AL

8. BUAIER 6 (¥ flad, Forp 2- Gk —1-(4- G - 2R3 ) —1-[4- (1H- miE M —4- 3 ) - 5%
B ]- LI B s A RAT 22D 98 %6 MRS A ARl

9. BURIEK 6 ¥ flag, Horp 2- G —1-(4- G - 2R3 ) —1-[4- (1= mip Mg —4- 3 ) - 5%
B ]- LI B s A A RAT 2D 99 %6 MRS A AR

10. BUA ESR 1-4 H AR — TR A 3g, Forb 2270 99.9 % 19 2- & 2k -1-(4- S - &
B ) —1-[4- (1H- AE Mg —4- 3 ) - 23k - B2 (S) XA E .

UL AR EESR 1-4 WP AR — TR T 3, Herp 26K B3 (R -2- |5 -1-(4- | - &
B ) —1-[4- (IH- AE Mg —4- 35 ) - 2938 |- ZRFLE T ED.

12, BOREESR 1-4 AT T 3E, o (S) —2- &8 —1- (4- S - 293k ) —1-[4- (TH- it
Mg —4- 3L ) - I - SRR B

13, BOREESR 1-4 AR — T g, o (S) —2- &k —1- (4= 3 - 5k ) —1-[4- (TH- it
W —4- 3 ) - IR3E - SR ERIRE N L R T 5

2
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14, BUMEESR 1-4 AT Al i, Horh (Sr) —2- 200k —1- (4- 5 - 2R3 ) —1-[4- (1H- it
Mg —4- 5L ) - ZR5L |- Ll S IR R B
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8% 8)-2-amE -1-(4- FFE ) -1-[4-(1H-
W -4- K )-FE |- CEBREARBHBERATTRESY

[0001] A% B3 Ko 30 1 15 25 (1 S48 B (PKB) « 8% (1 4% A (PKA) « ROCK i 5 p70S6K
AR ME S A L M) 57 3 — e R BEAL A BT IR B AR VR TT BRI IR A S
I BCIE P B DL S B s S A A . SE B AR, AR B K 2- &
5 1= (4= 8- 2R3 ) —1-[4- (1H- mb g —4- 26 ) - 2K ]- SRR B — X B S R A4 L & 1200
e S KA AR T 25 W 20 65 ) e L4 97 P e B L T 48 3 v R (v m 1 ) A

[0002] K&

[0003] 4 [ B A I A 5 ) B AH OC IR g 1) K R0 IX e g AE 4 e P £ SR i il 2 MR 5
% 5 B2 (Hardie, G. F1 Hanks, S. (1995) The ProteinKinase Facts Book.I and II,
Academic Press, San Diego, CA) . I ¥4 1X LU 12 A1 1A% 2 i R A0 IR IR ) ) 2R TR ) 28
BIEANFE (FlnEE -BAR E0 - 27208/ AR JERE). Ce¥EsEwEsS
1K L6 5K R (1) B — AN AR R ) e A 4K (9] 4 Hanks, S. K., Hunter, T., FASEB J.,
9 :576-596 (1995) ;Knighton %, Science, 253 :407-414(1991) ;Hiles %, Cell, 70 :
419-429(1992) ;Kunz %%, Cell, 73 :585-596 (1993) ;Garcia-Bustos %%, EMBO J.,13:
2352-2361 (1994) ) .

[0004] & B AT e AR HLEEERAE . IX L HLEE ARG 4 5 G Bk I E e S
RN S - A EAEN S - B EEH M & - 2% F R EAE
o BANER P RT 52 20— DL EHLHIR 875

[0005]  JHA I o A RS A BN AR ) LR 2 AN FE A R, BREEAR T
BT A AR T R B S BRI E SR R . XA R T/
KVER, nT A # el A L (AR Thie . BRE I OB IR AL i Y 2 P4 B AME S (IR
PRI T AR AN A IRl 155 ) S 41 B B B 2R R B EIOE IR AR T R AR . BT 1 B 1
A5 S @A P E AR BOE B ( Rk ) W anACu i U S 15 2 0k i e
HREAVE TEESE TR R T . BT EARA R Z B E G S S A%
PP Je 22 B, ELRE W JE Ve AR RNV / RN | Ho 58 FR G o R IE AR R 22 R
S 3593 AP E LA B 1A A2 il o

[0006] A i T B P R4 MUAE T R B A AL IR, E R A TR EN 4. 1%
REFRAE MG A KR BT 17 B, A 15 4 R 4 4y BE 68 EAT S I I AR PR B 23 R T B
FAIC o 7 27 2E K A0 A R Y € PRI IS DR 24 S M T, S ok A Ty B i Mt 3R dE
PE40 M A K, A7 A0 8T AN 51, DNA 3405 RS R 41 5e 3 R I A2 37 25 W o %
PEIX OGRS HE 1 57 0 10 e S P )Tk e 40 i (1) AR K F R P AR R . i SR i sl
ANBETF RS ST, W E 45040 40 B 5 | A0 M 0 T, DA T 3 B SR P R B iR S 452 o i 4l B AE L et ik
DNA P S B 1 2 578 R R BEL I o 5 3 D A IR DL 23 2 BT K 2 HUM e A 1 97 5 |
RAMPET LR — DAL FE PRI R 1E LA §E R F0m 4 i,
F H gmbs B () G AR B DNA 4R 22 5. PR, Pk SR SE (2 00 T 15 5 B 0 AN 52 1 15 1
TEE1E T IR YT RIE BRI 5 | 0 B 771
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[0007] PKB

[ooog]  KHALLRCLAIERE T3, 10 & B RN B IR L LR 3— s (PI3K) \PDK1 A1 PKB 45 (1]
555 S@e, A 2 g R A SR E BT RE T s iE V. A KEHER, %
ARV 2 A K R SRS 40 3 1 1) B B AR AR o PT3K SR KT R 45 o A KRN
PRI (01 EGF PDGF) 03, il i 7 AL SR B IR BRI 5 S NG 5T O ies,
FE I PDK L FIEE 0 B (PKB) (ZRFR Akt) UG AL. IXPETE T4 A 2 s ar v, 3 i 7
A5 P RZ 40 DA R T e o PKB A2 B 45 F 505 N g PH &5 RS C ity 1 1 Sk —
R 2R / A BRI . B PKB, (aktl) AXEH7E Thr 308 # PDK1 B§RAL, 7E Ser 473
B ‘PDK2” BEFRAL, HAT— M Ak PDK2 HFE A8 2% (rapamycin) 48 (TOR) Mg M HAH G H
[ rictor 41p. ARG EH 75 BRI 2E P A7 a8 ERET B IR AL, [RIE PIP3 55 PH £ 4435k
Z AT B A A LUK R e 0 T T T e o T A g LA e A 1 7 N3 I

[0009]  AFFTE W] &/ 10 FiEKEAE Ser 473 SR 1E ], Hodh RS2 A IE S AL & i
(MAP) AL 8 NS —2 (MK2) EEBEEE 1 ORI (TLK) \p38 MAP Il - £ 1 il
Ca (PKCa ) PKCB NIMA #HCHHE -6 (NEK6) i L2374 B A2 22 48 (mTOR) A #i XUBE DNA [
HEFAGE (ONK-PK) FIL5 R0 - B4 M E Y k5% (ATM) ZEF ). W3R M EEE R,
A E] DS FH 2 A R 40T PKB R3S 4k . PKB 158 4% A 5 (R N 7E M S AT B
1k, Rl PIP3 5 PH G54 32 [A) 75 2 4t LA Bl o 72 Ui e B T A g DA e DL i) 7 =X
AR . miE AP RIRIE T PH S5 M358 78 . (E38 0 I 2540 A 2 AR ) 2o
P T AKT1 25 N I@RE ) B R FFUESE T Akt (%) E17K S8 W EUE# )1 fELL T
E % E i RAE <61 BIFLIYE S 54 (8% ) 51 Blgs i E e 315 (6% ) 150 {5 B &L
i (2% ) 1 1] (Nature 448,439-444 (2007 4E 7 H 26 H ) | doi :10. 1038/nature05933 ;
2007 4F 3 H 8 Hlcka ;2007 4F 5 H 11 HE4H ;2007 4E 7 H 4 HAEL K%, A transforming
mutation in the pleckstrin homology domain of AKTlin cancer ( JEEHET AKT1 If/)Miz
I C IR R R &S MR AL 548 )

[0010]  I5cdlr, A WF T IE PI3K M AL FERT PTK3CA Py 1) 7R 41 g 58 A8 76 45 i B st « 8 it
LIRS « B LI 0 2 2 S B PR b s L (25-40% ) » PTK3CA 28745 2 3558 4, T B o A E JEE
B R A B, TR 28NSl BEth, PIK3CA 8% R B e T/ R s, 57
P T PISK M40k 92 180 , PTK3CA/PTEN 2% S5 Y 2 4 W] 703X S8 JpRg 1) A b B A
F o % PT3 BRI A PTEN 3 53500 (1 Ihid vl 4E F5 PKB K5 AL /E L, BRI K AT BEXT PKA/PKB
PR 14 FH AR AN B B 481

[0011] 54k PKB Uk 1M i€ e BEAR A7 90 S MY I — R AR B R AL . BRI VA 2 3R
M7 HEFTE 15T T PKB AR A7 35 S N IR L, {H R B AT — 2858 AR AR A T A
 BAD FUBER 2R 1 9 (R ER AL FIBEAL 5 240 M % P HEBR 1) FKHR %553 3L % R
(Forkhead transcription factor) FJMRRAL DL A 1k 205 i i LIl i B i PR AL A# Nf x B
B

[0012] [ PKB 342 [P0 IR T FHAR A7 38 AE T LLAL, 12 B A 1 12 0k 40 ffw 38 5 b k45 o5 B4R
i o 3R AT BE PR 35 TR A SR, — R b — 2 p2 1 9P (g 4 i e 441
T A S T 1) ) R R A A AL LA B, mTOR R AL R A 5 1% mTOR & —Ffd2 il 40
KIS AR KRR SR T P 1 e
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[0013] {5 A It AL I 2= Ml P AR A0 1 ol RIS PTEN S DB 1) g Dk 8 11, ‘2 B A
VAT PI3K/PKB 135272 HIAE F o 7T LU PTEN & A 2R ifg 547 5 36 380 1) #E bR 2 — [ 0 ¢
g5 AW PI3K/PKB IR 42 A0 IR A AE TR I B2, U FE ~ 50 % B LA R 298 (Guldberg
45,1997, CancerResearch 57,3660-3663) UL & 7& Wi HH 57 %) IR J% (Cairns %%, 1997
CancerResearch 57,4997) HRIL T IXFHIMERIENISEAR . IX L 2% o GURI L g W 2 45 Rk
AHAZF 22 IR R R AR T3 - A K R AF 35 1 PKB 35 2k 8 1, 07 %403 160 PKB 0 11150 46
AT R RN .

[0014] A 3 PR PIAHCH PKB [FISEAY, B o « B A v (AKTL. AKT2 Fl1 AKT3) , igtf& 241
REW M EGERANFEES IR ALY R E AT TA 48] LU T e 8 R
FH o 40001 2 BRAE 10—40 % U L35 16k ity 7 PKB B i B 6 B i (Bellacosa 2%, 1995,
Int. J. Cancer 64,280-285 ;Cheng 2, 1996,PNAS 93,3636-3641 ;Yuan 2, 2000, Oncogene
19,2324-2330) ;76 N 2K H 9@ AT &) B FUFL IR o, PKBa 4718 (Staal 1987, PNAS 84,
5034-5037 ;Sun 25,2001, Am. J. Pathol. 159, 431-437) ;UL % 7624 [ i AS 4 stk 2L B R T 1)
MRgn e Z2 P RS2 3 PKB v JE RGN (Nakatani 25,1999, J. Biol. Chem. 274, 21528-21532) .
[0015]  PKB @& 2RI 7E IE 22U AR KA 38 AR AR A, ] 72 3 00 40 i Fn 21 2R Dh BE 1 1
AT R P2 BT . R, 5 IR 40 ORI 2 2R AN I B B AR T A 0% 1 RS T] T PKB
ORI G TT T SRAF IR T ai Ak o X IRREAG H) SE ) A2 5 5 30 S i  25 e BI 1 17 40 R A
FE RT3 AT DR 1) S e 4 Rt o 4 20, 7 B 5 R 25 47 1) i % DG B SR B AR BB 7 ()
WFHREE v) BT AREZH R B bk A0 M 25 B0E PL3K/PKB & 4%, FE 40 B3 4 et JoURe 7 1
IR 40 B 5 o A7 o 7 E bR 2 A PR L 92 40 B i S AN 24 1) 1 B B S B A ML R
AT, BOE R s R s LS BUE A E BRSO T , PKB i A2 (e Af E B AEE (R 5
BE o1 308 3o 9 1 40 B AR 1 40 B0 T A G 3 N S 2 B IE R L. A M 2 RS R, B A
5 Goy5eis (B0 22 R AL OGS 28 ) rhme N [ B0 R bk L R B T o A Y b B 47 M
PR IR A0 B AE (G TR 5 — P (AR 2 s AR ) FRIREAE o AR i,
PKB 0] Ay G 2 RS (A 28 YR IT

[0016]  J:rt PKB w] A2 A 1E 3 40 LA AN 4 J L AR G 38 A2 FA7 3 19 e sE )
FEAB AR T2 ik S AERE AL OV LI R /N ER P 1 45

[0017]  FR T AE40 M AE KANAE IS TP A VE T 41, PKB 3848 7630 o R 5 22 47 thi A 2 REA g A 2
YEF . A M\ PKB [ % PKB a F1PKB B HRFAAL/N B A SREUFESE R B, i EH £ 2 B [
GRS PRI, PKB PR IR 550038 w7 70 A A A QU R BE R U A7 D) e RS
P T AR PR A R R BE

[0018] PKA

[0019] {7 cAMP )85 1A (PKA) 2F 15 2 IR MBEIRL N 22 IR / 2% 5 1, &
SV 2 40 R, R A M ARG 0 oA L B T A T DR A SRR s
SEAMRE T FESLBEAL T AN, PKA A2 AL 15 AN TR 1 I 2R A0 R A Ak 7 5 1) PO B
[0020]  PKA 7E/ 35 5% SHM4M ¢ A SEMATA RS R WREREN. B
BC PR (o0 anfidm b 22 ) S ESIRES2 PR I 45 A0S 6 | ARIRZ K (GTP 854 5/KIEEE ) .
GE M o MEIEAHOE AR RS, 454 JF 0 IR 1 IR L B, IR 17 IR P L B 3k 1T ATP 4k
FERIR AMP (cAMP) o L= A1) cAMP 4R Ji5 55 PKA AT W IE 454, SEGE & AL FEfi#

6
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B G5 AR G IR TR TR PRA BIMEAL P BEAE AR B I AR 15 Ao e, F 2 5 e
P B B RAAEH .

[0021] {521, PKA FRJHE A4 SV o Ast i i B2 1 A0 TR Mg O R AL, 122080l 2 5 i IR A Bl ) T 2
A5 T B TR A 670 D7 AR 0 DA R TS B 5 B o PRA IS 380 o {0 S 5 B IR AL O K35 2k 2 51
R ATIKF o PR, PRA S5 PRI TR CRZ 7 500 n] 4 a sl BRI PRA 3G ) AT H TR 97 8K
32 1) L 0 A7 A T 2 AR RE 2 0 A7 Ty RE R0 050 5 49 LB PR A R 9 R JHEE o
[0022]  WFFTILIESE PKA 52 T 403G A RSOl . Anndahl 558 AAEAS H & GY HIV B3
() T 40 s cAMP ZKP-38 I HoE 52 cAMP AU M EE IR RS T 40 1 e SERRURS ) Rk b, BT
T PKA T BUAE HIV A T 40 D) e bt b i wl B4R o AT IS5 Hi 4518, PKA T
AUV AAE G AT Re At HIV RGP gk AT T 40 M D) REREAS I IR R 2 —, ERIHE PKA T ZYW] R
AT RIS (R RS bR (Aandahl, E. M. , Aukrust, P., Skalhegg,B. S., Miller, F.,
Freland, S. S. , Hansson, V. , Taskén, K. Protein kinase A type I antagonist restores
immune responses of T cellsfrom HIV-infected patients( & EEF AT BFEHTHMEF 2
HIV B B8 1 T 4K R s V% ) » FASEB J. 12,855-862(1998)) o

[0023]  PRIEVE A VIR R PKA 175 I 5L R] S 2 7 i A 20 Vs AL

[0024]  [AI 24y PKA A by 15 456 75 40 M 15 oP (9 22 b 1t A EE 20, BT A cAMP 1 53¢ s v 7]
RE T ECH I 90 o i e AR ORI IS B S ) T g | AR B A A N SRR (Stratakis, CAL
Cho—Chung,Y. S. ;Protein Kinase A and humandiseases (&% &8 A 5 AR50 ) . Trends
Endrocri. Metab. 2002, 13,50-52) o £ 2 Bt A KJ 41 b, B AEAT B O 540 L FLIREE AN 45
Jrga B B 4 i b 8¢ 3] PRA 1 3R I8 BRI ) PKA W] RCA YR IT aE i 7 7% (L1, Q. s
Zhu, G-D. ;Current Topics in Medicinal Chemistry,2002,2,939-971),

[0025] A 7 A K9 P PKA VE 11 45 3K 7] 2 L) il Protein Kinase Aand Human
Disease,Constantine A.StratakisZi=%,Annals of the NewYork Academy of Sciences,
% 968 4, 2002, ISBN 1-57331-412-9,

[0026]  ROCK J i

[0027]  ROCK it 5l L5 P > LA A :ROCK T AT ROCK2 -

[0028]  ROCKI. [A] X 1d] :Rho AHICHE FHIAMEF 1. p160 ROCK.P160 ROK.pl160 ROCK-1.&H &
S | (1 Rho AH2CAS IHIU85E . Rho J 1 ROK B .

[0029]  ROCK2. [A] 3 1d] :Rho AHICHE M 2. p164 ROCK.pl64 ROK.pl64 ROCK-2.& A
I 2 1) Rho AHICHE IR € Rho M 2. ROK « .

[0030]  HLHE it R A HE A B S8 A S 40 e TR) RN 40 it — 25 J5T 2 TR)AR B A ZE A4, 45 4 i B
MR e B S AR N R B A 2 s AR AR A N o R 4T T A HURE S 3 2445 H H Rho
GTP B 5 A P .

[0031]  RhoA 30 o Befs S5 TR M B AR AR AT, 280 8 5 AL 4% ROCK i ROCK 1 AT
ROCK2. W] Hi RhoA-GTP &2 &) id i W) B 4H 5 0% ROCK1 A ROCK2 .. ROCK i Jim 4t 2 it i
YR AL, JAESS BRI M D Be S A 2R H - ROCK Y JEA) B0 KR WL ER 9 e e e i 1)
WIEREE A4 &2 (MBS, JRFR MYPTL)  WICEE A VIR ST A Bk e B 42 8% (MLC) « LIM Jifl
HAE S Al FHL o 3X S8 JES ) B PR AL T 05 T 3k £ 3 B Y AR A 2 5 O DAy e A A Lo &1 8 ) 3
) e g it T T B
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[0032]  7E A ZJdiE A HETE S8 AL AR T A0 M e B S B 1 0 ) /N SRR I e A
LS 5P S 1 e BEFE 3 3k A %% 21 RhoA T RhoC B A Rho %% £ [ ROCK1 1 ROCK2
(R RIE T o

[0033] g 2 r) 42 28 A A T X IR 2 S e 4 w2 7 B 68 ) TR 8784k, 3% 2 2 Rho
GTP BRI o JLBHERER e 1 i 4t e i) e ATV BR B Tt a2 20 0 I ML o /s GTP i
Rho 15 5 # 5 N UFIE I ROCK /- S WIERET B 11 Fo5E (MLC2) BERRALIIA T, ki ik
GH7E

[0034]  —f8tiA Jy ROCK JiE 2 515 S 3635 BERI N ) £ i, T8 $2 my LER &% 1 e i)
EER AL SR A G T8 L4 () A5 B0

[0035] 44 Py AIF S ab 3K BH, ROCK ) BAEK 7 2504 I J88 40 Mo 3R 1042 2% . ROCK il 571, 481 2t
Y-27632 B WF-536, &5 4 F T UF S 26 1 i i) — 2L 5

[0036] A5 Hi ROCK F 51 FH TR 7 2 Pl o 1K L0 455 /0 104575993 491) 4 vy 1T s
A8 P R 78 1L o0 ) o oI AR S PR B 78 A MR B s AN B R A AL o R, T LA
st P JOT, )34 T3 FH TG 55 1 S ) RE R0 otk 1 D e R 1 R I e it R v 3 2
A

[0037]  HFHTKEH, ROCK I HA IR Bk, ‘AT HAEIRTT S E RE P59 1
anrp G, 2 R AL T R X HEER Y (Alzheimer’ sdisease) . H 4 £k% (Parkinson’ s
disease) + WLZE A AN 2= A0 0 9 58 PR P2 LA R I 9 E M5 » 491 G 28 AR PR D15 4% ik
T W 28 B RN 28 VE R o AR AP 22 58K i SR, ROCK IR T BE A2 220 FHAERY
H 2590, BEVE SR A RN 2 1k ONS PR A2 R 4l 5 F4% o IR, ROCK 51 7R W] R
T+ ONS i I PR ARG T, Pl ONS S5 ) a8 i pe 4 « S s e ot (b R 40 12k o 437
95 ) WG AR BT 21K % g BRI L e A 8 2 Pk P 5 o 81 A9 ROCK 0 il 51) AR AE 41 o s 5 R 41
MIEHR, R e AT H TR 7 e MR 8 . B, A UEPR R I, A0 #4728 1T, ROCK 41
)00 ) 20 e 2R, TR, e AT VAR B R A AN BN Pt B R AT P . ROCK
FRHIFIE A 9677 19 5 2 /PR R

[0038]  ROCK il F1 Y-27632

[0039] iR 40 Mook Bt 30 = 40 e 2 % B 5 125 40 i IE R R e AR BB L RS X R B D IR /)
GTP M Rho 1 1o 55 1) UL 3y 8 10 40 i 2R R 15 LB BR S 1 e 4 PR R 42 i 40 Bkl B Rz 31
B FE 1R B MM 40 B2 40 o LI 375 4 i Rho S i 0 X, 8 I A4 41 a) Bz 2 2 4l ST 4%
— A TEATTE A Rho [#E 2 #8471 73 B R A B, ROCK S{E md fuh 2 5
75 G RN BRI ) £F 4, I8 i $2 = DUER 2R A R RE M B BR AL A 5P L8 1 45 ik
Yo FZmI0 ROCK )2 MEE PESSAR IR cDNA % 4% MM1 418, T T AU T M3 A1 Rho
R, MR, SRR BB A 1 ROCK RAZRI K HIAFEA Ly g5 TR EBLA,
[0040]  —7#iRE S ROCK #ii5) (Y-27632) BHWTr T Rho /i S HIVLBIER & 175 AL AT X Le 4]
W IR 28V TE o TR, FH Y2 3% 90 3% S5 8 1K — 0 11371 BH 2 PR AN [) 38 K BT B s P 1) MM L
YN ML X L2k B3R B ROCK 76 M8 41 f 2 28 h 5 b A mT D PR A, JF HAESEHAE N
TR AR BN YA T BE R AT BE 2

[0041]  VEGF 155 RhoA 354k, FF44 RhoA ZEAERI N EC (M4 o 3XFf RhoA 7%t )4
11 A2 VEGF 5 3 19 F— WLAH S 1 40 Mo B 8 S AG) T 0 75 1 5 L 40 I 5 % 1) Sl 12k B 2k RhoA i
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UESER)—#F . Rho Pl T HIIXAh RhoA RN, 3l FH Rho SRy = PR A0 55 Y-27632 1M
FFBNUESE . $IH] Rho PR (b1 A6 Wi AU N 4J3 I VEGF 42 =i i) EC iL#% (VEGF-enhanced
EC migration) , {H A&l EC T AEH o b, 1R A B AR AL, 7] RhoA
8% Rho P (AT~ 99 VEGF /T ) EC £E =4 I 2T H A 5L b 1 1) AR G 458 :VEGE
755 I 40 M SE4E BC AP K284 7532 RhoA T Rho 8, RhoA/Rho Sl = 55 SiEik 3 5
TSN VEGF 53 EC XE R LM AE Ao

[0042]  Y—27632 R A~ LA 5t I 19 In il 8 ML & . Y—-27632 & ] DAKE N 41 B i /)
gy 5 FER B R T 30mg/kg 1k 10 K5 LwghE. {FHIX—WAEWINA R E KA N
30 1 Mo & BRALC i i Hs K R ERD I s, AELAN 2 M 1E 0 K BRI Hs o AR 759 1T 28 5 VR T
I ) Rho 15 558 S4EHIH] (Somlyo, 1997 Nature 389 :908 ;Uehata 2%, 1997 Nature389 :
990) .

[0043] ¥ FH ROCK 5 5 M ##5] Y-27632 (Uehata £, Nature, 389,990994, 1997 ;Davies
2 Biochemical Journal.,351,95-105,2000 fll Tshizaki 2§,Molecular Pharmacology. ,
57,976-983, 2000) , iF. 55 T % B AE AWK Ca™ ¥ 2 A A 2 45 18 57 b I 4 X e 2 21
A, 45 1L F 35 DL (Uehata 2%, Nature. ,389,990-994, 1997) . /< i °F ¥ Wl (I1ikuka %,
EuropeanJournal of 30 Pharmacology. ,406,273-279,2000) FIAEFEZS gL (Chitaley
2, Nature Medicine.,7(1),119-122,2001) . A 4, Jezior 28 N (Jezior %%, British
Journal of Pharmacology. ,134,78-87,2001) UESZ, Y-27632 7E4) B HIF AR 35 B e T
WL 595 ULIEE (bethanechol) 51#CHIWCHE

[0044] X Rho JEEMHIGH Y-27632 16T S50 P B T EAT 17 0K

[0045] o S M (Uehata 25,1997 IBID ;Chitaley 2¢,2001a IBID ;Chrissobolis Fll 15
Sobey, 2001 C.Circ.Res 88 :774)

[0046] « B Wi (Iizuka %%,2000 Eur. J.Pharmacol 406 :273 ;Nakahara %%, Eur.
J. Pharmacol 389 :103,2000)

[0047] o i U4E (Takamura %5, 2001Hepatology 33 :577)

[0048] < MBI Miyata 28,2000 Thromb Vasc Biol 20 :2351 ;Robertson Z&, 2000
Br. J. Pharmacol 131 :5)

[0049] « [HZEZhEIhRERE RS (Chitaley Z%,2001b Nature Medicine 7 :119;Mills %%,
2001 J.Appl.Physiol. 91 :1269 ;Rees %%, Br. J. Pharmacol133 :455 2001)

[0050] <+ T Ot R (Honjo %%,2001 Methods Enzymol 42 :137 ;Rao Z%,2001Invest.
Opthalmol. Urs. Sci. 42 :1029)

[0051] s HRusE L (Sahai 25, 1999Curr. Biol. 9 :136-5)

[0052] s B IRIEEERE (Somlyo 25,2000 BBRC 269 :652)

[0053] < 40 fuds AR (Imamura 26, 2000 ;Takamura 26, 2001)

[0054] < HTET4EALTE (Tada %%, 2001 ). Hepatol 34 :529 ;Wang %%, 2001 Am. J. Respir. Cell
Mol Biol. 25 :628)

[0055]  « WFEF4EAsiE (Ohlci 45, J. Heart Lung Transplant 20 :956 2001)

[0056] < PRI HNE A AR Y AFTS (Ohlcei 55,2001 IBID)

[0057]  « I )=2E (Sato %, 2000Circ. Res 87 :195) .
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[0058]  ROCK J5 PRI il 5 Y

[0059] MRk 2 (FIE 2R B, BN S = BEIR 45 A B 1 Rho 1 R #E ROCK, AJ BE A2 L
M AR B SRR 2 — o ROCK fEAN[F] I 40 MR D e (450 4n P38 L4 « B ) 41 4 % s 4 it
BRIHETE ) it AR o R I el R B iR 28 L e i s | 78 580E Bl KA AL AN ) ik
B RERE AL, oW 8¢ 3] ROCK i FEVE4k . [RIH, ROCK 7] RE 143 BB, T FLAE 7] BE 2 /0 I 45 2
FER RS 2 RN BRI 48 . SR ROCK $MlF) (44 Y-27632 FlykayHi/R (fasudil))
(%) 5508 S B8 FHIE PRI 9026 B, ROCK TERIG R  RAEFI IR R AL rh I OGS E ] . 45184
R AE ROCK ZE4N B ThRE A (¥ m] BEAE FH , JF 38 7 ROCK 50 E 24 7t BP0 i A S T 7
TERIRT

[0060] P~y LS4 M S o ] R A2 e LA S 1) 32 B2 B IR, Y i — ik R R I DAL
ST RESR AT LA AR . TR LS F T Ca®t IR EE I 22 Ca® UREPE TR < T S
IR R, Jo & 18 0 i UUBR 8 3 W R Bl 50 53 3845

[0061] ey L s A2 — ol 5 A0 58 20 A 457473 R0 ) ik 6 A A0 L 7 PR 1390 22 P 100657 92 9 AL R D 9
I 7 I P VT 1 JLAH B Rho 155 5 IR 12 4% = P 30

[0062] ey IfiL s A2 LAAI ) A BEL ) AR/ B0 A 8 40 T s 3 om Ry SRR ik )00 LS9 g o B
K B s P A R PR G 22 (KRR 22 B, /> GTP J§§ Rho A LR UE 80N ) Rho JRE 7 51
M RFEALH RS EEAEH . Rho/Rho JEEIR AT IS A6 T 51 I A IR 4 LS 46 A A a0
AT FE SR KR (A anast A B M iU K BRI N (o) - B 2E -L- A5 2R T i5 15
SR ) FB KT USR] RhoA FRIEE N, RhoA WG MET &

[0063]  ROCK J5f Ji ot o 2 95

[0064]  7F & Fhrh X M 4E R G500 P 2 3 Rho/ROCK IR ARTE AL S o AR HES) 47 o F
A A B0E ROCK, AT il 22 58 AR KA o 7EM LBl BE 94 2 )5 » 01 ROCK
SECH AN, ThREW IR, CZ8UF SEH i Rho/ROCK & 724 HR XU 28 i 1 32 93 R 15t 1 A
I B TR O BRI S AP 220 P IR ) B AR I b BT DA BRI, ROCK il 1) 7 25 A o
229590 HLA TR AP AR PR R 2 T AR I )

[0065] MUK E T E— RINDE, HEMNLRAMIITHE MR K HKL R, &
K FEBAT 2 56 10 AR VEE I8 s TR R34k o FEIE 25 1 JLAT BL AR 15 R B A2
[#)72, GTP [ Rho FIEMIAH K> FAEMEA TR B AR 7 R #HEEEAEH, K afimhaR
KR 5 T % (axon pathfinding) FR SEBE ANYEFF

[0066]  Fh£e 5K H AT AP 22 S HE R 9 3 1 — SR Rl o 2 AR K HE N LB BE B E A
PRER TC A1 IR AR fh 22 70 40 i 9 =& mh U 7 L3 88 1 40 B A8 R G B A2 /) GTP BT Rho K% .
Rho Z G R AETCIG PR 1 GDP - 455 T A WG GTP 255 TR X (AR o A5 TIEdE R,
Pid% Rho GTP B35 PR T DL T AR AR PO A 28 S K HY gl

[0067]  FifT, fEAT A /7Tl Rho RAR [ A3 1] 5 | LI B i PR ok B2 AR i — i JRE P il 1y i
Wk . IXLERINA Rho 15 S5 Tt S BB 000 5 07 T PR AE SR AR ge 1t T ke .
[0068] p70S6K JEi
[0069]  7OkDa #ZH 1A £ B p70S6K ( JRFR SK6.p70/p85 S6 il \p70,/p85 #ZHE 1A S6 ¥
Al A1 pp70s6k) S 21 I AGC SR I — i1« pT70S6K A& 22 2 1R — I3 2 RN , A2 0T
MELEE 3 Fl (PI3K) /AKT ZRARHIZH 57« p7T0S6K A& PI3K 1l 1 M . 22 R i 73 2 J L i

10
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B A A I AE 22 AN T B PR AL AR FH TR B0S o 3 — S N AT AE mTOR #5021, BRLA
B IE A ZR A AN p7OS6K W PR HIVE T, I BT aR B 506 1, JUHL BRI T Y3 Se 4 i 12 B 4 B
1) mRNA 801 . p70S6K 152 PI3K A R yF 48 AKT 1745 . VB2 55 % (Wortmannin)
MR IR%E 2R 5 AR PI3K IR HPEAT £ pTOSEK [ REIRALFRAR . RAZM p70S6K 2 & =
T8 =AM, (HEANSZ T AR A0, IX i I PT3K 42 W] Be XS AR T~ mTOR 35 PR 1 15 1)
p70S6K HA1EH .
[0070] p7OS6K 18 i S6 12 M 142 1 (B R AL R 119 2 B B & Bl S6 BRI 5 B 1R A5
(translational apparatus) 414545 mRNA BHVE G NG 5K, IX L8 20 Zr B G Rzopl A 22 0 f
T3 JaEH PR, TR [ 185 hn o 40 e A R AN IE R A AN RT D, IX 48 mRNA 7EH: 57 # Rk
A7 (FRM 57 TOP) &4 EMERE TR (oligopyrimidime tract), CVEIESLIXA T EA17ERY
PRI BT R AN D
[0071] [ T 2 5FIE LIS, pTOSEK W5 XI5 S 4 o Jo S48 il #2248 e oA 15 7 b
Jea R TP a1 3 B LR A0 I B RH A0 L S N i VA R ZR 1B 55 . it pTOSBK Hifhk 56 A
N T AR 2253 3 N5 B 3RS0 () K USGET 4E 4 gk N S 1, SX SR B T p70S6K Ty e 1 4 Jifa J&
M Gl SRR 2O AT DR Ak, e AR MR 61 % S I Ey
V25 2% S0 T 40 A A 1 B2 P ot = A I B IR AL 1 p70S6K S TE A 45 5 .
[0072]  JpiJE3i50) LKB1 35035 AMPK, AMPK ££ mTOR/p70S6K 3242 H{i TSC1/2 B &M RAL,
PR E R AN PKB (1132424264 p70S6K, LKB1 (54251 KM — &5 48 & 1iE (Peutz—Jeghers
syndrome, PJS) , Il PJS &% 5 A] B F& HURAE , L] Be kLU 18 AR st 15 f%. 5341, 1/3
F i i e 1 R0 LKB1 €48
[0073]  p7OS6K 71 [} J68 41 A 3 Jif A1 Or 7 40 M S T30 2 rh B AR FE A5 3 SCRF, BT i 45 1Y
R HAEMBARDZ 5EKHEF2AHESHIFOLERENTEI. B 41, RNA B0 755
A FHEE 5T B8 23 BT R B, PSEK R AL R4 15 43 Jail £F 47 mRNA 8 13 5 4 328 1) AH I 35
(Cancer Res. (1999)59 :1408-11-Localization of PS6K to Chromosomal Region 17923
andDetermination of Its Amplification in Breast Cancer (PS6K 7&FL s 3 @i T4
OARX 17923 K HA HERIE )) o
[0074]  Hefhfhk 17923 75 LLH iR R e rh 4 3 < ik 20 % (1 i i PR IR I eg L 87 % %
BRCA2 572 [ L M 83 A1 50 %6 &4 BRCAL AL IR M Jeg LA B e JeshE SR 2L, 430 arn Jok i g %
I JEE F R A 2 4l g ( 2 W MBarlund, O Monni, J Kononen, R Cornelison, ] Torhorst,G
Sauter, O-PKallioniemi f1 Kallioniemi A, Cancer Res.,2000,60 :5340-5346) . WF3X3#%
i, 17923 FEFLARE P 99 A5G PAT1.RADS 1C.PS6K T STGMATB ZE [K] (Cancer Res. (2000) :
60, 55 5371-5375 T ) .
[0075]  pTOS6K Jk K] LA %65 5 Ry IX LEE A7 47 B R 5 AR Ak (R B0 AR, IF HOW S 219 TS5
ARZIEIEGT EEE K.
[0076]  {EH Luff i mTOR IR CCI-779 ( FE MRS AR ) Va7 BB g b, M 3
p7OS6K VAL R PR AN E o PEHRIE , T UEFEAN pTOS6K I P P il (B 5 2 MEAH G
[0077]  pTOS6K % R AU 203 FH Bl o PRARIE, B = pT70S6 Mk f SRR R &7 R AL
E I (RTINS £ v i 1 2 U o AR IR 28, p70S6K £EACAE B b - A &5 1k Ve
SR an OB | /= 2 2 IR I YE R gy T I S5 A U g AN Bt A () U R A 313 s

11
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[o078]  H.F5 PKB Al PKA 3 M (i ntk el 547

[0079] %4 & JF 7 H A PKA R PKB I il v 4 1 & T K4k & W i i, Wo
2005/061463 (Astex) 2t T HAT PKB A1 PKA HIHINE P HI 0L At 45490, Birdo 2 () — P 2444k
G 2- I -1-(4- J - ) -1-[4- (IH- ke —4- 35 ) - 255 - 2B, HEMu T
XA A TERRA 25 kR T EBAFHEA L.

[0080]
Ci
ol
> ONH,
7 y/
N-N

H
[0081]  FEWO 2005/061463 St 84 BT I (A5 40042 PR Fh o] B (1% M S A AR I 401
BEVR G . TS 106 FNSEH] 107, SCiif] 84 X k&ML /RS PKA I PKB 556
HER) TCso {ELAE & S50 23 70/ F L AR R (wmol) o
[0082] WO 2005/061463 it 2y FFFIGIES T 2 A B — S it A4 K3

[0083]
Cl
S
H
2
N—N
FHR A H FH4R B
[0084] WO 2005/061463— SZiifi] 22 WO 2005/061463- SZiif] 23
[0085]
Cl
T,
@
AR C NN BMKD
[0086] WO 2005/061463— SZiifil 30 WO 2005/061463- SZHf] 31

[0087]  SAa) A A B Ao Rt R b Wl S AL A, S Al A4 C R D A R 5 — %o Xof Bl S A 44

[0088]  HHAN % B HITE ABEAT BRI AIESE 7R 455 SEE0 7, e i 4 A B4 PKB I35 14 EL LT
RS FAR B HIK 10 £ RIFEESS & SE80 T, AR C EEHRT WL AR D R4 10 £5. 2R
s LEA UM Y ELTSA S236 9 (mechanistic cellular ELISA assay) 9, SA4fAk C fl
R D A RS

12
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[0089] & EHMIA

[0090]  HR¥E _LIR A& AL B CF0 D HE T, PTTILHH WO 2005/061463 HSZjitifs] 84 444

FRJ B — T W S AL A3 P 7 Tt ] e AT AR N 22 5

[0091] 2K 1, dE & BF AR A B 2 Kk B 2- 2 -1-(4- S - 2R AR ) -1-[4- (IH- ik

M —4—FL ) - ZRFE - LAY S— XF WS A4 PR X PKB O ME (R M 45 A st il 2 ) LEAR

I (1) R %o B S5 A PR K 100 4% o B 4N, BLAR 13 S5 ) 1k C 1 S A0 1 D AEATLAR P 400 i S 56 A 25
SR, AE A 2- Bk —1- (4- & - ZR3E ) —1-[4- (1H- mkme —4- 36 ) - ZR3E 1- 2R (6 S- Xf

e S AR AE AR SE 6 R A R B35 1, R X B S A (R TG w0 2 s 1 A L B ik

B W SRR AL By C R D I AT LU AR, 2- (36 —1- (4 & - 58 ) -1-[4- (1H- 1k

e —4- FE ) - ZKIE 1- ZEEM S— X IR T AR R— Xof e S A A 22 1) vl M 1 22 3 A AR R AEAR

ESI AT THER S R a

[0092] i BRIEHAFH 2- 22 —1-(4- & - -3 ) —1-[4- (AH-mpme —4- 25 ) -k ]- &

B[R] S— % il e A 146 2 5 D0 T OGP A BT R- S 14k

[0093] PRIk, 7E58— AN J7 1], AR BHER AL B (S) 2- 22k —1- (4— S — A% ) —1-[4- (1H-nit

e —4- 55 ) - B - WA EY, HPZA5MEARANT ®2- "1 HE -1-(4-F - %

55 ) -1-[4- (IH- kg —4- J ) - 2K 1- O, SEZHEWEHH (S) A (R) XTHL SRR

REY, Hod (S) XTwe TRk 5.

[0094] AU BHIASR AL B 2- 2t —1- (4 5 - A58 ) —1-[4- (AH-mib e —4- 3% ) - KK ] - &

fi B LR VR B R AR ER N- A A AW, Foh /b 75% 0 S— R A A 1)

R

[0095]  ASCFTHARNE“HAEW” S WA G, MR H 2- 2% -1-4- 2 -

5 ) —1-[4- (1H- e —4- JE ) - 2R3 |- SR A A UL S B BN . 1%

AR, AEWPAEERTA 2- 22k —1- (4- & - 283 ) -1-[4- (1H- kMg —4- 2 ) - 2%

51— CRER 2D TH % IR S— MR AR TE R T 5 AR LG PR A “ A B

LAY B AR S B 8« (%) a7,

[0096] 7E 245 & H & W h A7 7E 1 (S)-2- & & -1-(4- & - & & )-1-[4-(1H- nit

e —4-F)-KRE -2 EMT TZAEWHPAFEN2-RHE-1-4-" - K

55 ) —1-[4- (LH- s —4— k) — 955 ] — ST P o o e S ) A T KD A5 B P 3R 7R g “ 0 ik e 44

R4 (enantiomeric purity)”. #Ul, WRAFAETHEWH RN 2- FI -1-(4-& - K

5 ) —1-[4- (1H- nEb Mg —4- 3% ) - ZK3E - L) 75 % LA S— X6 e S A AR (K A2 sRA7AE, LK e 5

TR FE A 75% .

[0097]  (S)-2-Z&FE —1- (4= & - K& ) —1-[4- (1H- mbme —4- 3% ) - KFE - LR ik 5

PR A %k 22 /0 80 %, AR F /> 85%, B/ 90%, B /D 91%.92% .93 % .94 % .

95% .96%.97%.98% .99% 5% 99. 5% .

[0098]  7E— ML R SEiE T Z A, 98 % BL LI 2- &(JE —1- (4~ & - ZR3E ) —1-[4- (1H- it

Me —4-JL ) - ZR3E 1- SFEh S— XTSRRI E

[0099]  FEH— AL R, £/ 99. 9% 1) 2- & FE —1-(4- & - K% ) -1-[4-(1H- 0t

e —4-JL ) - 2R3k 1- SN S— IR R R I TE .

[oto0] 1L ZE A FJG R -2- 2 %% -1-(4- 3 - 2K 36 ) —1-[4-(1H- nfk Mg —4- 5% ) - 2K

13
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5= CEAAETAAY . AHEIER AR “EAR F R -2- 2 -1-(4-& - K
%) -1-[4- (AH-nkme —4- 55 ) - K5 ]- SR EE TAEY 7 e R ARSI IR 37 771
TEVER IR R— %of Wl SR 1

[o101]  FE—ANSLii s b, AEWRESH (S)-2- 25 —1-(4- & - K% ) -1-[4-(H- it
M —4- FL ) - ZKIE |- 2R E I Eh AR BAR SRR B N- A B 22 T2 I 3
I ZIAEY)

[0102] FE5 — i A &F, AAEWH (S)-2- 23 -1-(4- & - K& ) -1-[4-(1H- ik
M —4- 3% ) - I - 2R s I B AR R R AR B N- AR DL IR AR Al i T A ALK
HIEH 50 T 0. 5%, BARIE/NT 0. 1%, st/ T 0. 01%

[0108]  7E—MMRIER ST &b, Bl — M i TAEM TP EM ST 0.2% (&
) P, kAT 0. 1% (FEE).

[0104] 7B 57— NS g e, JLrh 2% PR IR AN Lk 2y A E FA AP I E
AKT0.5%, A KT 0.4%, BAKT0. 3%, BRAKT0. 2%, 8k A K T0. 1%, i A KT
0.05%, 8iA KT 0.01%.

[0105]  (S)-2- & 3E —1-(4— & — K3 ) —1-[4- (IH- npme —4- 36 ) - 283 - 2 d ML (D)
T, ARSCIRAI R “ (D) AEY)” 8L “S— XTI R RK 7,

[0106]

72

N—N

H @

[0107]  H T 58, ARSCAR G (R) —2- 20k —1- (4 &0 - 285 ) —1-[4- (LH-npb e —4- 25 ) - 2R

51— LEERRN “R- XM S R4k,

[0108]  ASCHTFHARTE“R” f1“S” &8 H Cahn. Ingold fl Prelog FF &I “R Al S” diy %%,

Z: W, Jerry March,Advanced Organic Chemistry, 24k, John Wiley & Sons,New York,

1992, 5% 109-114 T ;572 W Cahn, Ingold F1 Prelog, Angew. Chem. Int. Ed. Engl. , 1966,

5,385-415,

[o100]  WILLEI A7 B 2 7) 2- 23 —1- (4- 5 - #3k ) —1-[4- (IH- A —4- 3 ) - 2%

51 CEER (S) i (R) X B S AR [RITR G ), SR il £ A R B I AL &4, 4 =k Rl 19

PR

[0110]  (S)—2- 25k —1- (4- & - 3k ) —1-[4- (1H- Nk Mg —4- 55 ) - 2538 ]- o (P (1)

&Y ) HAE AR B(PKB) A/ s s A (PKA) F1 6 s = vd M, Rt mT T TRy

VAT i PKB AT/ 5 PKA 5 (199590 SR E o

01111 S—J7 i, AKRWIRFEEARLAIEA X (D EWRT (S)—2- & d -1-(4- - &
14
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55 ) -1-[4- (ITH-mibme —4- %) - ZR3% - SR s LR SR B R AR Bl N- S84k, 25
AR U 245N T 0.5%, EARIE/DN T 0. 1%, At/ T 0.01%.
[0112]  ZE—ASEii 7 =P, AL A & N- S840, 1k B U7 2 ksl 2L 2h A FI i sl 5
A SRR AR

[0113]  {fE— sty &, X (D) Gl 5 AR S AR i B T .

[o114]  ZERE—Dscitir &, X (D) AW eI B AR SRk 3. 2 A K
il 2% 1 — P BRI 3 2 5 SRR R 2

[0115]  FESEZ U7 (i, Ak B4 -

[o116]  « ASCE LA EWE (D) AL GEFe . B2 SRR N- 2404,
TR B8R T7 R P B A3 50 BURIE -

[0117] < A3 XA AW EK (D) &P ek R I AR R ksl N- B 7e
il 2% FH T 7R sk A7 B8R I B A5 159 SORRE IR 254 I 0&

[o118]  « —FR TR BLIA YT HH AR 1 B A T 5 BUORIE I 5 5, % T 1B RS TA W
B2 0T B A XA (D) G Wei R R 548 S5 fRk ek N- S84k
Yo

[o119] < ASCE XA AEWEEK (D) A &R I BAR R R N- S840,
1897 T LB 1 B 40 i A 7 BRAE MR OB T 7 A5 B Fh A0 A K S B
PUT S A5 | S R 908 B AE o

[0120] < ASCE XA AEWEEK (D &P eI R E R AR R AR Bk N- S L 7E
il 25 F T V677 T FL 3l A0 1A 46 40 AR A S i B0 OB T S i 1 T BN E 4 R AR G S B
A0 M HE T S i 4 e g R PR B RE 1) 254 1 A o

[0121]  « P T3 7 T FLah A A0 48 AN e A= S i B Pl 4 B AR R 5 RS R 5 e B
TIE IR 7 V2% 2 07 A0 46 UL 25 i 4 i e o AR K B4 BB T R i R 48 Tl FLah
AL LA (D) WAL a5 SR Rk N- E e

[0122]  « —Ff 96 ol PR AR L 30 0 10 B G Al B 2E 1 S sl 4 R A0 T S (5 i
FH 40 i AE K S BRI M AE T R e 5 RS ) 0 B RE 1) R o R IR 7 Vs, T VB R LU
AN AR K R 2 TR S A S e LA AW Ea (1D (a1 eIl Bk
W) T A AR B N- S840

[0123]  « —FhH TR IS I RE AN M A2 K S B A0 T R A B R A e AR
T BN ML T S A i 5 | A TR R B EE 1 7 255 12 VRS LU R ) B 1 B B
TE TR RS T I A S LA AW (D AW Ek It h BRI TR 5 ik
B N- Ao

[0124]  « —Ff T HH1 & (I B A SCe LA EWE (D ea P eIt h %k
W) EL S A AR B N- A

[0125] o —FR3NHIER I B 1077V, Z 05 VA B S AT I S P 1 AR S AL
W (D &P B ER EFIY) BAR R ARER N- ALl

[0126] o i it H I E G B A/ BUER IO A BONE PR TR M R (a4
M) BIASCE LAEWEE (1D A WEILE: EFL IR 5 R IR N- S804
[0127] < ASCE XWAAEWE (D 4GP s R BRI A8 R AR Bk N- S 7e
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il % H I Al B Rl B AT/ s R A ROV TR T A R R (Bl ) [
Yh I

[0128]  « —Fifif I A SCE A A EG (D AL S W sOL 8 I Y AL 7 R
N- AL, T F0 ) £ e B AN/ SCER O A PRSP IR 4 iR R (9 i i 732 )
HNPIRFA
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PP S T R S TSR AT AL A S TR AU AR R (MCPBA)

[0206] W] LISRAHAIE I 0 B HEARE n F Pk Ensvk Pk Bk ), B S XTm R
A PRFN R= 5% Wl S A R R M T TR G il 46 38 (D) A G4, IX R A AR GUE AR 52 24
Hlo

[0207] {24 T i v i A7 B, A B M R T A0 R 0 R s S IR () - i
AR O -FEARAR. - = - FERFWE -L- WA ((-)-di-toluloyl-L-tartaric
acid) « (+) - RFKER « () — SERBRAN (—) — Mt B2 T R AR X B S R 1 3, d I AR ST 46 v 70 18
AEXT W Ra A4, SR S5 K R AR B, 15 U SRR ) 5 — X el S A A

[0208] X (D thEWEFERA SR RIACKIL S, 38 K AR TR N
FOURITH FEALREEFEEN . B AR 'HHD) FCH(T) #EFEEN . [FIFE, 2
SRR 23 50K 2CL°C i e K 00 AP0 FRALFEAE N

[0209] [ 25 1] DU R M SR UR PR 1. ZEAN R B — AN St 7 &b, REb 5 YA
PG EAL R . HRAEYIIE TG A& SR, 76 5 — AN SE T S A ST &
H— AP Z s PR EIAL R . A XIS P FIAL R A S mT T2 W7 .

[0210] X (D) EFENEVEIER 2 &80 SR (BlnKEY) e EWis&Y)
(Bl S54E4 (B ) KeESREMEEEaEEY, SR INSEY) L&Y
[RIRT 24 o ARTE “HTZY” A2 Fa 0040 m] 78 A4 P e A0 AR S0 e SCITAE T 1 e o3 AR T AL 54
(02111 ol dn, FLLegr 2 2 i AL G R sE (Bl an A2 EnT 852 i S AR B8R ) o ZEARH
1R, BRI (-C( = 0)OR) 2R, 19 BINE 254 . n] ok 451 Wi Ass BEARAL & P b AR T 2 2%
(=C( = 0)OH) BEALAKTE X FE IR, 3 1IN, ¥ BEAR AL G A7 AR AT i B 56 T AR
Prike ke, B AE 7 BN B 2 OR P

[0212]  3X 2R G A EE I s A FE o R 25 LUFEHEIR -C (= 0) OR [ -

[0213]  C., kidk

[0214]  (f5lf0 Me. —Et.-nPr.—iPr.-nBu. —sBu. —iBu. —tBu) ;

[0215]  C,, &IEhikE

[0216]  (BIIEIELFE2-(N, N- —ZFFIE ) 4F.2-(4- it ) 23k)

[0217]  BRRAEZE —C,, fide

[0218] (o 4Nl ie B 2%

[0219]  ERRAEELHE

[0220] B Gl I I

[0221]  ZPEARZERE

[0222] |- WA FE

[0223]  1-(1—- A4 —1- IR ) &% - IRk &2k

[0224]  1-(RREREIE ) O s RNAE - IREEERE ;

[0225]  1- SNt — BRIESEIE O 5 IR O3k - BRI T

[0226]  1- RS - FRFLE AL L5

[0227] PR CAEESEAE — PRI 2
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[0228]  1-3F IS - FRFEAFE L5

[0220]  (4- PUZAMLIRALAE L ) FRILEIE P AL

[0230]  1-(4- PYZmLmBLaa it ) FRILEIE O

[0231]  (4- PYZnLm 2t ) Pk L A

[0232]  1-(4- PYZmEm St ) FRILEILOHE) o

[0233]  [FIAF, —LEHT 24 4 B 0T 193 BV AL G4, SE AL G S 3 — D AT e RO
IS B)WE ALY (BIandiik S R - 51259775 (Antibody—-directed Enzyme Prodrug
Therapy, ADEPT) . 3& [K| & |v] i — 77 25 97 ¥ (Gene—directed Enzyme Prodrug Therapy,
GDEPT) \ &M S Ml — iy 25y77E (Polymer—directed Enzyme Prodrug Therapy, PDEPT) .
FefA S n B - gr 297 vE (Ligand—directed Enzyme ProdrugTherapy, LIDEPT), 284 ), 4
u, BTk AT 250 L2 SERT A S e B A1) 80T DU 2 SR BR AT A4 o

[0234] G RkJT1E

[0235] X (D) &9 S R- XTWe i Ak S ILIRG YT B R 1 s 5l 4 o

[0236] Uit 1 o, 7RG (S S i ) /2/E T, fE s, @it 5 =
R IR s N, A AR — K FE ] (10) B AL A (1D o SREHEMAY (1) E%F
TENP 52 B (B FPEE) BN, 13 2IZ (12) , 2k R X BSR4 AT S— X B e ) £
RISMHTERE -

[0237]  A] {E Suzuki fi& 4 00 T, AR AR AL (B DY ( =22F8 8% ) &4 (0)) /7 4E
I, A8 e (12) B85t meii B i (il 4-(4,4,5,5- PO 2L -1, 3, 2] 524 2% B0 K
Bt —2— 2 ) —1H- ML ) e B, 15 BN EL G4 (16) o SR T, B0 O &R IR AT R AR 37 1 L 7
Suzuki fi& 5AF N KON, 15 BIAHXT B ZE = Py, B4y e T C s Ak P AT i AH X xfe L4
oo TEMRX— AR T7 V2, e E ARk (B H] Boe £:HT, Hrp PG = Boc) , 17
BB R B AR (13) AR JEAE PRIk (13) 14T Suzuki BE1F R ARG (14) .
BRI AL G (14) AR5 FH AP B A B 7 i AR 4 (9 a4 PG = Boc B, A A HC1 11 &
ok / R 13209 (15) , AIMHEREY)

[0238]
cl cl ci
O ® (D
NH
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[0239]  VAiFE 1

[0240] W IE I AN S A N 52 20N R 7 4 R B T 1 O VR R AR ST IR i e Ty
%, A AN IRIR G (15) .

[0241]  S— U5, AR IR (15) (AW 7%, EoniEasfE L& (14) ik
G ERR BRI EE PG, 2 JEAREXTAL A (15) WIFEG SR AREEAT 20 B, 49 8 v H: S—xefme S
PR A B IR A v 30 1ok BT IR 5 V5 2% 094 B4 UL R AS e An] e i aok Ay s 77 2 1 46 1 =X
(15) &Y.

[0242] 75, AR IR (15) AEWIRIHI T, %A HE (1) 78 Suzuki &5
ZAFN, FEAMEAL T (BlanPy (=R ) A8 (0)) FLER, X (13) (b &5 X (16)
(RN RT A I N, 193150 (14) B9 -

[0243]

(16)

[0244]  Jr X 2] B(OH) , SN ERBEZE A1 (Mt 4,4,5,5- PURRZE -[1,3,2] 454500
FIR I —2- ) s (i) MEEW (14) BIEW BRI 5 PG, 2 )5 (1ii) [RIEXLE
Y (16) WIFEE AT 0 8, 73 B AL S— X e S Aa 1k

[0245] X (13) WP [RIAA, Fr A2 EL P PG 2 Boc R0 (13) R TR) A4, 40 e A A BH 11
M—ATi T

[0246] .1 PG AN 2- FRAE - ZRAIEIE I (14) WU rp (R A4c, [RIREAS iAs = BH ) 3 —
ANTTT . PLERI R RIA (14) 2 PG 24 Boc ZEAMIMAY) .

[0247]  AE4 Bk T iE MG AE L T s a2, X (D A& 9T LU 4 wo
2005/061463 (Astex) SEHtif] 84 PR 77 v 4, S8 5 R A B IR R A SCIL &30 3 ik 1) 73
BT B S b i S AA A

[0248] il A (12) (Rl 7 niiife 2 HFTR.

[0249]
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MG3S|,
J ]
—
100 %
| (11)
(10)
NaN3, Hzo
Me,CO, D
100 %

2 .

Cl
ot
NH -
1) PPhg, THF, D
‘ -TsOH  2) TsOH-H20, H20, D O
(12) 78 %

(17)

| |

[0250]  YALFE 2

[0251]  FEULAE 2 7, 40 EOSCURAE 1 i, fEsAF A6 T, 48 — s D, il 5 =
SERUAL TR RN, AR 2 A (10) A Rt (11, USRI BT B P
o WEALZEWRT, K BUT BB 2R TET (10) A= EEMULS PR R A Y.
A8 FBUCT T AN 2 ST E D bR At T B0 H . 5, Bl DMSO K AN TE A AR 5 0
TR 47 Bk 21 (dimsyl anion) , 28 G MIAILE KON, 1E W4 48 FH AL BIE 9 it 1945 O,
AR AT R D0 B PO R AR T (10) = AU ET R ERBGE S . X R
H5 T RE TR 7 B 125 A0 T S AR DRl v R e, DAL AEATAT 48 0 1) [R) A /D i AR I T 7
SR B FAEAE T RNIR G o ERIHAE AU T BB ke O 1 T B e W FE (R AE X A W TR AR A 1
K61 RS PR EE (dimsyl sodium) o BR T BB Z VA2 A VE DAL, Sb mr v B R A 16
PR 5 VTt A R WA S TR B ) 8 B, AT A S N R VR B B A0 8 B T R ROV Bl A
e RNV JFORHI RIS 2 7 (pocket) , XA — M FHAE SN I [R) T KT AT BT T Jse V.42 R 7
V)35 72 BRI SE M ROR AL By o 5 KA IEAT S VI, 3K 26 35 b G B S (A1) )
#% 50 5oL B EREREAY) (11, Hdh 4 R I B RUT B = A R A b AT IR AL )
(11) WML A R (S ST AT VAR ) o

[0252]  FEVFE 1 Fom R VINEHf, RN R4 (11) S p9iE (I FEE ) %l
RN, 15 2% (12) o 3X— BRI S N W] FEDRCE S N A 3R AT , 185 Yk R 3B AT , ZEAFHRTHL /R
B N A 15 21 R I R Al iz

[0253] AR, A TEORKIUBLR B (A== 50 s LA s i (12)) , MR IAE AL
(11) H2EAR RN, R JE 22 IRk (17) I8 Rz (12) , 15 2 58 LF R AT 8 &
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HIZERE . I (1) 5 B Al 0 S NE 5 AEAR R b AT, 490 85 7K (K P 5 57
AUACRHF TR, G AN T A o s N A N AR ZEAT » 4] 0 A4 S 500 2R G A [P AR
[0254]  BRULEE (17) [kl (12) AR E I S =2 SN e HE 3 K IR AL 2
RSB, 5 /KBRS VR 79 A2 AU R () /K VA, (L 16 e BT PR B8 07 6T 1R, 491 PR PR L 2
TR R MR PP 2l R AR I R R o e LI AE Y 4- TR RTIR . BAR AN B2 AT iR
RIS, (2 AT LS NI AT e WIAL TR BRI i, LERRAF AE T R T30
TER], A3 BN Bl Wl IR CRe A2 4 A REATR ) , AR 2 2k — W) B8 AR E &) AL B
fRih, 3T 2 Taidb . anSRAE AR IR R () 4o d— AR % ) IOE DT 2K, ] BLIEAT 2R 1
7B S AR R (12) IO XTSRRI 2 o SRS S HIBR AL 2, 15 2 562
(12) B XA

[0255] AT BRI EY A7) &I - B (12) J I8 — X7 4 Rz 5 -
(12) BB N Al st B FLOT RS R (A2 T 14 5 DRI, A R i I — 2D (7 T

[0256]  [A] B, £E — > 50 it 7 S P, AR B4R AU A S0 O 2- A -1-(4- - R
B ) —1-[4- i - 3L 1- S BRI o

[0257] A o7 — A Sl 7 S b, AR R R AR S0 O R 2- A -1-(4- - R
B ) —1-[4- - 3 1 S KRN s o

[0258]  fEXE— D [ S 7 b, Ak SRR SCE O (S)2- a2k —1-(4- S - K
B ) —1-[4- i - SR 1- S0 SRR s o

[0250]  {ERTIR =Sl /7 S (0 RE—A b, PRI IR TNl i 2 55 TP IR £ 00 2R e 1R
PR IR SR I R (Bl d- MR ) SRR Bk Rk i ke 4- FORTRIR L
k.

[0260] [ T ] ARG R RMA LIS, 3K (12) LG S Lm0 e Eh A B X 50 PKB (1375
M, IR 697 Rl @ A SOTiR i) aX (D Ab il (Bl i) . SH A
& I (12) AW s sER A &) e 257 BT i8R X (12) (&)
RN RS R 7 RT3 R A R BT R 3T T

[0261] 5y J5ii, Ak B AE (12) (e &aMBOLE A HI& 57k, %07 HefEA (12)
WE DB N Rk ) 73 20 85 Serh ik 8RR A2 B OGIR (a0 d- Ffinifiais ) .

[0262] 5y Jj i, A WPRMEASC E s (12) AL G Wl & 7 1%, 1% 5 A i A &
LA BRI (OIAms FIR IR & ) R, FEARPEAR B30 (Bl DY ki ) o, g (17)
WEYEBUGE (Bl ="R5E08 ) SO Jm, & KR (i 4- TR f R S AU R ) Ak
biii

[0263] 1104 = ZR LR AR, W] LUAE LB AU, IX St i Fe =05 2k M (ln =1
IR ) = HeAERE (B =T ) =B IE (B = SRR ) RS 7R /B
FEHAT / BOABERE RSIDRAUBE . AR, DUIE =252

[0264] 1108 4- FZRTE R AR AR, mT LA ] FE e O IR 5 481 A S P IR PR e 2 i PR AT
D5 HETETR A9 U RS R LR TR AN TR TR R Jo it P

[0265] 53— J5ihl, A BSEH (17) AL S W26 ik, iz iR AR e AR PR (] dn
BRI RS AR LG ), S nge COaninAy s nl i R g ) w4850 (1) 34
A SRS A (PSR ) =5 - BRI (TMS- BEMD ) Kk
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Mo

[0266] X —7J7 M, Ak (12) WEWRHIE T7E, 2T EaRE T2 .

[0267]  (a) {4 3CE XL (L) A& Hue)E S 2 Y (B S E e ) s ="H
B o BEIEPEE SN, 53R A7) LEY

[0268]  (b) fE\ (17) A& (1) BUBE (flan =280 ) SOV, e 5 (1) RV,
{5 AR IR , D018 e SRR R B 0 T I, 489 4 PR TR« SRR TR 9 R e P AT I, A P ik
4- FZRTHIR o

[0269]  {Eub K it & BN B — LR T7 ik, LIk RE: 8 & 2y (4] n S 2 A0 2T
SRS EAAN ), RS EA.

[0270]  5j— 77, AR MIFR X (15) ALEMRT 2- 2 EE -1- (4 & - 2R3k ) -1-[4- (1H- it
W —4— JL ) - RIE - SRR TV TR

[0271] (1) M ASCHE 7RI L (12) Ead

[0272]  (2) IEASCHE W72, 1K (12) (B E SR RE, 538 (13) tbd
W

[0273]  (3) 7 Suzuki G 4AF T, fEAVEAT) (B0 ( =28388E ) S48 (0)) F74ERT,
i (13) th &5 A e X (6) Mgy e, B3R 14) ey .

[0274]  (4) Wi (14) EWRITRIPEE PG ATEZ S

[0275]  (5) XMLAEW (15) HINECRMRREAT 738, 70 B L S— Rf e g 44k

[0276] ZA 11551

[0277]1  EARWI DL T3 (D) LaW, (BRI A K KA G245 EY (B
HF) ) S ek A WS B AR RE AL S LU R — R 2 P2y o Bl
FRYAAR S ARk S T T 7] 4 1) R 28 7] G e 701 o 701 < I 8 790 < W ) B AR S RN 17
BRI B Y PO e a7 2T 25 .

[0278]  [Al, AUk I ER LU | g LRI 25 A& A 2 A& W) ) 2% T7 2, 07 1R
X (D AW S — Rl 2 R 257 ERT S A BT ) 22 P ARl BRUE ) sliAs
SCATR LB Y TR &

[0279]  ASCHT FHARTE“ 255 LRIREZ 7 W KAGE D A -E YR/ 808, iX L7
A B A A W RS L, @ T 532097 (BN ) RO 23R, e B2 = ) 3
MRS SN B I B A O, Sa B R/ RS EE 2R AR . & A i IR0 4%
1555 R B AR BT B AR 20 “RTREZ )

[0280] FIZ M A BL KRB K & A A X E XWAGSWRGMAEGW, Z W6
Remington’ s Pharmaceutical Sciences, Mack Publishing Company, Easton, PA, USA.
[0281]  [Alt, X —J7 1, AR HILAA S WTE e A SOE IMASY) .

[0282] 2y -GHmI L& T HIR. B msh JREh SN IR VB VY B IE P sl f2 25
REATIE R AH -G T B W hh s 2, wlR FCRC R pleas bk A L BRI N L B R 4
2y, Bl AT B SO S 2 5 A B RIS B B A 2 A DL R
St SR e SR 2, O Hon] 3Bl 4 st i 24 sl o A5 0l g AR 2

[0283] i i A 25 245 1 245 4 ) 7) A 45 2K M T BTV S e VR R AR 7K I T AV
3], AT DL A B A AR R 2 R R SR ) B R A WLV R A OB £ )L L
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Aesr) CH T B AR E FL A0 )  F T T8 iR o A4 R IR B A4 20 73 F T T8 1 B8 6 R O T I
BER G VR T B 4P 70 B 5 e ) T2 R R X P 4 23 A 050 B BRE 32
T W LR B 8o A G H T W A5 25 10 25 W )i ] 52 7K 1 I P T A A
AR 7K JE R TR B 2, HehR] LS B ARG A7) (R. 6. Strickly, Solubilizing
Excipients in oral andinjectable formulations ( R HFFIIE T #5758 S
), Pharmaceutical Research, 2 21(2) #&, 2004, & 201-230 71 )

[0284]  Jlig J5i A4 A2 df P I K TE /N 1L, HH 40505 IR 002 T2 R P 488 7K 1 A% 4 e, B AR L A%
<100 b Mo ARYEERK MR AL, G SR8 FE B /K 1 2 BB s B TR AR Y, 1 25 Wil mT LLIE
AR PR o W R 25955 A8 IR XUZ B (R A RGER 3, I8 i 7K 24549 s, ] Al i i Jo 4
W, AR OU T, BUK 25008 T IR XUZ B 6 B 7y o

[0285] il )] LA SA 7] B Bl 2 77 B A A 4 A3t 491 s B A 22 AT /N, O HLRT DAORAF A
AURTE (T ) 40T AR EAE I AT I JC BB ik, a0y 5 R 7K o

[0286]  mJ LA H 2 (D) AEWERT RGN & 29 EIF . VR T e 4l ey un TR 7y
o B, BT EEAR T AEASC T FHAER] S

[0287] W] LA EH G TRVR B 7] RIURE SR A0y 7] il 26 s i ST TS o) PR SR v R VR e 7 o

[0288]  FH T+ W A i (R A< i WH R 2 W 406 e v A 2 24527 b mT 52 K e i K PR Bl e
IRPHE VR 3 BSOS S T A s LR A B A i FH T 52 1 0 B ST W ) 23 AR £ I B
T BT o 3 B K PR RIAEZK PR B SRR 77 v 771 s O P S B K L T L 22 ol (gl
Hul A R RO RS ) R MR YR LIS E RSl (B andolanh )
S A ALERG) a0 b B2 58 o w38l 49) Ase FH A AL (I anSRBREAG ) , 26 7 BUA RIS &0 T 1l
L YRR T R AR DL A R 1 PR 7R, SR 4R RIS M sl 1

[0289] AN BH (A48 mT 2 A S Rk, 491 4n 7 J 700 I e300 LA TR 4 BGR . R aE
NS RIBT A0 TR 25 AT B 24, ) Ao FR 28 T IR IR - = SUBCT I Ry« (L B IR A%, SR PRI
IEFAEAE o 3BT e TR ZEAFE B, 9 Wbl R BN A o R I I N ZE SR PR R A3
51 Gt FPL R TR TR RS R A JE 5 Sk SR B FH 25 % X e

[0290]  FEA BT —MRIE LT 22, 2924054 A 3l Tk N 25 25 1) T8 =X 491 il
S B o TR N 25 24, T LR SRS TN, BRE AT ARG 2T E NBTE AR (Y
A5 FRTREZ IMRTE A, 40 0. 9% 2K Bk 5% 45 BERE ) .

[0201] {55 — ML ST S, A S RHE T T (s.c.) 425HTER.

[0202]  3& T+ [ M2 24 1K) 245 40 30 2R A 46 31 IS B ) B 301 AL SR A BE ) B v R
TR R RURE 1) P R H VR A7) S 75 T 70 R oK R 3 ) st 7 R 1 s U 5]

[0203] BRIk, F FRIZH-G 40 mT LA SR ) B R0 AL 540y LA B PR R 7 el A4 491 4 91,
Bl RERE L L AR B el T R B S W OB I M/ s R AN RS B TR S S5 A A A A F A
R, B I IR YE R TR ETYE 3R RN AL IR AT YR A5 4T Y R sl AT A Se i &
KVEH o NI ] LAE A BR o3  arokl & SRR DRE ) (A5 4 28 2 ARtk s e I ) o A 77
(T IR AT B SR A 4, I AT e AL 4T i 32 ) i 1855 (o anfisll s IR I ) 7 Jd 57)
(B BRI 2K TR ) B ART (4904 BHT) <22 bR (50 G e 1R 6 by 152 R Eh 22 1vh 1) )
ARSI (BT iR IR & / Ik RS ERTR G ) o LB & A 0T AN, e 2E b v in it
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[0204]  JRe B 5] LI A s B g sl 2 A s 288 L T 5 o ] 2 i sl A 70 X P v 1 4
5o B FEF ] UL 3 ) B S B AL B Bl AT AR R 4 (R A T ol 45

[0205] [ A Y (481 30 BB S ) AT AR A IR B A4 (1, (L 18 A2 AR 1Y,
Bl Ry A (FlUA g ) SisBa. TR EAME (B4l Eudragi t™
MEEY ) AT R, UMELE B Wi Jr f5 8 AR soa M4 4y o R, AT DA e ikl DU
15 5 W YRR 2 1) pH 454 T B A, AT AE B sk B i sk 1+ — 48 s Sk B s AL B o
[0206] AR AL ACE R AL AC LA, 2540 mT DAAZAE [ R B8 b, ] 4 565 o 5 s 570, 49 2
7E 5 T T8 B Tk sl 1 R AR O B 2 A T I8 T IR BRI R AL S (PR R R . B B AR
B BOR BB B n] UL 2 B R A (SRR A4 ) e, 4550 2 ik S i
ZRNEAR EESERRM. VER NN, B fE AL &% ] AR §I R e 50018
TR ARG . W] DL AU AN 5 30 1) 7 3 1l 2 v 3 TR TS AN IR R B
R .

[0207]  ZYMHEMEE L 1% B4 95% ARIEL 20% 247 90 % IFE s« AR B2y
WG mT Ry ) n A ) B 3 490 g SR R R ) BE TR R R BRI
[0208] W] @ DRGSR ARARIR G, Wil 75 2, K T AR S ks, JF H
T BB T, FE MGG RIS AG  BREWIN TRR I EERLS (dragee cores) BUREE
), AR T OIRG R AMAEY) . v DB N EA (plastics carrier)
HH B PR RV T RS DARS A I B B EORE J

[0209] A BH (1AL A 4 v] C ol A [ (R 2 B Ak o T AR 20 UM R P PR EBSCBE. 22 P ] A AR Ak
R385 o B o [ BOR B — RS BRI TSR (22 7 BURSE ) J2 AP o 0 ) i 2454
A (Z W, Chiou flRiegelman, J. Pharm. Sci. , 60, 1281-1300(1971)), o] FH T4 = I %,
I B2 mKE P 25 AR S

[0300] AN BHICHR A 5 o [ 4 ) ] A5 28 o [T AR 1) 2R A 8 v 0] R RHREL g 1y o
AL LA R 5 [ AR A DU BRI R A . 9, IR ] 5 5 LU IR A 1
[ AR « (a) R ARSRRIIE TS ), B (b) 3 A0 S RN R T s R 7)o P 300 T] 2 5 )
TE R 5 T P FRRT B IAE S (1) 22 /0 — AR VR A 19 [ A o MELUES v T 5 S 7R 70 T 5
AR A WA T3 B8 5 HAMAEART) (B A EERWRF ) A3 R RFIAH TR & i [ 1A
[0301] H[ AN EEE (— R AMWE L) PEFEENTEMNEE AL (patient
pack) ”, [ E ALY HIF . B R HAA N T 2570 AR HE R 23 i R
H ARG T 5B S, TR R S Re R e AR e b A U BB, AE R A T
HOEE A AU 1. AR UE ST N E U0 I D ot T R A T I i s W [
[0302] Ry ASE FH ) 2 & B i 0 ) L 301 < P 2 ) U ) s A A v SR A R A4
(BIanR N AY) (intraocular insert)) . iXEE4 A4 m] LL%Z IR 24077 1A B H]

[0303] AT E ik 130 Py 25 24 (19 57) 28 1 S 4] 5% B S R R0 AR 791, 3 28855 28 ] A el 46
B A AL A ) BRI B A R B R AR 2 o

[0304]  JEIE WAL 2L AT 2T R LAY 838 TR AR B0 KW FI 2, v
IR RN E SRS ) HCRE R, Hbr i e 25 2. IXISBEE AT F AN . AT IR
952N, R ARE W A I MEAL S 5 e e T AR R ARORE TR, 491 L SR

[0305]  ZHA4)— M 5 B ) Y, BRI, G 5 A 08 AL G 4 DL A P R S 1K AR s
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Ao B, FIFIAT S 1 AT 2 58 ST 0 | 9w & 2 2 S TRy AR
NG, BRI E4 R 0.1 25 A 2 FOREMERY (IR 10 20 1 o, i
50 Z LA 500 2% ), 8k 1 THFL A 20 250 (B 1 AT 10 2570, B 0. 1 Z 7% 2 =5
s PER Y ) o

[0306]  Xf T TARZLEH, AL FIEI W] & | A 2 v, HIHE 10 =4 1 5, 41 50
2 A 1 5, Bl 100 Zw 2 1 AL G

[0307] WL LA AT R R ES TA T ER S (Pl AskshyEds) imtki
“EW.
[0308] 5 5 N

[0309] W] AR A T S e 3] 0 T 3 s 56 0 o A A 8 (3 A A RN ER 1 SR B R 1 28
(D) A EWITEY, 42 G ET B S KA i 1C, (e .

[0310] zﬁ ) f @ ﬁ‘,\

[0311]  HEFE MEPAE I Al kiR Ir

[0312] X (1) tb&We E A s A T8 38 B AFmHI . PRk, T A 42 0L 1 g
A Ko S IR A IR TS T B R, BT AR SEA R B 4L A 0 m] F T 3607 R PR 1 il
YEERE, B AEE o« FE AR AT PTEN Bk sl e ih S8R sl & 76 (T 40 M dbk B 40 e ) TCL-1 2%
DA Pt 5k PTEN 28325 BB HE (0 83 m] BE T PKB S50 iUk . B S8 PKB 24215 5 1
VAL 5 I 0 B PR R e PKB T L AU o 3 87 17 100 1 S 49 A B (AN PR
FT—AEE A PI3K WA SRk —FPsk 2 Fh PKB [ 5580 i 3R | 5 S BT R By 2L it
34 0 PI3K\PDK1 8k PKB 4% sl AL KRl 32 kb i B3R IA s AR WG Ak, AT A K K7
ARG H U R AR P2k R B AE K A2k (BGER) « £ 4 41 o 2F K IR 32 44
(FGFR) Il /MR ATAE AR B F 5244 (PDGFR) i i A AR BRI 7 L 5244 (IGF-1R) FIIMLAE Py K¢
K T2k (VEGFR) Kk

[0313] AR BHWZL G4 v F T 167 FH I s A7 0 B hs (9 s ke ) DA R 28
A PE VR T 5 S () B E o PKB 7E S 338 I 25 17 10 78 4 o G 8 400 B 1) A7 9 P ke S B4
DKLk PKB IR BEd 30 25 T S e bk, 66 B & i .

[0314]  [Klit, PKB FHIF0 AT A 367 o ip A7 RSG50 40 B8 T sl 20 B 5 1 5005 o

[0315]  PKB #0571 7] A T i 5 S 3P U BE & B AU L R 81 4 0 L B 2 0 TG s e 47
TANER 5 RS (A5 » 91 A Qg 0 0 A BEEE

[0316]  FT 4587 0 Sl F0 e R 100 S 00 A 5 AELAS B 9, 900 20 15 e e« LI ees « &5 e (o 5
P L W e » 1900 0 25 i g R 65 i MR RE ) B R B T e (490 Lt R« /)N 40 i i
S AN AR /NN M e ) B IR L O S R (9 g e TR R ) L B
H R TR P TR R AT A e O B (gt A i ) VM EL R IE L RS
FgRs (A9 ) IR « P R A L P L B4 UK TR L 2 R MR B R L T 4 I UK
FEZT &M ESRE (Hodgkin’ s lymphoma) « JE2E 77 4 bk L0877 40 M vk (0 89 s A1 5 R VA B 08
(Burkitt’ s lymphoma)) 8z & M ZR GC AT (51 40 o R 0e 1ok o6 40 M 1 o i S 4 2
P G tE ST BE 4 B 13 1095 ) i BE R AR 4 A AE « B UR M v ek 9 1) 70 B K1 1 kg
(A5 S 2T 4 93 R SO IR RS ) T A2 2R 40 R 9 J A 2R Ge g (437 a2 T 40 ML 985 i
25 S0 PR A 20 0 SR B A 0 MR ) B ER RS DR A PR < WS SRR AR L e ME T B
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(xenoderomapigmentosum) « ALl B2 98 (keratoctanthoma) « A IR IR eV M Je B R YR PE A
J8% (Kaposi’ s sarcoma) .

[0317] PRtk 76 H T V697 48 40 i A2 K e 5095 0 OV IE I A R B IR 25 4L &4 FH i
BTV 75— SE T 5 58 B HE A0 M A S TR0 BROE R S

[0318] e il ) L A o A A 458 L e « OF SELJe L 45 e« T 470 s 0 T B DR 4 P s A
/NG e o

[0319]  JediE ) ) — 7 B4 LIS« O SE 8 WU 2 s - 2 P TS AR b 22 1 B
[0320]  AKRBMAGWET SHEPREAAGMNH . XRAEHK LT,

[0321] ALy fEhg

[0322] AR EHIA G A a3 1) e B S A FE (AR T B 5 Sz 5 im A ot 268
PR, B RAVELLBEARIE . B B RN SIS /NERMEE 28 RIRPE G R A B R
PR A B 5 i R B2 L8 V. (Eczema hypersensitivity reaction) . PER.
COPD | &% 58 1 - WK 38 5 o

[0323] :H:'JE ‘Zﬁ J E @ﬁ/\

[0324]  PKB {E40 M 7= 3 5E a4k AR, B (D) Ak &90i8 mT 1 T8 97 99 BLAE
(KR F R 5 G5 D REREAG A DS (R i B B, 19 W2 i 5 il 25 12 L 55
B W9 EE R EE L HIV, HPVL HCV R HOMY 5By 1k HIV JEGEAMAR) AIDS R F2 500 M0 5 5075 » 491
WL RERE R PR 7S B MK R AR R AL 5 fop 28 20 P PR 95 , 461) A i) R K i BR G « ATDS AH G 14 i
WA AR LR 4 T O R AL | € 22 PR PR I I 58 S BB PR LS 46 A/ N IR 1 5B /N BRI
R yERENE RV SR AR s SO WUBEAE | rf R P E 103 A5 S IRk i P 13 5 UL DA e i
FRG AR PRI W Ry BB AARE AN ICTT 2 s )] ULARARURME B S R RV e It s 2 kT
fEAL, '

[0325] 5 ROCK - il P Ay 5 el oy I 7™ A i e

[0326] =X (1) AL&WIAY (B ndiid] ) ROCK s i vs . Kk, e &ml T - (a) ¥4
7 B Fe A TR (A ) ROCK ek 3 B hE s F0 / 8% (b) ¥ay7 Horh 75 223
F1 (] ) ROCK M 1) 52 ¥6 77 & SR 8 s/ B (o) 1R y7 Bl Horp 287y (41
WP ) Rho fF 55 Six BRI EIE ;A1 / 80 (d) BT AT A UE F N Hp HE
T (P ) Rho {5 5 57 3 i@ 42 B0 BORAE -

[0327]  [Alith, A% BWT H T 50 B LU B R FIRAE « (a) MEHEH 5 (b) MR8
(c) MR RERE 5 (d) BT RS BH (190 b Jeg 40 RORG B ) 5 (e) MR 28 B 3= e 4 1k 16 o g 2 B2
(actinomycin contractility—dependent tumourmetastasis).fx28oliEFE ; (f) 40 jusE
1k (@) ROCK /SR I 46 B A= 28V IHE R BICRE B 5 (h) ROCK 1T IR M e 11 25 e 4 A 1) o
o s AR Z2BERE 5 (1) ROCK A S 11940 e 4k o

[0328] A TH XIEAE (a1 ROCK AT 198 ), JUHZIE B LUF RIE (Hlunrh
ROCK /- FHIEIE ) : (a) S2AAETHAN ML 5 (b) BA%RERE /NI 5 (o) BBt 5 (d)
YP 5 ; (o) ATAIRREAD (F) JH-40 s .

[0320] i FH AR 9 AU E B0 K5 AR ST F 5 B AR AATeahe (K42 28 S S MR 7 o
[0330] A AL A 5% /0 ML 96 09 BOAE » 8 ) A 16 11 AT IR BOWAE « () &1 I
JE 5 (b) T BEREAS (19 an i P A g i oy 528 ) 5 (o) OEAEK 5 (d) P32k 5 (e) "B I
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RefEts () antg e 52l ) 5 (F) ShllkshFEmiie (ShlkiEfi ) 5 (o) LAEIRY 5 (h) [FIFq 74
RPN 5 (1) MRk ; (5) bR E =28 5 (k) M RAE.

[0331]  HL& 3 FH B9 A E G L A (i L ) DhReReEhs, Blanik B : (a) Bl
(b) BIZEgh R INREREAT 5 (o) LMEMEDhRERDS 5 () WIS IS B 2R A 1E 5 (e) “FIF LR
(A9 G 55 vy IR AH DR B 755 )

[0332] L3 FH AR 3 s FHU At B i 90, L P gt ROE R R SR IR < () SRR K
Fi 98 5 (b) WHMEMSEAAE s () RYEMIR 5 () 1M RAE 5 (o) AP JRE T B AE o
[0333]  FEA A LR 58 0 P 5 BORIE [ St 75 S8, IR EERT LAIE A < () X5 (b) 2K
PEREAL 5 (c) Bl /RIHFERG 5 (d) WA 5 (o) WIZEHaTEMIRELL ; (f) FRETEIIM

[0334]  HLead FH 995 93 FH At B G ONS 5 BOE, B 46 16 B LU I 908 BUWAE = ()
BRI ; (b) B fn Bials ; (o) SEma ohitn (B an b KB a4 s ) s
(d) WA AR 5 () FIZRIRUFERNG 5 (F) MA R MEMEIAE SRR 5 (@) TR ()40 55 /&y i Hs AH
KB 5 (h) B A =R 5 (1) MRS RS2 37 5 () Mo i3] 5 (k) 4
14 J5 DhRE MK 2 5240 5 (1) ik S A0 500 BT AE 5 (m) Z8AEME ONS S0 BUIE 5 (n) FRESHH THRIK
Jii 5 (o) MPEARME,

[0335]  HL'Bs 3 FH Y CONS 35 98 B IE AL 6 Lk B BATR B 08 B IE < [ICZR & ik (Downs
syndrome) I B — &R AFE ML , 11 AT (E AN B T B S K A2 00068 90 2 A% 14 i HH I DA N9
FHIPE B , B WHHAS PR T MCT (“H2 BE A BNIRAR ) Bl 7R 2K i B 11238 % B JR Ik it R
T AH ISR B R BEAREAR 5 LA S5 AH G IR R 2 AR 1 <490 Gt 8o R g B Bl oA , B 445 I
B AN I AR P AL R VR A R R 2 PR R OR: 2 A P SR R 4 AR 9 A D P R L AT %
PR B AR T ALY (corticalbasal degeneration) ME < ARIp AU R WH <5 Ak
RO B R AR OR SR HIV iR 8 SR 41 4 2 5 9 BHAH G PR s « 2 e 18 3)) iR
LG8 T A ZR A S RS TS AR M L IR SR A AE 7 SEATUER IR 93 i 8 S5 i < A « R AT 1
¥ b PERRE . 7 559 (Pick’ s Disease) Je'® — i (Niemann—Pick’ s Disease) .
PR S 8B40 R0 L A P AR 22720 P PR s A AR AR 22975005 (Bipolar Disease) i B REAS |
PPARAE « A5 FEE VRS A 2 SURE RNBE RS i % BE 227 vk R AT (predemented state)
AR AL B4 (Age—Associated MemoryImpairment) AEEAHIEME A ZNVRGE AR~
RN B4R (Cognitivelmpairement No Dementia) 585 A SRR 58 B A 220\ FIaaB L i
AR S CAZ B FE RN IROR | I MR B B R PR R R SR RS 2R P M o
[0336]  )3A & 2i FH R A e L4 < (a) B B 3= HEHT 5 (b) BEAEM RS (4 ifn
HRAMEBAEDIRY (inflammatory graft protection)) :(c) BEIKHA 5 (d) BEMi ; (e) il
MAEWHE 5 () TR 5 (o) 4N (BIUIA e A48 ) .

[0337] L& 3 FH IR0 3 ARV A 7% S % 1 0 B, B J5 AR 3 IR AR Bl LA
ITH0 B 0 B B B AR Y e BB

[0338]  FEIXIESLI 77 28 7, S I 0 B A W] R HE R R A T K e AR
[0339]  IAHEMEAE (BLHFRIEIE ) A& B F AR B L g A2 K 505 5 g 40 08 T2 1
Bto DRIMPUIAS K WKEAIE SER] H 19607 sty S8 M, 9 Wi o 3 2 5 I 400 1) K
BAEFEEAR T — N Z A Rho 557 SR R id & 3R IE, 80T 2 ROCK sk Rho 5
S ALt YE G IR ik R 584 (Rho 15 58 S@ sl ge 540t 3 UL A4
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KR 752 0k B sl & 3Rk sl AR VG A 0K R AR KR T52 0k (BGFR) « 2T 4 4H i A= K
K752 A& (FGFR) \ /MR AT A AR K R 7 52 A& (PDGFR)  Jil & B FEAE KR 7 1 %24k (IGF-1R)
AU W AR ¥ 52 K (VEGFR) 215K )

[0340] 5 FUHAAC K BRI H 9077 BT BlA7 rE B AT (90 i B gk gy ) R4 dun o 28 48 Tk
P 5 | e e .

[0341] PRIk, AR )32 F F607 Ho P A7 AR B TR 40 08 T 5l 2 B 5 1 05 o

[0342] W] 49k A (A Jee i 1) SE AL FEAEAN BR T, 0 40 B kst « LR &5 g (9 5
T 19 L0 5 P W e R 5 i B8 ) B o 3R B PP st (A8 s« /> 40 s A
N PR ) B IR | OF L R (A iR M R e ) B B SR
BN B DR R T A B SR W (R 40 e ) IR R i R SR (el A
I 2 P IHR E 0 JHL F M5 o B 0 LIk 298 o T 200 o 006 8 Uk 8 L AR 2 vk 20
B 0 R B A LR AR R ) VBE AR I R G R () Bt RS T A e LS
AR T S R A SR AT BE A0 M (1 0 ) TR R R R g L R SR TR R I R (B an£F 4k A
RIS RESUULAIE ) X M R GRS AR RGN 8 ()42 AL G0 M I8 « A 2 40 95
P22 8 T 98 A 22 8T ) PR R N T N R | e IR R L R AR T R v AR
I R Dy e sl R U v AR

[0343]  IBREZL ZRIE MM R S R 1) S — > S 2 2 R B B )R

[0344]  JEEE I EL AR A3 2 A58 FLIRIEE B0 S50 L 25 AT IR « B0 e« S DR 4 i g A0
NI R o SR () S — A AL S FLNR S« OF SR AT A B S T PN e R A TR
[0345]  HEHH REAG I o — A SE B B BE S A 455 1

[0346]  FufEfafis « A BRI HA 25 1) S e B AS AR (E AN R T B B S92 150 AR Pk 98
PE I, 0 W R R AL BRI « B 5 G AT 0B ANER IR NS 2 L 2 R OG0T 48 L2 et 58
YW~ B 5 G PR 5 I BBUSRY  BEERf  COPD)\ £ ¢ R I WS 308 23 o

[0347]  HBiRI7 3% :ROCK A S 16 A= BE L FEAE 40 M 3 T~ B8 L 04k Pl L, BRI OE, AR
R IR T] TR 7 J e LAANE TR S50 R 5 G 5 ThBE B i A DS IR s 53184, 9]
IR L R 1R U R TR T A IR ER L HIV, HPV. HCV T HCMV 55 11 HIV B Gk
(1) AIDS K& 5O M85 9095 » 190 o HELK S T2 2 B MO AR, 5 o 28700 P P 325 » 491 2
IRPUFERIE ATDS AH ISR A AR L2 48 PR M R A4k L (o R PR A I I 4% B BB L 25
RN/ ARTE B /ANERTEE 5 B B AR M R W SR A 5 50 IURESE i RORI A S 3
DRI I P45 4T5 5 UL PR B % 2R 0 70 P 5 » A9 a1 SO AL A L R DY 8 BT ) TG AR i 1 5
FER MY 2 R B

[0348] A< B W] A i B 5 S AKPURIIE ) AN OB LA R R A R | BE 2R IR i I A7 T
IR |2 PRI 05 » 151 G A U 995 R S PR o

[0349] AR BHALHE ROCK A5 FMTAR R AL B 1T 0 ¥R 97 sk TR« BRI, AR BA AT A 1
A RIGTT BB, FLFE < (a) YA (BIndm] ) ROCK ki ;58 (b) £F ROCK J5i % M /K AT
T ;8K (c) 7 Rho (5583 I&B/K P (0 RhoA Fl / 8 RhoC 7K°F ) LT .
[0350] e id A I 7 VA EIA BILL R RUR T 10 < (@) WUA (BP0 ) #2450 5 (b)
(MWL 0 an LASE i 8 i gt & ) 5 (o) PRER4E BTy 5 (d) D40 M E ; (o)
U LERE 5 (£) FE SR AR 28 SR L Iy S ) 40 M i 3R T 5 () INTRAZAF AR 5 (h) Itk
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B 5 DhReMk 5 o

[0351]  FEIXFESLIE T Srh, M o n AdG : (o) pheesoiE s (b) B RAEKE S
(c) ZFidk ONS PR AR (RS SR 4 5 (d) ARS8 5 (e) MR 5 (F) BIRF K 5 (2) MR
WIE R 5 (h) BoSp4ERr 5 (1) M SARHE FLRERIITY 5 (5) MR ACH FHI T .
[0352] il FH VAT BLAE AR TV (e SRR ) .

[0353] 5y &b LB FH 1 07 V20 456 95 3 BOWAE B2 W FUR I 71 i 7 AL EE < (1) Tk
B2 DA e i 3 T B BORT B8 AR PR 508 BIOIRE A2 15 2 0 A B X ROCK v 1tk AL 5
WDIETT SO P BOE 5 (1) 40 53R BH A 3 T S 5893 B0 e T IRk, VB 5 2 7 i 3
AR ED

[0354] 2y HEURE BV LUE A : (a) HA ROCK il A A D REREAG (41 i et )
(1523697 F BUEEH#E 5 (b) CLdT ROCK ZhBeRns ({5 4n ROCK 35tk & ) 2 Wik i 1) 5236
J7 3 BURF AR 5 (o) Horh Rho (5 58 Rt RAEDNRERAS N A2 10T HEURE B 5 (1) 2T
Rho 15 ‘5 # F@ it D Re S 2 Wik i ) 52 v )7 % BUR & B

[0355] 5 p7OS6K Rl 4 il Ik P A o< B e L = A 1 A Ok

[o3s6] =X (I ALAMIFTT (FIandNHl) & A HEE p70SeK i . Ptk &9 T T : ()
TRYT BT A T EL Y () R B s pT0S6K R BUIE A/ B (b) ¥RIT A
AR BT (EInAE] ) B B p70S6K K52 IRYT H BUERE B

[0357]  PRltbAC R B A T2k B AT B9 GE « (a) i (U1 p70S6K A3 HIEdE ) 5 (b)
IR 5 (o) Rz DhReREnG ; () A3 (Flanh RAES ] RIAZRE ) 5 (e) Rtk
1723 9734 (R H SRS Z A RBRAE ) () il - H4a 1k (Bl RSS2 A K
[RI9E ) 5 (@) LKBL A% (B H 51 EEl 5 2 A KIWIE ) 5 (h)BRCAL 547 (B 5|2 uk
52 A RMAE ) 5 (1) BRCA2 58748 (BRI 51 E 5 2 A R BIWIE ) 5 (§) 4 M T-72)7 1)
REREDG ; (k) MR AP AERK R 2 AE 55T O EREAEN s (1) AR
(m) 540 fudEBE AN / SR A S IRIE 5 (n) MEZETTHTAE

[0358]  FEIXSSLE 77 Srh, AR 17923 § 3 51 R B 5 2 A IR 98 B AE 7T LA I
H :(a) FURHEFLIRME 5 (b) &4 BRCA2 SR e (LR ie ) 5 (o) & BRCAL &
I CEIanFLIRE ) 5 (d) TRIEINE 5 (e) EMENIR 5 (£) it 4 fuds o

[0359]  HH LKB1 5&74F 5| AR B 5 2 A K00 BOWTAE 7] 4 & LKBL 58748 (5] 4n 2<% LKB1
AR ) [T R

[0360]  H1 BRCAL/2 5872 5 | 2B 5 A S BIUWAE 1] R FL I -

[0361]  ARUFEFEIEIG ] LLE B < () JEREAE () dnep 58175 & i A EIE B B 135 R IR
JERE ) 5 (b) BEIRH 5 (¢) AREEEAE s (d) A F=ANHL ;s (o) mIMBHAE ; (f) S LR MAE 5
(g) MRl IMIE o

[0362]  MEAFEVERIE (ELFSHEIE ) AR B HAE R 1B P 2B K a5 SRR 4 B A - 1 77
o PP AR K B AIE ST H 19607 BBy SEAE M, 9 Ashe o 3 2 5 I 100 1) 5K
B AFEHAR T p70S6K it R E (BAS TR HELZEIE) o

[0363]  Jyid FUHAAC A B W] Y697 HH G T B VG R i (9 g 23 2% 4% ) FIg dnpsh 28 A8 ik
PR S ) ELE W E

[0364] PRI AC & B 32 167 L rh A7 AR G5 L 4 0 T o3 A R R 9
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[0365]  F] 5 U0 il oo 1100 S A LR AEAS PR e 9 a3 e e L e« &5 e (o an &5 0
ELg, B0 an S5 Wi des 045 1 e ) B s 3R B2 JFe e (000 Je /0 4t i it A
AN TN = o C e N IEE S TN BN o S T R DA Y b I TS T I = R N =T N
TE R  FRUR IR B4 M R R () n Stk 4 e ) IR L RIS i R e R (g
P LIS « P 96 5400 P 5 < B 2 AR B 0% . T 40 bk B L E AT S R IR E A e
I B 40 Ik B A SRR R ) JE RIS I ARG R () 2PN PR E 4 A A I
T BE R AME S SR A R SR RE AN Y 1 I ) PR B v e | TR) 7 SRS IR R R (43 £F
YE IR SR SUVLINE ) PR R R NS 2 R G MR (9] T 2 T 40 8T AR 22 40
JoE P22 TR B 22 R )« R B R DR A LR R G R i TRVR R T R S A AL
B 988 B R Y A s S0 T R

[0366] bk [ FRIdE I R G Mg (1) X — AN L2 2 R e JE

[0367] e iE () LA 2 AL A5 FLIYIE O S L 45 s « BT A B £ T 9l DR 4 Py A 3
NGRS o T B X — 2 A R L e O B L BT A R S T P R R A R TR
[0368]  M&HE R AG 1) o — AL RS AR R A AT

[0369]  FfERAiF < AR XTI B8 A f 1 S B IS L FE(H AR T B & S e e Aig
TN, WA R AL BIRIE . A B e N T 0B ANERIE S 98 R KRB E T R VA B
St S PER B 5 G R RS I BN BN . COPD - 5% 48 R P T 975

[0370]  H & ify7 i pT0S6K A~ 5 AL B AR 7E A B ORI T2 B9 AL ks VR A, IR AR
B AT F 6T T e LM R B 00 S G 5 T BE R iSO [R50+ 23 Bk 4%, 9 g
I R T B R R R BT ET U B YR EE S HIV, HPV., HCV A HCMV 5Bj7 11 HIV BGeAS1A
(%) AIDS JJ& 5o LA, 491 21 Co I HE K S P28 BN AT RIA L, 5 ot 2 A e e s , 491 6o
IR RGBT ATDS AH I PSRRI G %08 LS 240 1k () 2 A €0 22 P PR I i 48 L PRI L2
RN AR E B NERVE'S R i BERG AR R e SR AL, 5O UBESE  rh RORTAR I 45
DI BR LR AT 5 L DA BY B 2R G A M M9 A B FAEE AR DG4 98 5 Bl ) T AR AU 5
T RMEA YL 2 R MEREAL B

[0371] AR B W] FH T Fh B 5 S BRI IR B 2 AU DL B 8 4 0 e B IR I I A 2
RS R I » 45 4 U3 A B RESEE

[0372] AR BIALFE & (RS pT0S6K A1 5 AT AT S AP 05 160 T T YA T s T RH 75 ¥
I, AR B T IR T BT, A4 - (a) WY (Bandal ) &5 B p70S6K ; (b) 7R H
WG p70S6K JEPEACE: EREAT T 5 (b) AR IIHI40 M A G1 #AZR S HIIEERE 5 (o) P4
M G IS S I 40 e R 3 5 () ¥ (D A S E R IEE 23R 5 (o)
(D) EWHEESFHEREAWN () EESENMMET T ; (o) IIHIMEa A4
K724 E 55 5 o ERIEAEAL s () R Mo b ; G) AT RiEs) ; (5)
VAT AN M S AT (k) 5 g B 2R

[0373] VAT BT 348 T ARG 08 SOWIE (1912 W R 3R 97 7 vk, %O VAT - (1) TRt s s
DL e R8s B AR BT e AR B (50 B IE A2 15 R 0 LA A 8 B p70S6K v MR AL
GG TT BUB IR R BUORIE 5 (1) 0 SRR BH 5 5 P SR 5593 B0 0 XS AUk, WU i 25 7 A
HASE X (D EY.

[0374]  SZiGYT HBUEE R AT LA H : () HhE Sl p70S6K & AEThRERENG (4 g A

36




CN 101686965 B OB B 34/50 i

WAL ) BIZI0TT EHEURFERE 5 (b) T pT0S6K KA RERERT (5] WXt T p70S6K i M it
=) ZWHRAR i T E BB E R ; (o) Hp ek 17923 9718 1521697 & SURE B 5 (d)
CLFAT AR 17923 97 BG 2 W50 1 32167 & BB 8T 5 (o) H /7 4E BRCAL RAZ )20
78 SR E R 5 (F) ClEAT BRCAL RAZZWHALK (1) 321697 & B8R & B 5 (2) HA /74 BRCA2
SR 52 ¥R 9T B BB BE 5 (h) EL8EAT BRCA2 RS WHR K (Y52 3397 F BB EBE (s) 5 (i)
P AFAE LKBL A ()52 ¥ 97 # BURE HE 5 (§) CdT LKBL SRS W 50 I 52 167 & Bk
TR 5 (k) O ARSI E AT I 15 1 52 69T 5 BUR 2 B

[0375] ANk BHZH S AL

[0376] AUk BHIV AL G B BAAIE T 100K R 1 AR AL 2

[0377]  AHXT TIAE HEARMAL G, AR 3w WA -G BA ool n O kAR R .
TR A= 900 FH EE ] 52 X 208 I IR 42 45 25 i A0 & W 1) i 2% 2% e B 5 X i R K Y
(i.v.) BRGHANAEYRMKRRZERLE ), HE 0 ERR.

[0378]  FIARAEMIFIHEL (FAE) KT 30% AR KT 40 % MZH- G nA R, B &4
Al LA ORgE 2 AN A2 B e 2, BB T il B i dh 4 2.

[0379]  ih4b, X (D) 4G A0 FL AT X0 A [R] I v PR 77 1 S8 A 250t B0 e ek, IF HLRE
AR AT PKB I, 2o e FE MR Db i

[0380]  FEARANFILEZE P, 2 (1) A WAL PKB B B R— 0h i e 4 4 B 5 S 2%
TEARSM SR PR SRR T, X (D) 4S5 AT 53 55 PKB B 1) IC,, 4 0. 01 u M, 55 R= 6 BR S A4 A 1]
0. 96 1 M2 RO FE o 75255 T 20 Mo (R ATURR I S 46 o UL 8¢ 23X R AE Th A% BRI 100 F5 2 52
2SI B ) A2 PKB [ ELEE N U GSK3 B IR L. X (D) ALEWII IC, A L 1uM,
5 R— XM SRR > 50 u M RIAE T S B

(03811 PN X B S A 4 2 TR ) i 22 e e AT 6 85 DDA DK 1) il PKA 1) D, Horpr X
(D) HEWALE 0. 03 M FHIHIF> B EGIA 44%, 51E 0. 25 w M N0 PKA [ R— % Bt = fa) (AT
ST

[03g2] X (D) ALEWIL TIAEREARWAEY), B EX P450 B A AN B AU, 7 B
N R R 25 8) 2 A B, lan, X (1) AL-GP0%E % 41 Ml €2 3% P450
1A2.2C9.2C19.3A4 1 2D6 F1&F—ANE) 1C,, MBI AT 10 1 M,

[0383] b4k, 2 () L EWEBBRLFIE T K.

[0384] X (D) thEWW RE LA BRI SV HA BTN,

[0385]  hERG

[0386]  7E 1990 “FACAK I, 4236 [H FDA HUVHE 1K 2 A 25 W) 75 R BRI % 0 IE AL RE RS A5 5 |
FIFETI , AMIFALEE FR H AN . B fE RO, X2 B R 2 R A DR, X 21
o IEL B0 JUFE 40 JH9 P 1) hERG 338 BT 512 1. hERG M IE 2 AP 7B K k2 —, 1F 1980 4F
RRIE AL TR (Drosophila melanogaster) H1 4 B KIS — e (20, Jan,
L. Y. 1 Jan, Y.N. (1990), A Superfamily of Ton Channels( & T HiE# % ), Nature,
345 (6277) :672) ,» hERG ¥ &5 71l 18 1) 2 A #L4: B2 I Sanguinetti, M. C., Jiang, C.,
Curran, M. E. flKeating, M. T. (1995), A Mechanistic Link Between an Inherited and
an AcquiredCardiac Arrhythmia :HERG encodes the Tkr potassium channel (iztf&P 5
RAF VRV POV R R 2 TR) I LR M 3282 <HERG i Tk #I83E ), Cell, 81 :299-307, LA
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M Trudeau, M. C. , Warmke, J. W. , Ganetzky, B. F1 Robertson, G. A. (1995) , HERG, a Human
Inward Rectifier in theVoltage—-Gated Potassium Channel Family (HERG, AZEHL K]
P 0 0 K B R LAY ) o Science, 269 :92-95,

[0387]  hERG BH B P 9 BRAEAE 8T 2590 (0 R P AR 102 B2 1K 5 hE = I

[0388] = (1) fL&4i) hERG 557~ BHLI s M m] 2 ANt

[0389]  YHYT J7iZ:

[0390] AL SLIWZA-A 4T FF 15 skif 7 — FR 40 &R 1 A R/ B s B A/
B¢ ROCK 31 / B8 p70S6K P/ S 595 B IE -

[0391] IR PR AE R S8 an L i idk

[0392]  —MEAPHEAL G T BEX R N 20T, Bl N sishd s, RiE A A .
[0393] 3@ W &y yT BT o H— o2 LR MRS TAEY . R, ERELEFN T ()
WAESE K AE AT AR IR GG LT ) » 25 T A 3052 U 206400 () 38 A ] R b AT 253 1 A FH sk Al
TERR 3 TEXFME DL, 1[5 18 % 5 Rt R AR R R YA TGP

[0394]  WLAKHAL TG LAEREE R 8O, sE UE N4 7. 5, AT L
)W 5 REGES: T G T

[0395]  iHH 12 (I AW H =GR A BT 5O AE 100 720 100 25w, FiHHE
N SR TE 5 v & 25 B, R R T AR E 10 Y 16 2 (i 10 s / T
WA 10 2w/ Tow, HEW LMo / TZE 20 2w / T, Bilhn 1 8#0n / T s 10 &5
/Tl ), R TE, W LA TR s s AR T . n] R H R R AE AL B4 T AR
SCE SCHALA W, A 2 KB 3 R VB 4 R VB 5 OR VB 6 KB T R LB 10,
i 14 RVBURE 21 REkkE 28 K.

[0396] W] LAZEFIEEHIN O kes 73X (D 46EY, #1141 1-1500mg, 2-800mg, B, 5-500mg;,
40 2-200mg B 10-1000mg, 1) & 1) H AR S 41 .45 10mg 20mg . 50mg FH 80mg. HJ LARER —IK
BREFR— IR B4 TS A S AT LSS5 T (RIAEYRYT 77 R MAR SR TG s 7 ) o
ol T LA BRES Ak &4, RIESE IR ZG — e i TR) (ol — R, AR5 A I — s i) (43—
F ), ARG P E SR 2y — e (Blan— ) , EVR T 7 SRR Wi AT . W e (R ER 45 2
(9697 77 S0 SE AL FE Fe A R 2 2 — RS 20— R R s sk 25 W 8 15 2 — A s ek 2
= E ] A IR AE I R s sE 5V RS W ] s A — R 2 = — 1k
—ANERE A, B0 2.3.4.5.6.7.8.9 A8 10 AN BLE .

[0397]  fE—A~EAKIKIFIE 7 Erh, v DAgS B i A S0 UL SRR 1 /NI (1T (]
Kok 10 K, Rl e — W 218 5 R, Z AT BRI Mg (Ban — R 2 V0B, Feilbe s =) =
HIBIT o

[0398]  BF HLAK[K A, 1] LLZA BB R AR S0 UL G RER L /NI I IR)IE 5 K, 5 —
ERIRIT

[0399]  7E 55— AEARMFIE 7 L, 45 B F 4 30 40802 1 /NG, 750 4RI (8] Py 4+
e, AN 1-5 /NI, 4l 3 /N

[0400]  7E X —AEARMFIE 7 L, 45 B FESHE 12 /N2 5 RIS 8], R 2 St
BE 24 NI AR T2 /NN

[0401] AR, B 2T 20 T AL A4 (1) B R A0 FH I 2L W0 I 2R 280 N 5 15 ¥ 97 (R0 2
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B PR GUARFR , I H B A H e o

[0402] =X () b &WRTE N BRI R YT 2545 T, Bk 5 — P sl 2 Fif s R e e (i

g T s » 48 A i IR 2 EE ) R BB . TS (D thEY—il (g

[FI B 3 S 4 AN R B TRDTRD R ) 25 T B e A7 25 8697 1 SEp A RE(EAS R - -

[0403]  « 330 AARE T FPHIF

[0404]  « HUfRiHZY

[0405] < PR AL 2y

[0406] < DNA 55 FIFIHR 0 A4 1T 46055

[0407] < KAL)

[0408]  « HEFLREHLIAK

[0400] -« HLiHE

[0410] {555 SHIHIFH

[0411]  « S5 AR AN

[0412] < DNA FISEELRS I

[0413]  « 4R FREM AR

[0414]  « Je(h 53 )TV

[0415] -ﬁﬁl%ﬂ” 2, M

[0416] 'CYRTT BT 25 W W BUR AR S A 2R TR AR G IR SR L R FH I 259

XLy B’JEM‘;&WJ@%LEHE’J‘%H B 1 B9/ 547 JAAE D% 5 MR 4 Bk /b DL R By 1

FH 21 240 i 5 1 40 7K T B AR 51 RS P ARE 9 25400, 491 S (2 41 40 B AR i 3% (BPO) R4l e 5

Wik 240 Jfa B V% S R (GM=CSF) R 48 i 4 7% SR IR~ (G-CSF) o i A 45 00 i) i W i 1)

250, ) T BRI R 25 49 kSR B IR #h (zoledronate) WACK B £ (pamidronate) Fil

LI 2 (ibandronate) ;s JPHH 98 i & MY (1 254 (1 dn Hh ZEKHA (dexamethazone) |

K JEts (prednisone) FKJEFaE (prednisolone)) BL K H T~ BAR B o HE AORE i 5 16 A2

B A TGP-T M 7K T~ 165 254, 491 -6 BT 21 o 80 25 408 A 1 25 0 ) 3%, 60, il S 1R

Ik (octreotide acetate), X & — P2/ \K, BABALR AR B3 e A K EIDH F e

PR 25 B ME . IS AL HE W R (leucovorin) 28 2454, 3o FH A PR AR - 182 7K SF 25 47 () fi 25

24, R (folinic acid) A& M n] F FiRy7 @I/E R (ARG A PR #1428 M Rk A

(thromoembolic episode)) FIEEER FP 24l 25 254 .

[0417] AR BILLA TP A7 AE W REFIAL AP mT LU AN [R] A 50 5 7 SR8 ek AS A g 12 4

¥

[0418]  WIHX () WWEWS—F PR =R DUR L L (ARIE—PPak Rl , SEALE—F)
HBWRIT AR AT RS T, (AT RN 807 R4 T 97 R4 T, nl 2 21 (R B

(Wﬁu 5-10 23 BPEF IRl ) SR IGTRIRE (BIanfaIbE 1 /NEE L2 ZNEE 3 /NS 4 /B L BB

T AR AR ) 257, KEH 3R & 75 SN 5 1697 25 00 M AR »

[0419] =X () A& v 5B AnBUR 7 V2 OBl D17 i R VA S R T 167 TR

IR .

[0420] X F 5 H T Y E L, v (D A E5 — R PR = PO R DL

SR G S WS A P R SRR L ERAR T 2 RIAL . AR

39



CN 101686965 B OB B 37/50 i

1, K VT 2T SR 3 LA 26 2 T s, AR AT 254 T 0 5
[0421] AU AN T3] RS & VS RE b 1 AdRE E2 48 B 0 4 24 77 SRS 9T .

[0422] 1Z W 77y

[0423] 45 T A SCE SCHIZH -G 2 1, AT S EAT 0 18, DA 2 28 % P SR slm] e AR B i)
PR EIRAE S 15 Se X VAT BBURK P B e, T v 7 H R A e 2 B e () and A
P A AN/ SR SO BORT /B ROCK REAN / s PTOSGK il ) W& TERIAL S iEAT .
[0424] {511, W] DA SR B8 I A S b AT 23 B CARA 2 B8 B JRsOnT e BB B PR i B
P CBIANERAE ) A2 75 A2 LG S B ) D A e 5 DA I PR3 0 e, 3L op ik
W3 PKA R/ B PKB 1, 8RS 38 ) 1E°F PKA FI1/ B PKB W& PRI AT R, 503 PKA FH
/ B8 PKB LU M5 55 407 LR, 91 Wi7E PKB. P13K. GF 5214, PDK 1 #1 PDK 2 fJIHHLT
[0425]  mia, WT LA AR B ARE AR il i PKB 342 (40 PTEN) i = BRI -1~ sl )
TR S o AEAR S, ARTE 3 2 R0 HE R 1Y PR 1 gy i 0 G A 5 R £ gk 2k L BE DRI . (491
A TAR ) GRS AU B S i BlAL (i ansind i 5 ) sl i Hoe 4
K= o

[0426] X E#&, Wik i ROCK 3 1t heRafG (41l ROCK ek Th sy al L i . ROCK J PRl Ek
ROCK ZEPRIA T 7ufF €48 ) 8l Rho {5 55 P I RERENG (M1IASCHE ) RIS .

[0427]  Rif BiAAFERIET maid &R, QRS IER Y (BRI 2 A JEREE D) fd 4%
A AR R R I DA KO FE v RS A, B G i AR R4k o BRI, W] DA R AT 12 W
BRI LUK U (45020 PKA AT/ 8% PKB A1/ B ROCK YAl / B PTOS6K il ) B FRId
Rk o RIE WA FETRE . FriEbR i BRI AL bric, B0 il 2 DNA 28 1 L2 52 Wil (491
4 PKA 1/ 5% PKB A1/ 5% ROCK J4REAT / 8% PTOSEK J5l ) IRAE . ATEARICIE RS LG
(540 PKA AT/ 5 PKB AT/ 5 ROCK JBE AT / B PTOS6K il ) LA / 838U kigss I
YR E 7 A RIE RIAR G, A OCERA ELAR BT M AT VBRI AS (s 45 )
RIS 8 BT mRNA 7K o

[0428] ik i2 Wy ik 36 MO 206 20 0 FH AR A S R AT, AR DR N G B PR Y A R L A
(53 B AIE B 1R It 7 o 8 A M ) SIS VG AR ot VR G O AR A7 T B AR, TR VR i
PRI o

[0420]  %5E HHAE PKA R / 8 PKB hf5 i 5842 5l TCL-1 BEHFaR PTEN KA 32 2K (14, 7] RE
EWRE1ZE R & T H PKA F1/ 8 PKB IHIFVG ST « PIAEIRYT AU SE 0 A7 45 PKA 1
/ 5 PKB AZ A PRI 88 o 5 126 77 V220 ] B8 B e A BRI 1) 73 B B R AR 1Ay e
1RGN

[0430] 4 [ ST AR RN b i 100 28 5 A 43 B 5 32 AR s R A N B2 3 A 5 326 5 2 mT AL AR AE
ANBR B v 7 VA 0 S e s M 5 A Bl S Y. (RT-PCR) BRURA 2448 .

[0431]  7E RT-PCR §i#i 2 /1, 38 1 2 37 mRNA (19 cDNA #% D1, Bfi J5 3 i PCR 47 3 cDNA Sk E
JHRE Y mRNA FY 7K1 PCR 3 B 7732 5 [ 1B AN 3 B8 4 A D AR S BOR N B3 T 240
1 S BR e T VAT R R EEVE R PCR, 2 W5 41 Ausubel, F. M. 284545, Current Protocols
inMolecular Biology, 2004, John Wiley & Sons Inc. 5% Innis, M. A. 2% % %5, PCR
Protocols :a guide to methods and applications, 1990, AcademicPress, San Diego,
W AR T AR [ N A ERVE IE 7] 2 DL Sambrook 25,2001, 2% 3 i, Molecular Cloning :A
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Laboratory Manual,Cold SpringHarbor Laboratory Press. BY 3, ] LI{# H T RT-PCR
ik 5f) & (a0 Roche Molecular Biochemicals), B{#EH I} 7vES ILEE L H] 4, 666, 828,
4,683, 202.4, 801, 531.5, 192, 659.5, 272, 057.5, 882, 864 Fll 6, 218, 529, iX &£ & F| ¥ i it
SIHEBIAC

[0432]  PF 4 mRNA 3% 15 1 J5L A7 24 A8 A I — A SE 1) 2 5% 6 JR A7 ¢ A8 (FISH) (2 W
Angerer, 1987 Meth. Enzymol. , 152 :649) ,

[0433]  GHE, JRALZAS ARG LN R BB - (D) KA EUEAT I 2 5 (2) SRR BE
AT IRARAT AL E CLKE IAEAZ IR I m] B M R ok D AR R S5 G 5 (3) [TXIRIB &) 5 A 45
B R P IR AAT 5 (4) FATJa VeI LABR B AE AT TP R &5 A IR v B, (B) Rl 24 AT
IAZIR Fr B o FH T IR 2R A HP PR AT 0 P 491 G e S 1 TR 38 Bl e e i 43 Thmid . fLiE
[FIERE RS, U2y 50,100 B 200 MZ IR 22 1000 LA E KIZEH R, DUETE™ 4 4
PR SEER IR AT R e M9 AT o FAT FISH MIFRHE 7152 0 Ausubel, F. M. 584448, Current
Protocols in MolecularBiology, 2004, John Wiley & Sons Inc#H John M. S.Bartlett [
FiRZEIAR , Fluorescence In Situ Hybridization :Technical Overview (%) JRT 494 H
AREEAR ), 2T Molecular Diagnosis of Cancer, Methods andProtocols, f 2 iz ;TSBN :
1-59259-760-2 ;2004 4F 3 H, 45 077-088 71 ; &4 M+ :Methods in Molecular Medicine.,
[0434] B, HH mRNA KIAE A=W nl ik DUF 77 0P < IR A 1) e 3 AH 24 2
VA FH R R AR 8] A 3 0 5 V25 B 5T B R 4k SDS— B TR I IO g v s LUK
ELTSA L 204 MO AR B A s rb 0 0 B8R e 1 i 180 B ROl 7 92 o A I 7 Vs A A FH At
R R MEPUA (site specific antibodies) o FARN RN TR AR, FTA IX L8 H TR0
Wl (440 PKB AT/ B¢ PKA F1/ BX ROCK JMEFH / B PTOSEK il ) b Bl Ao I it A £
(IR T J1 S B B AR R 3 FH T AR R B A O o

[0435]  [ALIH, AT FRIIZ A8 ARG ] > 8 5 e il i T FH PKA T/ 50 PKB R/ B ROCK ¥t
H1/ B PTOS6K -G HIRIE ST B o

[0436] 54, 4 b Tk, BF9T &R PKB B 75 10-40 % [ O S5 F1 g s b i (Bellacosa
24,1995, Int. J. Cancer 64,280-285 ;Cheng 24,1996, PNAS 93,3636-3641 ;Yuan %%, 2000,
Oncogene 19,2324-2330) . A PKB #0157, 45 ) & PKB B 7wl A 1697 0N S8
R e o

[0437]1 PKBa 7F A . BT 4 e IS s g 18 (Staal 1987, PNAS84,5034-5037 ;
Sun %%,2001, Am. J. Pathol. 159,431-437) . KISt T PKB %15, 45 51 & PKB a FNH|FIA]
I RR I RN ) SN TS

[0438] 71 IS [l e A A0 Pk L b 0 AiE 470 M et 401 J 25 P R B PRB Yy 5 ME3E i (Nakatani
%,1999, J.Biol. Chem. 274, 21528-21532) , KL PKB 5, 451 & PKB v FIHI5 AT
F 697 2R B B R RO FLMRE FET 21 e o

[0439] W] {E mRNA 7K~ B & H 5K~ 1EAT ROCK IR I o 1 ARAE it ol 52 H Rho 1 ROCK
IR 5 1 AR S A0 8

[0440] eAmerican Journal of Pathology. 2002 ;160 :579-584, 1% 3HIAR T X HR/IK L
AR A ZREAT S e A 2 27 DLSRAE RhoC 78 NFLIRA R P 3R 1K

[0441]  + Clinical Cancer Research i 9 %%, 2632-2641,2003 4F 7 H. %8 IR T4
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13 E IS 107 44 H ARG e 25 3 10 B e RS E o 7 ARRE & A, N 88 3 IR EN 105V 8 =

P 5E Rho 1 ROCK &5 H FRIA .

[0442]  « Pancreas. 24 (3) :251-257,2002 4F 4 H o %8 SCHER 7 38 1 fo % el G s
H 2RI 8 NI 23 ROCK-1 3R 1K

[0443] e+ World J Gastroenterol 2003 4 9 H ;9(9) :1950-1953, % AR Tl

M A MRE R Y. (RT-PCR) & 41 s (HCC) H RhoC ZE A 1) mRNA K IAIKF-.

[0444]  AULHELE FIR H R 4 %2 &l 2 Rho A1/ BX ROCK ¥ Pt 7K P BLR 1A /K F- 18 7

ENEBE I HEGRIARC.

[0445] W] LA7E mRNA B A K F B AT p70S6K Il o 74 1 16 72 2 WAgl an ] Naltl

Cancer Inst(2000) :92, % 1252-9 T (‘EHEAR T W FH % g L RPN i & R A ) b 3L A
47T (CGH) B cDNA FNZLZRGAIE S 53 MT, ik H. 4D DNA FIZH 2554 B 51) 43 B St R i 4 1k e

[ S6 FlEIIEAL )

[0446] p70S6K ik BF A MR Z: W, Int J Oncol (2004) :24 (4), %5 893-900 i, %L

I S 52 0 ZRAL 2 R T 8 8 MRS P ) PT3K/PTEN-Akt-mTOR 14 ¥ 25 4 2% IR 41 1

CLLEER pT70S6K. AKT fmr ki 5 Jieg BiUisk 1

[0447] =26

[0448]  TRAEZ: HELLTT J7 VR0 STt A5 A vk FLAR St 77 S0 AR BHEEAT B, (BRI AR

PR T2 B LLR 5 i STt

[0440]  FIRS TS HRANE T, BRAE S A U

[0450]  FHTE 27°C.400. 13 MHz T, 7F Me—d,—0D 1 #/E[#) Bruker AV400 {ic 3 5 FREILIR

('"H NMR) %, BRaE 5 A VLB, a0 RS Ab220 8 6 /ppm (T4, 2 EMF s = g,

d =X, t = =T, g =PYEE, m =2 EIE, br =50 ) o FRARMITFH ) MeOH (8 4 =

3. 31ppm) HITEWNFR.

[0451]  SEZJt 4, B i) £ AL 0 N T IR ZR G AR A 4 A, 38 T Y0AH € T RN B v

FAE RS, ol HEL &9 ey 35CL, Fr ERVESRAF W T o

[0452] P &5 R4

[0453] HPLC &%: :Waters 2795

[0454]  JiEA 2% :Micromass Platform LC

[0455]  PDA ¥l 2% : Waters 2996 PDA

[0456]  FRTEATHTEAT 2 -

[0457]  YEBEFIA . H,000. 1% &)

[0458]  VYEHEFIB :  CH,CN(0. 1% FF{R )

[04509] B/ - 5-95 % VI B, 3. 5 4r8h
[0460]  Jiii : 0. 8ml/ 434
[0461] % : Phenomenex Synergi 41 Max—RP 80A, 50X 2. Omm

[0462] AP BT A S

[0463]  VEMEFIA . H,0(10mM NHHCO, ZE#h3, F NH,OH {75 &
[0464] pH=9.2)

[o465]  ¥EMEFIB:  CH,CN
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[0466]  BHfF - 05-95% YEMHI B, 3. 5 8P

[0467] YA : 0. 8ml/ /3%

[0468] 1 : Phenomenex Gemini 51 2. 0X50mm
[0469]  MS 4%

[0470]  F4HE HLE 3. 5kV Bk 3. 6kV

[0471]  HEHL K 30V

[0472] YRR JE . 120°C

[0473] HH¥EVEFE ¢ 165-700amu

[0474] Wiy : -+ B +/- MRS

[0475] 7R LA SEhtifg b, A8 T 1 Bl 00 BT FH ) LCMS 2544 -
[0476] PS-A2 VP& RS - BT &AM 2

[0477]  PS-B5 V& RS - W& 5

[0478]  “Zjifel 1

[0479]  (S)—2- S FE —1-(4- G — FRFE ) —(-[4-(IH- ik me —4- L) - I - 2Rl &
1A, 2- (4 & — ZEFE ) -2 (4—fiflt — FRFL ) — IR A &t

[0480]
cl Cl
o e
| |

[o481] K & AL Bh (60 % [¥) 90 73 AL 14, 128mg, 3. 2mmol) & T & W T, R 5 A
DMSO (5m1) o 15 43 Bh J5, N = B S B4k 57 (0. 66g, 3. 2mmol) [ 44, 30 73 8P J5 7% i A
(4- 58 - FFEE) - (4- Tl - 28358 ) - Il (1g, 2. 9mmol) o RS WITE IR T itk 24 /N5,
MR CBaMRE, F 1 2 27K/ Ehok KRR KBS 2 R) « ANUHE T MgS0,) , ity
Ja k4, 19 2br L&) (1. 01g,97% ), Juisidi— A En i A . LOMS (PS-A2) R,4. 07 43

#h, [M-H] 355,
[0482]  IB.2- Gk —1-(4- G - ZKFL ) —1-T4-fil — 3L 1- 28 CREWIITER I OWY,)

[0483]
cl Cl
o " Jom
NH

————

[ |
[0484]  Kf2-(4- 50— FR L) —2- (4- ML - 2R 5L ) - SR M A (500mg;, 1. 40mmo1) #¥ - 2M NH,
I (5ml, 10. Ommo 1) ¥, REAFBAE 130°C 1 FIBB A 60 70 bho W dlJm, B bR &
WAL AR RS T W o JEAT =K IA)— O, 1981 1. 55 (98% ) (74 2—- 2 —1-(4- 50 — K
BE)-1-[4- il - K3 ]- O . BP0 E, Ef DALl Fl T PR

43
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[0485]  1C. [2-(4- &0 — I )—2- FHk —2- (4-#h — 38 ) - 238 1- UL AT BE (BOC
Cl
ot
NHBOC

R
Cl
g
NH
————

[0486]

l |
[0487] D IR 1B B BB =) (9. 55g,25. 56mmol) &% T 1,4- 5 /N (220ml),
BOA 2 NaOH (16. 6m1, 33. 24mmol) « KRGV RIZINEHE B 21395 I kR — U T 18
(6. 14g, 28. 11mmol) , i R NIR G HIAE 45°C R PiHE 20 /NI o AHE1G  AF R NAIRG Y44, 76
EtOAc (150m1) HIZK (150ml) Z[A4El. & HANUE, HERK (150ml) P, T4 (MgSo,)
Jalk4a, 53 F ARy (14.08g) » MY H P E vk 2lifk (R H Biotage SP4(651
FE) 4R L5 — A VTN (petrol) (BHE 5% —40% EtOAc) ¥l ) , 19 2AR AL 54
(10. 0g,83%, (G E1A ) o R.3.73 3%k, [M+H]473. 96,
[0488]  1D. [2-(4— G — &FL ) —2- FFFL —2-[4- (IH- MLk —4-F% ) - 2R3 - £ - %EF
% BT 1 (Suzuki (B4 RV )
[0489]

2

[0490] ¥ [2-(4- G - 43 ) —2- FRHE —2-(4- Hi - ZKIE ) - 23 - HAEF WA BE (5g,
10. 6mmol) 5 4-(4,4,5,5- PR —[1, 3, 2] A A0 2230 et —2— 55 ) —1H- nikmk (4. 1g,
21. 11mmol) FHEERRAR ( —HktT, 7. 88g,37. 10mmol) 7E[FEKEEH RS o AR5 F ik LE ] 455
TOREPEECRRAKE L 01 01 0 L FNREY (A 33ml) H. ZEEHE
AL NI (=238 ) A48 (0) (0.612g,0. 53mmol) « YRS AT, RIGAER
8B C RN 2 /N SRS AT O NIR- S VIV EI 2 . SRS AN —HER ) - R
(7.88g,37. 10mmol) FHAMERMLME (4. 1g,21. 11mmol) « R MNIRAMH A MG, AN —
HEPO ( = 2R ) A48 (0) (0.101g,0. 087mmol) o R NIRESWINS, ARG AEA S 5.85C
IINE LT AN, BRI R (B R E) 5, FERAR85C T 4kE: i
6.5 /Mo ARJEE R NVIREG AR ER, AR KRREANEF . RRAKZEH 2N NaOH
K (150ml) #ok o, H 418 4B (150ml) 2. 73 B A HLZ, K 2N NaOH 7K %
W (150m1) FEh/K (150ml) Peik. &S HANE, TH MeS0y) 5 HEZ WY, FRYH L
BEGIT B o BL L SR 1R Jo T4, 19 BIFR B 5 (2. 558, 58%, Al {4 ) o LC/MS : (PS-B5)
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R, 3.05, [M+H]"414. 18, 'H NMR (Me—d,~0D) 7. 95 (2H, br s),7.55(2H, d) , 7. 48-7. 41 (4H,m),
7.31(2H, d),3.87(2H, @), 1. 35(9H, s) »

[0491]  1E.2- ZJ& —1-(4- & — ZEFL ) —1-[4- (LH- ik me —4— 3 ) — 53¢ 1- ZE (BOC Jiif%:
Ciand: )

[0492]

[0493] % BOC ik (2. 55g,6. 16mmol) ] 7 ¥4 F1 HC1 ) Et,0(50m1) F1 B EE (50ml) K]
AVE AR 2 TR 20 /b RONVIR-G Wae X Wi Ja, FH 2M NaOH (150m1) #%, H
EtOAc (200ml) #HL (& (NB) : 7 EK WA IR G LLsg 2w B A i) . AHUZH IN
HC1 (100m1) ¥E¥k. 2RE73B/KZNE, H 2M NaOH b 22 pH 12 Bris ™ ¥ NE W Iive
KG, BB T, TEECR (1.892,98% ) 'H NMR (Me—d,—0D) & 3. 29-3. 38 (2H, m),
7.32(2H, d), 7. 41-7. 46 (4H, m) , 7. 55 (2H, d) , 7. 94 (2H, s) ,
[0494]  1F. f—xhmie SRR T2 B
[0495]  SRHI FRFHE LC 7, b &4 (S)-2- 203 —1- (4- &0 - 2358 ) —1-[4- (1H-nit
e —4-J ) - 2RI ] - LS R- XTBR F AR5 B K
[0496]  FPEoHTAE -
[0497]  WEMGF) :  MeOH+0. 1% DEA, &R
[0498] YLK : 0. 7ml/ 7%
[0499] B[R] : 25 )8
[0500]  JFGHAFR 51l
[0501]  FEAMIKAE :1mg/ml ( FLBHAH )
[0502] % : DAICEL Chiralpak AD-H ;250X 4. 6mm
[0503] Pk . 230nm B 257nm
[0504]  FEiil & 4t
[0505]  ¥EMMF) :  MeOH+0. 1% DEA, 23R T
[0506]  JiliA : 13ml/ 3%
[0507]  JGI[R) . 29 434
[0508]  yEHTARR 250 1 1
[0509]  FEALIKAZ :100mg/ml ( FBIAHY )
[0510] 4% : DAICEL Chiralpak AD-H ;250X 20mm
[0511]1  JkK . 230 B} 257nm
[0512]  JFAR 21K (S)-2- 247%k —1-(4- &l — A58 ) —1-[4- (LH-nibmg —4- 5 ) - K5 ]- S
FHBE G 8 v T P g a2 3R AL
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[0513]  JEJGIEY

[0514] S G Ml S5 ) 44 R R A it S ) A4 93 & 1) e D't 1t L AA-10 F 3 Jig O {X (Optical
Activity Limited) M5E.

[0515]  S— %f Wk a4

[0516]  22. 42mg 4L &% T 2m1 MeOH, JU 2 b K = 20cm, %= +0. 31,

[0517] [a ], = +13.8°

[0518]  R— X it S 4) 1k

[0519]  20. 14mg ¥ T 10ml MeOH ( %5 X #8 R B Hh T D't (S 5 b /= [l 8 P 30 ) 5 1324
= —0. 03, W& = 10cm

[0520] [a ], = -14.8°

[0521]  FrEfEE

[0522]  SRA FIRFHEA T4 5 0 1 VRS R, S— XT B S /AR ) fR BE I TR) 4 15. 283 45
B,

[0523]  fhik2E

[0524] SR SCHRTIA 77325, K FHSCHR T 125, 78 S— XL A4 7R 1¥) bPKA-PKB %59 1 1EAT i 4
22587 (Thomas G. DaviesZE,“A Structural Comparison of Inhibitor Binding to PKB,
PKA and PKA-PKB Chimera( £54 PKB. PKA il PKA-PKB fk& 7RI S5 M LL s ) 7 .
Mol.Biol. 2007 4F 1 H :17275837. 43 ¥ BIAEAE 5 RS &) S— XTI b4,

[0525]  SLjiads] 2

[0526]  2— &k —1-(4— G0 — ZRFL ) —1-[4- it — FKIE 1- ZHBACE alik

[0527] A SE it 49 R R TS5 50 1 A B B TR AR AL S A 1B R 2- AR -1-(4- - R
55 ) —1-[4- i - 23 1- SRS o

[0528]
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Cl Cl
@)
‘ 0 KO'Bu, | O

MeSSI,
O DMSO O
= o
100 %
| |
NaN ' Hzo,
Me,CO, D
100 %

2 -l

Cl
O o
NH -
1) PPhs, THF, D
‘ TsOH  2) TsOH-H20, H20, D O
78 %

| |
[0529]  2A. (RS)—2—(4— AL ) —2— (4— WRHE ) AWM N
[0530]  f& U T M 4 (18. 48g, 165. Ommol) fi 2 P i i F 1 4- S -4 " — 8 — 28 1 [l
(51. 38g,150. Ommo1) Fl = A KL 4k, 4% (33. 66¢, 165. Ommol) f¥] — FF . AX, (200ml) % iF
WA, ¥ TR G AR ZWE T HidE 3 /b, IREWH L1 L85 (500ml) # B, 4K IR /K
(3X500ml) FHEh/K (500ml) ¥Edk. 738 HAWLIE, AR EEH, 1538 RS)-2-(4- &K
B -2- (4- WEEL ) B4R N (53. 48g, 100% ) , VR B iRy, S B I 4k, 15325 A
A&, "H NMR(DMSO—d,) 7. 76 (2H, d) , 7. 45 (2H, d) , 7. 34 (2H, d) , 7. 12 (2H, d) , 3. 32 (2H, m) .
MS : [M-H]-355.
[0531]  2B. (RS)-2- BEIL —1-(4- G ARFL ) - 1-(4- BRI ) L
[0532] f & & 4L B (13.86g,213. 2mmol) Hi £ (RS)-2-(4- G K &) -2-(4- LK )
FZRTA BE (50. 66g, 142, Tmmol) 5 A EA (400ml) FI7K (40ml) HIVES W, HHHRESY
HAEMI T REF 4 R AH 2=, LA REN, ¥RRWME T L8 L8 (500ml) , K
7K (250m1) FEEK (250ml) Pevk, 7+ &S HA N, BB EBN, 538 RS)-2- S A
e 1- (A G FEFE ) —1- (A- I ZEIE ) 4T (56. 772, 100% ), ik it iRy, 5 B i 1818
b, BRI A lE 4, 'H NMR (DMSO-dy) 7. 68 (2H, d) , 7. 44 (2H, d) , 7. 38 (2H, d) , 7. 24 (2H, d) ,
6. 38 (1H, br s),3.99 (2H, s) . MS :[M-H] 398,
[0533]  2C. (RS)—2— 3L —1-(4- GRIE ) —1-(4- BRI ) LB K —4- TR &
[0534]  f4 —ZRFLE (31. 44g, 120. Ommol) fNE| (RS)—2- S & IE —1- (4- FATE ) —1- (4—
AR ) LT (47.94g,120. Ommol) (1) VUSRI (400ml) ¥, P FEIR -G W A M T
TREF B /NI, NN 2K —4- TR — K &4 (22. 8g,120. Ommol) HI7K (40ml) , $i # V&
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EWIFAERI T AR EE 16 /. WHIERIR, REVMAERTEZRET. ALK
(600m1) , KR -G WLE SR N POEBFE 30 40 DA ] 14 ST B . 1k g i B [ 44, H
LR LB (3X250m1) U, W T )5, fEF A H 1 50°C T 153 (RS) —2- 4%
B —1-(4- GUREE ) —1-(4- UL ) Ol R —4- iR #h (51.37g,78% ), A LAl k. 'H
NMR (DMSO—-d,) 7. 73 (2H,d) , 7. 68 (3H, br s),7. 47 (4H,m), 7. 43 (2H,d) , 7. 28 (2H,d) , 7. 12 (2H,
d),6.60(1H, br s),3.67(2H, s),2.30(3H, s) o MS :[M+H]"374,

[0535] WP SEHE] 1C J7ik ((EATH] 22— AR A A Bl LUK SRR R #h 5 B AE N )
W ST 2C 17 W) AL A N-Boc T AEW), SRS AN ST 49) 1D FNSE 9] LE o ik, AT
Suzuki 4 55 i 2: Boc fR4 5, FTAS 3 0 S 44 AR (VR & W 8 ok S 1F 18 7 TR AR
55,138 (S)-2- &Ik —1-(4- | - A3 ) —1-[4- (1H- nipme —4- J5 ) - 2K 1- 4B

[0536]  ZEAiETE

[0537] LA RSl iR 7T (DS EDEMHE. 540, X O haPwr
A=) % VE iR 2 WL John F. Lyons 2% A f ¥ R, 55 3512 0T, ¥ 4R B ¥ 73, i % B251,
AACR-NCI-EORTC International Conference :Molecular Targets and Cancer
Therapeutics (AACR-NCI-EORTC [H Fr 2 W : 70 7 #L b5 A1 g AE 98 77 25 ), 2007 F 10
H 22-26 H, San Francisco, CA( B] H Astex Therapeutics M ¥4 3K HU # Ul ;www.

astex—therapeutics. com BY www.astex—therapeutics. com/investorsandmedia

publications) .

[0538]  =Zjiifsl 3

[0539]  PKA JEEHEITETE (1C,) [l &

[0540]  WLLRAITS H Upstate Biotechnology M) PKA fE4LIk (#14-440) ke (1) 1k
S PK S EDE 7, FFE43 B Upstate Biotechnology (#12-257)9 MR FE ] PKA 5 5 1t
JIk (GRTGRRNST) 1E M. A FHAEGE M P UK FE 0 InM I, 22 £9. 45 20mM MOPS (pH
7.2) 40 u MATP/ y *P-ATP Fl 50mM JEE4) o 75— FF TE AR (DMSO) YA I AL A4 35 DMSO 244
FER 2.5% o fH N GREE 20 23805, TN IE & R E B R P KIS . SRJGAEMillipore MAPH
JEAR A RBAK ¥ PP-ATP MWBERRILER (I 70 B sk o PRI, N IR » 4 BBk
1E PackardTopcount 4T 1151,

[0541] T8 H PKA 75 T 1R %6 il 5 22 il ith £ LA 2 $0 i) 50 %6 PKA 35 1% Bt 73 (K iR B AL 510
[RIAE (ICs,) o

[0542] R ¥ N id &, K DL AL PKA Y 44 % I HI I (S)—2- H 3 -1-(4- & - FK
%) —1-[4- (TH- e —4- 25 ) - R 3L 1 - SRERIREE 0. 03 w M, 1 (R) —2- 2 —1- (-3 - 2R
55 ) -1-[4- (1H- mEme —4- 58 ) - 2858 1- ZWERY IC,, {8 0. 25 u Mo 45 LR W1 PKA SLH o,
S— Xt WL S AL A Bl R— S il S5 A4 1k B S A 280

[0543]  =Zjiife] 4

[0544]  PKB JREINEITETE (1C,) &

[0545]  W]FLAIZ Andjelkovic 55 N FTIR 7 E A G & s B (PKB) & M R4 il
(Mol. Cell. Biol. 19,5061-5072(1999) ) , fHAf I #Fx A PKB-PIF [Jfl & &5 H, 2 W, Yang %
AKIA L (Nature StructuralBiology 9,940-944(2002)) . &5 Jii#% Yang 25 A TR #E4T
24k FH PDK1 3% . 3K H Calbiochem (#123900) ¥k AKTide—2T (H-A-R-K-R-E-R-T-Y-S-F-
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G-H-H-A-OH) FAEIEY). (AR rh 224 0. 6nM KRG, 22 iy A 45 20mM MOPS (pH
7.2) .30 u MATP/ v ®P-ATP A1 25 u M JEE M. 7E DMSO ¥ Wi h I A Ak &4 & DMSO &K i 4y
2.5% o A RNHEAT 20 43805, TN B I IE SRR A KIE o 1 [ TR S W) R B IR 4T
YR UEM b, IRAE MR B2 A, Ve KRR ATP. YRI5, IO DR, 18 1 A R 2230
EBATENE,

[0546] T4 H PKB 7% 11 1) %6 il - 22 il ith 4 LA 2 H1 i) PKB 335 1% 50 % it 7 22 i e 4k &
IR E (1C5)

[0547]  ARYE FIR TR, RIL (S)—2- =& -1-(4- & - 2R3 ) —1-[4- (AH- kg —4- 2% ) - 2K
51— & BE R IC, fH 4 0.01uM, i (R)-2- & 2 -1-(4- & - 2K & )-1-[4-(1H- 0t
M —4— FL ) - KT 1- S 1C, {HM 0. 96 u M. 45 F K BHAE PKB 286 7, S— Xof Mt Jf) 1A 1K)
DEORZI N R A BRI 100 £ o

[0548] Sl 5

[0549]  hERG y&EM:

[0550]  W[4% [ M. H. Bridgland-Taylor 5 A L& 1 ik 1y s 36y, Wil =X (D 4 &%t
%1 hERG K" & 7l E W E Journal of Pharmcaological and Toxicological Methods,
54 (2006) , 189-199) .

[0551]  SLjifafs] 6

[0552] Il EF AT 4 g f5 2% PA50 [ I3k

[0553] KA T3kH Invitrogen (Paisley,UK) [ Pan Vera Vivid Cyp450 fifiit &, Skl &
S 1 AP0 40 i (5 2% P450 (CYP450) il 1A2.2C9.2C19. 3A4 F12D6 ] T %% . CYP450

LL& 45 CYP450 F1 NADPH i6 JA B[] baculosomes TER LN, Pid B KM R 5% Y6 Vivid &4
AR NVIREWIT
[0554] 1A2

[0555]  100mM f B2 £ (pH 8) .1 % & JiE.2uM 1A2 Blue vivid JiE 4100 u MNADP'.4nM
CYP450 1A2.2. 66mM i #H —6— BERL 0. 32U/ml it —6- W I S8

[0556]  2C9

[0557]  50mM R (pH 8) 1% ZfiE 21 M Green vivid JE4.100 u MNADP .8nM CYP450
209.2. 66mM 7 FE —6— BEIR . 0. 32U/ml HikE —6— BEle i S .

[0558]  2C19

[0559]  50mM B (pH 8) 1% £ J5.8uM Blue vivid JE4.100 u MNADP . 4nM CYP450
2C19.2. 66mM i ¥E —6— B8, 0. 32U/ml 8k —6— BENG I SR »

[0560]  3A4

[0561]  100mM f#E R4 (pH 8) \1% ZfiE 10 M 3A4 Blue vivid JE4.100 u MNADP'. 2. 5nM
CYP450 3A4.2. 66mM i #F —6— 5% 0. 320/ml b —6- B i S .

[0562] 2D6

[0563]  100mM 5 FR 48 (pH 8) 1% & 5.5uM 2D6 Blue vivid JE4.100 u MNADP', 16nM
CYP450 2D6.2. 66mM %kl —6— 2. 0. 32U/m1 ] HH —6- I Hid &0

[0564]  {F Fluoroskan % JGELMX F L 30 0B () [A) RSt il 526 20 438 BRI AKR
SR KX T 1A2.2C19 F11 3A4 24 390nm F1 460nm, X T 2D6 & 390nm A1 485nm, %f T+ 2C9
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485nm Fll 530nm. H A FE i £ 2 VT

[0565] iR EWE T LNE, HLL 10 n M IR ERXS CYP450 HEAT I &

[0566]  SZiifsl] | Ak &% XT 1A2.2C9.2C19.3A4 F1 2D6 ] 1C,, KT 10 1 Mo

[0567] S AR 7

[0568] I Xf pSer9 GSK3 B [FE T4l i [{) i IR —Ser9 Gsk3 B ELISA SZ4

[0569]  IE LAk &N EIERE R GSK3 B 2 Z 1% 9 WElR AL KRS Sy, Mg T #if USTMG

YN PKB FIYER o B4 oz 3] 96 LIk I, 1 2 2 R B 5 AN HIFAL &4 1 /N
L/NIF S, 40 R 3 %6 I B8 AR S 0. 25 % 1 —#5.0. 25% 138 (Triton) X100 f1 5% Marvel/

TBS-T [ 52 I Pl . ZESLZ 5, 4 M S5 6 0 B AL E X1 GSK3 B (41 fE 5 #T) 1%

PUALE 4°C P B . VeSS, 18 DELFIA 357 (Bu-N1 $if 1eG Hiik ) , 4 556 —

PUARIFE 1 /NI, E0K 340nm AU ST 640nm T, 78N 18] 73 5L 8t BT 41) 3G s bk

AT RSN P A 4 f 3K 5 BECACC (WM 40 B B5 724 18 0> (Buropean Collection ofCell

Cultures)) .

[0570] %

[0571] 1. USTMG 4R LA 12, 500 4ii e / FLEERAE 96 FLAR | 1601 1 B575%E / L+
[0572] 2. {E 37°C FUFE 24 /it

[0573] 3. 4 Ja FH #0571 F1 DMSO % e b 38

[0574] 4. {E37TCFIFE 1 /Dt

[0575] 5. MAR PR B 3k, 9 4R+

[0576] 6. ¥ 100w 1 [ & #HON2N& FL 3 (3 %6 IR 2 F#E 0. 25 % [ —#.0. 25 % il i

X100)

[0577] 7. 7F 37°C FHFHE 30 43

[0578] 8. H/K /0. 1% M35 (Tween) 20 ¥&v5¢ 1 IX

[0579] 9. J 100n 1 5% 24 /TBS-T $f ]

[0580]  10. 7E 37°C R H 30 204

[0581]1  11. B # Bt T 5% 2 45 /TBS-T 1) 100w 1 55 — Fi 48 I 3 2% FL A (CST#9336 i
i —Ser9 GSK3 B Hifk, 4% 1 & 250 fHH )

[0582]  « FU¥ETE—PHL — 1L 5% 2Ly /TBS-T Ik HE

[0583]  « Wifg FREL, A EFERBET 5% -4 /TBS-T 2 5% —Ser9GSK3 B AH A AL 1)
Zymed % 1gG (02-6102-5mg/ml) XTI AIA:

[0584] 12. fEACTIHE TK

[0585]  13. FH/K /0. 1%REiE 20 ¥k 3 Ik

[0586]  14. ¥ #4%E T Delfia SZEGZEHR A1 100 1 1 35 —HiAinE|%FL+ Delfia Eu-N1
Pif oG Pifhk, #2 0. 30 1 g/ml ZREATH )

[0587] 15. fE 37TC FIFE 1 /it

[0588]  16. FH/K /0. 1% 38 20 ¥EGE 3 X

[0589]  17. ¥ 100u 1 Delfia MamiE insl & fL+

[0590]  18. {fEARIRG#F ¥R 15 40

[0591]  19. ] Delfia F&/Pi%k (¥HUK 340nm— A 5f 640nm) =4%G114L
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[0592]  20. FH/K /0. 1%ty 20 BRIV 1 X

[0593]  21. ;200 n 1 BCA ¥ INBIEEALA (& 1 ¢ 50 Bk 11 i BCA)

[0594]  22. {F 37°C FUSHE 30 /34

[0595]  23. 7E 562nm | SHUR G = B (1 Uk

[0596] 7 LR AUMRPE SIS, KL G (S)-2- &2 —1-(4- & - FFE ) -1-[4- (1H-nit
e —4-FE ) - ZRIE 1 - SR 1Cs M 1. T M, 1 (R) —2- 202 —1- (4 50 — 2838 ) —1-[4- (1H- it
M —4- FE ) - ZKIE - ZFEER 1C,, B> 50 u M, B R— Xfme A iR FE A EIEvE .

[0597]  SLjiafyl 8

[0598]  ROCK-IT (h) SEE6 75 %

[0599]  7E FiA ROCK-I1 sz rh, Mib&4 (S)—2- @ J& —1- (4 & - K% ) -1-[4- (11— ntk
M —4- J5 ) - 2R3 - CREHFAT TIE .

[0600]  #F 251 1 # & Jz W A& FR B, ROCK-11 (h) (5-10mU) Y 50mM Tris (pH7.5) .0. 1mM
EGTA.30 u MKEAKEKRQEQIAKRRRLSSLRASTSKSGGSQK . 10mM 2, B8 5 1 [ v —=P-ATP] ( b 3% &4
500cpm/pmol, WE#ZF %) —EFH. BT MgATP IR 5 a3 R o TEE IR T IF
BHA0 58 E, A b1 3% BRI 1L RN . REH 10w 1 R N4 3] P30 g8
(filtermat) b, 7 7omM R H ¥ES: —IRIE 5 70 8h, 78 I hes— IR G, T8, BT N SR
[0601]  fEASZI A, RIN (S)-2- 243k —1- (4- & - 23 ) —1-[4- (1H- mipmg —4- 3% ) - 2K
5 ] SWER 1C, /DT B S iy 10nM, BRI T2 S50 i Al PR A

[0602]  SLjitads] 9

[0603]  p70SEK B &t ok Sz ik

[0604] 7E T &R p70S6K i & 7k 5L & b, M4k & W (9-2- = K -1-(4- " - K
55 ) —1-[4-(1H- nbme —4- 38 ) - A58 1 Sl AT T I5E o

[0605]  ABEIAL

[0606]  P70S6 il H Upstate, fF A 540 A #2 2nM 3 H .

[0607]  JEE4 S6 VR-E4 (AKRRRLSSLRA) 4% 25 u MATH ( RME Km) o 75 BEEERLHR OV
W, ATP [ PPy TRIR MR B 2 E IR IR IE Lo B R NIR SR BRSSO R IR 4T 4 5%
JEM b, PR AR ET ATP . YRS, I DRV, T8k P R T 2500 5 48 R 1

[o608] ikl

[0609]  P70S6 ¥l (T412E) #& MM BifT H Upstate (#14-486)

[o610]  S6 ARG Y1F H Upstate (#20-122)

(06111  =ZEGZZ by 10mM MOPS (pH 7. 0)

[0612] 0. Img/ml BSA

[0613]  0.001%F# (Brij)-35

[0614] 0.5% H

[0615] 0. 2mM EDTA

[0616]  10mM MgCl,

[0617] 0.01% B - %Ik LW

[0618] il 10X BEE, #% 2ml 54y EWAF T 20CF

ol
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[0619] 15uM ATP

[0620]  JREREHUHTEE I ATP (10mM BEVE ) o ATP BEI[E] 538, R 0] BELRFFLE VK b, AT R/
[R5 e DARA DR BEVBORT 6

[0621] vy ®P-ATP APBiotech (BF1000)

[0622]  12.5% IEMERR

[0623]  0.5% IEREE

[0624] Microscint 20 (Packard)

[0625] SEEGUESS

[0626]  EVRAY (B Im1-100 SEL A7) -

[0627] 743.75u 1 H,0

[0628] 2501 1 10x SZEGZEIPK

[0629] 3.75u 1 10mM ATP

[0630] 2.5u 1§

[0631]  JEMNREY) (B Im1-100 SEH ) -

[0632] 25011 S6 VERESWIEY)

[0633] 750u 1 H,0

[0634] 3.5u 1 *P-ATP (BF1000, 73 H APBiotech)

[0635]  JIA *P-ATP Wyl e A AE S5 H AR . #iD) ot o5 BERE I [ 1y

[0636] L&) — fEER A 96 FLAK -, 78 DMSO il & ke i 2 &2 40x &Sk e (&
22 DMSO 2.5% ) .

[0637] 1 © 8HRET/AKT i SUMbAWME 351 1 AKP{ELH ) .

[0638]  SLEGIN'E

[0639]  FEZR A 96 FLARILZ T FINUTs N -

[0640] 5ul4kL&W

[06411 101 1 JEMIRESY)

[0642] 101 1 FVRSW

[0643]  ATP £ ZZY 70 15w Mo VS HUBUEN PE ATP () KM 2 47 Mo X “ A&7 (L
DMSO) A1 “TElg” (A 10n 1 BRAGY G IMANE) . HREE 4 (plate seal) (TopSeal
A-Packard) B(JEARIER 55 (PAREEST BRI ) B, BRBERGIESG . £=E TIFE 50 708,
WA 2001 2% IERBERZ IRV .

[0644]  QIyE R

[0645] Millipore MAPH NOB Kt &FLH 50 1 1 0. 5% IF B wEIA 2 iyl P i o A5y A
RLMillipore HLASRIJES bk . #5050 10 SN A | R B L. by, T 200l
0. 5% IERFFRPESR SR PR PR IR« B 2IET . IR, [ ggdsfeati bt —01
o BN S Packard TopCount [IFGHZAE Lo i 20ul Microscint 20 AR, Fl—iK
Topseal A %}, {F TopCount 1%L 30 #2%8h,

[0646]  {EASZEG, RIL (S)—2- 2 Fk —1- (4- 5 - 25 ) —1-[4- (1H- ML me —4- 3k ) -
5 1= LI 1Cs A 12nMs

[0647]  Z§MIE
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[0648]  SZjify] 10

[0649] (i) E‘L§I|

[0650]  #f 50mg 4k &) 5 AE IR 197mg FUBE (BP) AR AV 71 K 3mg £ i IR B4 VR

Hr o e T R IR Rl & A ARS8 LA G R FIAEY) .

[0651] ii) IREEF

[0652]  # 100mg A< 352 X HIAL G5 100mg FUBHIR A, #0153 2 IR S ) B H B bR UEA

75 B It B R B e v, SR ol 28 B o

[0653]  (iii) JEGIFIT

[0654] A SCE XA EY (HanEhEX) B TE5A 10% A ZEFER7K Y, kil & @ il

%T%”fiﬁ’m%%éﬁ/\ff%,ﬁiu 1.5% (HE&E) PG EWIRE . KRG IL IR, %%
AP A B

[0655] (Gv) JEBIFI 1T

[o656] A SCE WA EY (HanEhE ) 2mg/ml) FHEEE (50mg/ml) ¥ T/K, Fras

WL JERR B, AT ETE Iml /N BCZ L, SRH 43 5 B s &9 .

[0657]  v) YRS TTT

[0658]  #4 20mg/ml 2 (1) &4 (FlanhEX) # Tk di £ 8 ok v 5 8 T8k

PILTE T o ARG /NS B, R A KR

[0659]  wi) JEHIF IV

[0660]  #% 20mg/ml X (1) L& (FIanhE) W TS5A & (140 0. 24 L1 pH

4. 6) [R7K Y, SR il 2% T8 el S5 micdiany FH T ik s ) 07 o AR 5 R AN T, FH s AR 2K

[P

[0661]  (vii) 7 NYEEIFI

[0662] LA E LA GY S AR TR MRS, K& H TR TEARAED,

RN E Hy Smg/ml o KAV KR JGEENGERA 253

[0663]  viii) VAT

[0664] BRI (D AL BB 50m] M JEE T G TR, R — 5T
FAE —-45°C NBASMA G TRETIR -10°CH TR K, RIGHRALE -45°CA W, 5
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