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N-[7- B 48 2 -8-(3— M Wpk —4- & T 4R 55 ) -2, 3— = &0 BK M Jf [1, 2-c] & m
Wbk —5— & 1-6— FASEAREEHL

6— ( LRI 2T ) -N-[7- FAR 2L —8— (3— bk —4- FE N4 AL ) -2, 3— &Kk JF [1, 2]
s Wbk —5— 2 1 MRIERZ

N-[7- B4 -8 (3— bk —4— FETA AR 3L ) -2, 3— 4k mMeIf [1, 2-c] Mmmpk —5— %% ]

HABERE 5

ity ,

N-[7- 5 AL —8— (3— MMk —4— FEPN AL ) -2, 3— 2 KM I [1, 2-c] nésmgiph —5- & |
MABERE 5

N-[7- 1 4 & -8-(3— mh Wk —4- J& TN 40 F5 ) -2, 3— = &0 WK M JF [0, 2-c] nd
Wk —5— & 1-6- FIFEMR LR

5— FAEE -N-[7- &AL -8 (3— Mk —4- N4 ) -2, 3- Z&UKM I [1, 2—c] mem:
Wbk —5— 2 1 MHWE M 5

N-[7- B 48 2& -8-(3— M Wpk —4- 2% T 4 55 ) -2, 3- = &0 0K M I [1, 2-c] s m
Wk —5- & 1-2, 4— FEE —1, 3- WEME -5 AR ;

N-{8-[2- (—RERE) CHEE ]-T- FHEE -2, 3- “EKMIF [1, 2—c] memgenpk —5- 5 |

MABENZ ;
N-{8-[3-(“FZREIE) WL 1-T- FEIE -2, 3- “ZKMIF [1, 2-c] Wbk —5- 5 )
HABENE 5

6-{[(RNFERAEE ) W ] &FE -N-[7- PRI -8-(3- Wk —4- FEHNHRIE ) -2, 3- —
SUBKMEFF [1, 2—c] MMk —5- F& 1 MR
N-{8-[2-( — R &) L8 I 1-7- F & 3 -2,3- & 0K M I [1, 2-c] v i

8
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bk —5— 3 } -2, 4— L —1, 3— WEME -5 TR

N-[7- 4R FE -8 (2- NhIpk —4— 55 58 ) -2, 3— Z&kMEIF [1, 2-c] WMk —5- 2 ]
TR

rel-6- 2 % N-(8-{3-[ (2R, 6S)-2,6- — Fl 5 ng mk —4- 3 1 7§ & % 1 -7- 7 &
Bk -2, 3— APk [1, 2-c] MMk -5- 35 ) MHEERL

rel-2- & £ N-(8—{3-[ (2R, 6S)-2,6— — M K N nhk —4— &£ ] 7 48 & 1-7- 7 K
5 -2, 3- ZEARKMEIE [1, 2-c] MERRmR —5- 2L ) mEmg -5 IR ;

2- B I -N-[7- AL -8-(3- Wk —4- FE WA IE ) -2, 3— & KM I [1, 2-c] wE M
Wk —5- 3% 1 mEmE -5 L

N-{8-[2-( “REREE) 458K |-7T- FHEE -2, 3- “AKMIF [1, 2—c] memenpk —5- 2 |
WEIE —5— FERL ;

N-[7- & HE -8~ (3 WMk —4— FEN 4% ) -2, 3— ZAMKMEIE [1, 2—c] msmenk —5- 3 ]
WEE —5— AL

BCH AT AW B2 I 2R A ) K S BT AR S R A

8. NHIKIHAE -

a) BORIELSK 1-7 FYE—T01) 2, 3— SRR [1, 2-c] W membh b A ) Bl L AR B 2 ] 42
ZER T E W) KA VBT AR AR B AL B X R AL A W Bl AR 3 2= mT e 2 (1) R
WHRIEY K EWSBSLE TR A ED 5

L%

b) —FPEkZ Ak 5 T A B H e R R -

—Bel FHIF, 41 ABT-737. ABT-263 (Navitoclax) « EM20-25. YC137. GX-015-070 ( B[
P ) B AR A AL UCB-13508831 AT-101 ((-) = #f#} ) « SPC-2004 ( UL $73 4 ) « 16-105,
WL-276.BI-97C1. I-VRL (Immunovivorelbine) \DATS ( K7##i % ) -CNDO-103 ( BT AN T8 ) «
D-G-3139 (R4 =/8 ) . Evotec. PIB-1402, EU-517 ;

Bel g5A K

~Bc1 siRNA, 1 PNT-2258 ;

- R UFEZHRR, i BelKlex ; PLA

~mTOR i £ FP w55, 4n 75 0 75 2= 80 i R R, plinFmE = (2P %A ) K
Yk 55 (RAD-001, Afinitor) . M % 35 (ABT-578, Endeavor) « % 7§ %' 55 7] (CCI-779, Bk
B JE R ) HEBE BE ) (AP-23576, MK—8669) « TAFA-93 ; B % mTOR I i 31 1 71, 41 WYE-132,
0SI-027. INK-128,0S1-027,AZD-2014. AZD-8055. CC-223. ABI-009 EXEL—-3885.,EXEL-4451
NV-128, 0XA-01. PKI-402. SB-2015. WYE-354. KU-0063794, X387, BEZ-235.

9. BUAIE K 8 4L &, Hh BTk 2, 3- & BkME I [1, 2-c] M Mk ik &9 2 2- &
J& -N=[7- I 8- (3— mhipk ~4- FETN S ) -2, 3— & KMEIE [1, 2-c] MMk —5- 3% ]
WEE —5— FIERL

10. AURIELSR 8 B9 WAL G, Horp iR e s M 2 B A 2=

11, AURIEESR 8 B 9 WALG, b iR e v PR A2 ABT-737,

12. PG, HAETHINAS -

a) BORIEESR 1-7 FE—T01) 2, 3— UK [1, 2-c] W Mpmbk A A ) B L A 3 2 ] 42

9
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ZIE G IR G EALAR BRI s DL

b) —FpEZ Mk B A e PR

—Bel k5], W1 ABT-737. ABT-263 (Navitoclax) . EM20-25. YC137. GX-015-070 ( B8 (2,
P ) B R A AL UCB-1350883 AT-101 ((-) - #3/} ) « SPC-2004 ( Wl h7 ik 4 ) « 16-105,
WL-276.BI-97C1. I-VRL (Immunovivorelbine) \DATS ( Kir#irEs ) -CNDO-103 ( BT AMET1) ) «
D-G-3139 (R4 =& ) . Evotec. PIB-1402, EU-517 ;

—Bel &A1k

—Bcl siRNA, fi1 PNT-2258 ;

- R UFEZHRR, i1 BelKlex ; PLK

~mTOR i F2 HP w55, 4n 75 0 25 2= 80l i R R, plinFmE R (2P %A ) K
Yk 55 (RAD-001, Afinitor) . M % 35 (ABT-578, Endeavor) « % 7§ %' 55 7] (CCI-779, Bk
B JE R ) HLBE BE ) (AP-23576, MK—8669) « TAFA-93 ; B % mTOR I i 31 1 7], 41 WYE-132,
0SI-027. INK-128,0S1-027AZD-2014., AZD-8055. CC-223. ABI-009, EXEL—-3885.EXEL-4451
NV-128, 0XA-01. PKI-402. SB-2015. WYE-354. KU-0063794, X-387. BEZ-235.

13. NHIIA A B B SR R A T A & e 45 F 1R 97 BB JEE 1 259
R 3 P J i 1 L e R T A PR L — B FLIREE | Her2 52 MRBH 14 LM
PR SRS SR

a) BORJE R 1-7 FAE—I01 2, 3— ZEUBKME I [1, 2-c] W mpmbk b A ) Bl L AR B 2 ] 42
Z I E ER G K AT AR SR

B AL B IR A (AL G ) B L AR B A W R 52 1 3 A K B BT AR T R AR 1 2
MAEY) ;

LK

b) —FhEkZ Ak B R A e i

—Bel k15, W1 ABT-737. ABT-263 (Navitoclax) . EM20-25, YC137. GX-015-070 ( & [
5o, 0y ) B R A AL UCB-1350883. AT-101 ((-) = #3y )  SPC-2004 ( D174 )« 16-105.
WL-276.B1-97C1.I-VRL (Immunovivorelbine) \DATS ( KrHi £ ) ~CNDO-103 (B AN 75 )
D-G-3139 (AR =) .Evotec. PIB-1402,EU-517 ;

—Bel g5A K

—Bcl siRNA, i1 PNT-2258 ;

- R UFEZHR, i BelKlex ;PLA

~mTOR & F2 FP 55, 40 7 0 7 = el i R R, BlanEmER (P EA) K
Yk 55 (RAD-001, Afinitor) . M B 35w (ABT-578, Endeavor) « & 7§ % 55 7] (CCI-779, Bk
B JE R ) B B2 ) (AP-23576, MK—8669) « TAFA-93 ; B % mTOR I g 31 1 71, 41 WYE-132,
0SI-027. INK-128,0S1-027,AZD-2014 AZD-8055. CC-223, ABI-009, EXEL—-3885.EXEL-4451
NV-128, 0XA-01. PKI-402. SB-2015. WYE-354. KU-0063794, X-387. BEZ-235.

14, AEYhs 5 T PO AE BB 3 SPRCR B R 17 F T — I A A ) i U e A/ sk
2 T HR AR B R 8-10 HAT— I WA TS G P R 20 A Lo R 520 (B 2 )
() g, BTk AE AR GBI Bel R IE . HER KRR IEF / 83E 4L PIK3CA 5 55 A1 / 5%
PTEN R 5%, JIT g i 9] A L M » o ) 2 Pk LI « — Bk LI Her2 2 4K BH 1 7L e

10
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R 52 AP 1 L e o

15. Y5 Bel 215 JHER KRR IEM / B0d4k JPIK3CA 15 585 S A1 / 5k PTEN Bl 2k ) —
Fhak 2 PP AL 73 7K 1 77 7%, SErPAE TR Bel ZRIEH, Bl 28 43 1 i 4 Bel s Hoh 7E BTk HER

FERRIER / 33EPIK3CA 5 55 S, ik 4l 75 i iy EGF-R 5 3 HH A ZEfT A PTEN 4
S, BTl 415349 i Ay PTEN,,

11
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H{KHT 2, 3- — S Bk FE [1, 2-C] mEndeik gy A&

[0001] A HH I

[0002] -2, 3- &K MEFF [1, 2-c] MMk & st & AR A ME— iR R I 25 A6
8k a) Frid b & ek & Brid b & 29415 )0 b) — ek 2 Fh L e 75 MR 205 76 61
25 TR 7 BT e hE 1R 25900 16 FH gk, BT S 49 G LIRS, FEAEIR R b3 A 5hh v A,
WNHE S ARBAEFLIRJE  Her2 SZARPAMESL e . I PEFLIE (triple negative breast
cancer) % IR ;

[0003]  -a) FTdRALAEYIFL b) —FhEk 2 FH IS ERINAE

[0004] - FHF¥RY7RE AL BT Ak & E i — TS I 294 &9

[0005] - H5 a) PG b) —Mrek 2 ML e RN A G MAEY) ;

[0006] - 7% Bcl ik HER KGR IEH / BUF . PIK3CA 15 54 F (signaling) 1/ B
PTEN & 2% (R 8 K2 R AR s 75 F  TIO e iE 78 3 o) P i AL & W O SR/ B 52
PEIF R At I A ST E UHIEE T 3R (rationale—based) W [F4H 4 k4% mUs st At / 8l 5
i 52 Pk 38 5 LA

[0007] - ll5E Bel ik HER KGR IEM / BUE . PIK3CA 15 5% S/ / 8 PTEN SRk
(1) —Fh 2 Bl I 4L 3 K P 5 7

[o008]  &HHTH &

[0009]  3f-F4F ke, S AR ) S i v M AR 1 B I B 29 S U T IR 2 . B
TR AT IAE R 2 A8, R B AR AR e AR B YR T B Ay AR B E AR . IR
W 1) PI3K KI5 A2 5 2 R 4 Mo #E 45 & IR A L i A 1) 37 — B IR ILEE, 83 71 2 15
T 5 Bk (Vanhaesebroeck 28 A , 2001 ; Toker, 2002; Pendaries 2§ A , 2003 ; Downes %5
N, 2005) o IXLELR K i 24055 T 2 Pl A0 i L FE B9 AR AK, BT IA 400 M o R L A M A L 4 e A7
WIS (vesicle trafficking) IEB AL,

[0010]  PT3K 7] J& T 25 40 R4 et L 73 T 40 28 S 1 4 2 A — PSR 200 RV PT3K 1)
51T RERII R O 80 KR A K BT (Brown&Shepherd, 2001 ; Traer %A , 2006) ,
B R E AR AESE T 250 S H AT SE P HIVEA (Vivanco&Sawyers, 2002 ; Workman, 200
4;Chen %% A\ , 2005; Hennessy %8 A , 2005; Cully 5§ A, 2006) .

[0011] 3% 128 PI3K 185 5 175 8 R W SR 28 ji o7 T 19 22 S 1 4 20 A S SR 7285
% 1, F8 PI3K HH 5 p85 Y WV A7 Z IR 1) 1 5t S — B ARAL IR Ak p 110 fEE AL S2A7 (p110 @
pl10B Bipl10 Y ) 4. HH %, 5 [, R PISKAEA T B4 (p110 v ) HANFEF pl01 i 5 B AL
S BiR4E ( H Vanhaesebroeck&Waterfield, 1999:Funaki Z¢ A , 2000;Katso Z& A, 2001
TER) o IX 28 1 C- v X B & A 5 Sr i R (distant homology) AL,
PI3K Yy Z5H 55 1, 25 pl10 2818, (H k2 N- 3% p85 45447 4 (Domin&Waterfield, 1997) .
SRELE ARG BB AR AL p1 10 757 2 1) () (RIS 1 D A B B P B o PI3K 28 2 ]
(1) 55¢ ey [ PR A S 4. (kinase pocket) H1s

[0012] %% T 38 PI3K VAL i e AT 7™ A g B i 14k BRSO p85 119 M FR A 5 75 Ak
1) 52 PRI BRI (RTK) (A9 55 PDGFR. EGFR. VEGFR. IGF1-R. c—KIT. CSF-R 1 Met) - 4H ffu [Xl

12
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T2 GPCRVEEIR 81 A 0%, BUS IR U R R (i e de 1 (94 Grb2.Cb1 IRS-1 BX Gabl)
AXK. CIEMTEX ras 3 BB S IE X4 A B RN (Kodaki 58 A, 1994) HIE
pl10B Fl pl10y P2 G BB v M 9G4k . SERF b, IR R M BUR S T R B S
ras 54 (Kang 25 A, 2006) » #H)%, pl10a Flpl10 6 WPk Akt [ 2H o 1 3805 i 35 IR
5 ras 455 oK BURTETE

[0013] %85 1 2% PI3K f# 1k PI(4,5)P,[PIP,] F| P1(3, 4, 5)P,[PIP.,] i) % 4k. H PI3K =
A2 () PIP, SE 0 2 N5 5 8 S B, BT ad b R R 0 R0 B 4 B 18 T L 40 O AE TR L Ak e
M IE S 19 A 4 2 i . PIP3 482 7% Pleckstrin—Homology (PH) 311 &5 (1 (/B K6 % IR VL I
MM T SR S PDKL A Akt JRUREZE R =9 ) i &5 &, X 28 85 (1 8 ML ETS RS 5 3 3 X I
Ot Hie B T e Klippel %A, 1997;Fleming %8 A , 2000; Itoh&Taken
awa, 2002 : Lemmon, 2003) . 1% PDK1 5 Akt 3L B A7 (co—localization) {3 T Akt %k
BRAL G4 . Akt 7 Ser™ R IE I B R ALGEEE T The'® 7E Akt 35 AL 96 31 P 1 B BR AL
(Chan&Tsichlis, 2001 ;Hodgkinson Z¢ A , 2002;Scheid 28 A\ , 2002 ; Hresko Z5£ A, 2003) . —
FLyg Ak, W) Akt {5 382 52 i 40 i ) S 330 P2 R0 40 A7 45 1R 42 1) 22 b il 1 e ol R A I 5 AL
R

[0014] Akt JE Ak I 22 46 F 28 ik 20 52 1) 400 R A7 335 O 28 5 R v 2 1 1 A2 1 47 3
AT o Akt IR T LA G R AL P 28 i 2 a0 R 4 A . Akt AR
{E AT BAD 25 (A B FRAL IR A8 FL VG 1 2 PPl — (del Peso % A, 1997;Pastorino %5
N, 1999) o Akt 1] DUIE b A8 - R 4B 9 7F Ser'™ LB R0 SR BELIT 40 Mo (2 2% C— ik
e IR AR RS AL, AT 2F 4 e 4735 (Cardone 5§ A, 1998) .

[0015] Akt fEZ MK Esgmm iR R85, MDM2ES V2 2 BB AE Ser™® Fil Ser™® i Akt
N BRI ACIE T MDM2 [ ANAZ 518 DL Rz 2 HeM 2 G I TE ORI AL o % MDM2 #8117
TR f# (0] LY294002 BEWT ) 7 ) (1) p53 I # il 71) (Yap 58 A , 2000; Ogawara %
N, 2002) o FH MDM2 "~ pb3 iX 4 [ 50 1 p53 AT I{E T A (%41 Bax. Fas. PUMA
F1DRS) 4l it & HHD T p21°" LA K PTEN g #3719 5 (Momand %5 A , 2000 ; Hupp %5
A, 2000;Mayo 25 A, 2002;Su % A, 2003) . [F]FEH#, Forkhead % 3% 5l F FKHR. FKHRL #1
AFX (Kops %% A\, 1999; Tang %% A, 1999) [¥) Akt A T B RRALMEZE T EA1E 14-3-3 & A
HI 456 DL S M2 R A% 20 40 o v i i B . (Brunet 22 A, 1999) . Forkhead 3% PRI IX P IhEE
PERE L 52 M T A 08 T RIS I 8 AR i3 [R5 3%, £ 46 Fas it f& (Ciechomska % A , 2003) .
Bim ({& YT Bel-2 G 1 ) (Dijkers A ., 2000) DL I 4 2 -1 (Ang-1) F5 505
Ang-2(Daly Z5 A\ , 2004) (%55, Forkhead 3% PR 7~ 17 40 Mo & 8 a5 ARl e 3 (Cdk)
R p279 k. S2hr b, AR PISK IHIFIE S p27" £k, S Cdkl F05H] . 40 o
TEHMEAHERET. (Di jkers 25 A, 2000) o JEHRIE T Akt {f p217°" L[ The'® DL J p27%" |
(1) Thr'™ BEERAL, (&8 T EA115 14-3-3 |MAM KL, SECGH S fgn i s 9, By kel
X% Cdks 9] (Zhou 25N, 2001;Motti 2% A\ , 2004; Sekimoto 25 A , 2004) . [§ T iXLLfE
2 46, Akt IB# TKK i#5fE2 1L (Romashkova&Makarov, 1999) , S8 1 x B HIREER AL AU PR A4 UL K%
Bt 5 1 NF x B IR AT, S 30U B R TAP i Bel-X, IRk

[0016]  PI3K/Akt #& 72 ik 18 i 5 ¥ T2 T 4H 5 19 INK Fi p38™™ MAP 4 i 11 55 ¥4 T2
P AH G B 1 Akt 3@ 1 P9 A INK/p38 1 T A (U TS AE 5 U T IS 1 (ASKL) (Kim
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2 N, 2001;Liao&Hung, 2003;Yuan 25 A , 2003) f1 J& & % & % (mixed lineage
kinase) 3 MLK3) (Lopez—Ilasaca Z& A , 1997;Barthwal Z¢ A\ , 2003 ;Figueroa 2§ A , 2003))
VR 38 T A AN 0 il >R 0 i) TNK AT p3SMAPK 15 5 4% Tt o 1 FH 4l i 75 2557 7 1) b 83 o W ¢ 3
p38" VEMEIK15 T, JF BT EE S 4T AET (0B L4 it (4E Olson&Hal lahan, 2004 H
W) o B, PI3K 342 R il AT DA k3L [R) 45 24 1) 40 Mo 55 38 250 0 is 7

[0017]  PI3K/Akt {5 56 T (¥ F e A RO B ad i v 1 W8 J 45 B8 3 (GSK3) i 1k i R 15
A0 MR . GSK3 Y MEAE S - 40 M P T, A8 BT 40 e AR A i R 3R D, ) Ser™
WAL, ¥ m H Tiz 2R BRI R 3 (Diehl 25 A, 1998) FEEHWI M) S— AHR#EAN . Akt i@
EAE Ser” LB ERAL M3 H] GSK3 ¥ M (Cross %8 A, 1995) o 1X ST (& 1E 40 g A I FE 1Y
MR FIHER D, AT . GSK3 3G M@ ot wnt/ B — N E AE 5H S
W T 52 e 40 e 39 5E (Abbosh&Nephew, 2005: Naito 28 A, 2005:Wilker 25 A, 2005; Segrelles
&N, 2006) o GSK3 [1) Akt /T I IRAL B2 B - IE M & A HIAR E AL AL B A, 31X XT3
cmyc ML ME DL (B - IR F /Tef BILHIAEIR ) [KIFRIEIG N,

[o018] B HH VF £ Ly S50 ik DAL MM 8 9110 o) 5500 A % M 5 56 3 9 4% kM) F PISK 15 5
B9, (H PISK J Hoyh M S A ¢, R 1E I MR 45 i g DL R 40 B & A W 42 3
pl10a Flpll0B MEA I 3eak, I Had 28 18 % 55 19 b iy PI3K 3 PEAH K (Bénistant
N, 2000) o AT ON LR E S0 R LU I e 48 i 2R DL R T S IR A0 e e v R IE T
pll0a [FidRk, pl10a 755 UG S e 4 f Z b itk R 8 5 38 i PI3K 3% PR ¢
(Shayesteh 25 A , 1999:Ma 25 A , 2000) . C.£ 7E 45 % 1 ) v M 2¢ B T = 1) PI3K 15 14
(Phillips %¢ A, 1998) , I HAEFLIRE OS2 IG IN &1L (Gershtein S8 A, 1999) .
[o019] it JLAF, CLAE 2 Pl il P A iA T 9 A% pl10 a (PIK3CA) Y& PRI A 1) 4 41 Jiig 58
A3, ¥e Ay 1k BT AR B BOPE 2 T AE 20 32% KI5l B e (Samuels 25 A, 2004 ; Tkenoue
2N, 2005).18-40% [ $L AR % (Bachman 25 A, 2004;Campbell %25 A , 2004;Levine
2 N, 2005;Saal %5 A, 2005;Wu 25 A, 2005).27% () BZ R OBE 40 M 9 (Samuels %%
N, 2004 ; Hartmann 25 A, 2005:Gallia ZE A, 2006) «25% [{] 598 (Samuels ¢ A, 2004 ; Byun
SEN,2003; L1 458 N, 2005) \36% [ F40 KR (Lee 55 A, 2005) \4-12% ) B S (Levine
2 N, 2005:Wang 25 A, 2005) 4% [ fifi 38 (Samuels 2§ A, 2004 ;Whyte&Holbeck, 2006)
DL @ is 40% 181 5 N B (0da 28 A, 2005) H1 % 42 PIK3CA €48, D& fE /bR &
IR 798 (oligodendroma) « A2 7 4H i 57 | W8 £F 4H M 83 DL & AR I8 Hh i JE T PIK3CA 58748
(Broderick 28 A, 2004;Garcia—Rostan 25 A , 2005) o FE T W 22 3 i) i AR F 5848, PIK3CA
& SIEREAH IR I e A S AR R R 22—, T 73— K-ras. 2T 80% ] PIK3CA 5¢74¢
RELEE AR X IR, BRI gtk (E545K) 4k (H1047R) » AL 2% 53 BT Fl 8
FIRHFFT CLE8UE B IX P Pl 5822 34 S B8 I ARk ME p110 a (A0S, 3 H S8 Br b o4 30
i) (Bader Z£ A, 2006 ;Kang 25 A, 2005 Samuels 2§ A, 2005 ; Samuels&Ericson, 2006) » &%
I A HRIE T PIK3CA JE BRI S /0> UV AG BT 4R 4 o e 2 M A K R 32 8 (TGF-1. R 2
PDGF. EGF) "N HIME ‘5% 377 AF (LS I, I HXT 2 B30 RTK 7 4 ALY %2 (IGFR. Y
ZEAY BEGFR PA Az EGFR. Bl Her2/Neu FAZ 5345 ) (Zhao 28 A , 2006) »

[0020]  PI3K (IR Py hBE MERF 95 LK B p110 B ¥ siRNA A S R I T #8 /B
[¥) Akt % B AL A HeLa 41 Jf JPJeg A=< — & (Czauderna 5 A, 2003) o {ERBAKSEE 1, ik
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UEB] p110 B 1) siRNA A3 T R 75 A 40 04 Py 0 S0 P 2 e o g 48 e 1) 2B G (Pu 5%
N, 2006) o B p85 1T WAL I PI3K DhBew] BRI 2243 2 A A= AN 40 i e Ak,
(Huang %8 A , 1996;Rahimi %5 A, 1996) o B CL284E 2 Pl 40 i f 2 T 405 P13K 1) p85 a
Hip85 B YA (3T = i IR ST TE ) 2R i 2 SR e 5848 (Janssen
22N, 1998; Jimenez 28 A\, 1998;Philp 2 A , 2001 ; Jucker Z& A , 2002 ; Shekar & A , 2005) ,
R PT3K Pt A4 i BH W 7 22 73 24 e A2 3R v i AR SR T2 (Roche %% A, 1994 ; Roche %5
A, 1998;Bénistant Z& A , 2000) . {# F PI3K ] 57 LY294002 FlI & 5 75 5 2% KA N R
HRIE (proof-of—principle) W53 B PI3K 15 ‘5 4% FAE /& Py g AL K AL 52 (Powis 5%
N, 1994:Schultz 28 A\, 1995:Semba 25 A, 2002; Thle 2§ A, 2004) .

[0021] 55 TS PI3K i MR )ik AR BB AT T B i ok e R 5 0 B 1) () it 5 7 Je
M ZERBRPL ) TN Mo EE AT 72 DL A JBUN TF I 52 A 9% (West 58 A, 2002;Gupta
2N, 2003 0saki Z& A, 2004 ;NagataZE A, 2004:GottschalkZ& A, 2005:KimZE A, 2005) .
JEUE ] PI3K RIS AL 5 2006 A 21 e 4 e mh i) 2 B 24 82 1 -1 (MRP-1) ISR IE LA KB J 55
FXIT I 2 1% (Lee 55N, 2004)

[0022]  FAIRILE—B 5 T PI3K (5 5 % S AR IR A A= A i B PTEN g 410 il 551)
PT (3) P BRI )8 T AN FJmE I B i s 2SRl (L1 28N, 1997 Steck 28 A, 1997;A11 %
N, 1999; Tshii 25 A, 1999) . PTEN £ P1 (3, 4, 5) P, & 4 P1 (4, 5) P, HHILIEPT PI3K- 1K
AR ST B DBtk IS PTEN (40 M B T+ i 1) PIP, ZKF mi K1 PISK (5 5%
W (Haas—Kogan 28 A, 1998 Myers 25 A, 1998; Taylor 25 A, 2000) . 34 0 6 38 58 785 8 FO6F
FE VA T IR BRAR RS ME (Stambolic S8 A, 1998) o LhRETE PTEN [JE IS T PI3K F
S5 (Taylor 58N, 2000) , FHI T 40 Mo Az A AL 4 B s (2 08 T CE B itk (Myers %%
N, 1998;Zhao 5 A, 2004) . AL, 7EBR /D Dy e 4k PTEN (8 b %) PTEN Zhe e il 7
PR A K (Stahl 25 A, 2003 ;Su 2% A, 2003 ; Tanaka&Grossman, 2003) F-{# 41 % 48 o
B AL (Tanaka&Grossman, 2003) o

[0023] 5 T 28 PI3K ZKGAT T 12 4i Mo A7 3 Fr 4i Mo 90 1 2 A M5 5 4 I 42 i 1 B
Mk B EAE A, B AT R NR BRI M 0 Ak 2 Hh A A IR T . T34,
FPHI PI3K 7] ¥ 70 Hb v e 5 | S A4 27 Va7 S0 52 (0 40 AL il o DRI, FEAR NSRS T 28 PI3K
P A 235 5] LA AN APt B A ot LSt Fr g & e 6 {1 0 1 SR U R 7

[0024]  FERPEZWI T, IR TS5 1R W2 ARG 5 3 SRR U 2 45 i B 40 fe s 5))
PERE SR Al VA MRS AL A= S 1R (L0 2 — 284K GPCR, JFH LS | & £ F
TN ) EEl. SIS Ca TR A1 AL EALAE MBS bEE X iRt
— W 55 SHT 1 PISK & ™ A AT A4 B IR B 25 — (5% (Wymann %8 A, 2000; Stein
Fl Waterfield, 2000) .

[0025]  PI3Ky 5 4 e K] cAMP JE4: /K1 IF HA it o smelr i 7038 B cAMP 457K
T AR R A AR N B A A RS . (RIS B PI3K v HIR e AEHB YR TT 7S
I A0 ) 3 0 Sy R AL W Pk v I Hs Y A g o I FE K B Uk S A A A | I A A R A
B R o

[0026] T PI3K #HIFREPHWI K B GPCR (Y15 5% T 3 HBHIT 22 Pl G 5 40 i (193005 » 7~
A AR RPE 0 A G B T T T B B TE P, T IR 92 s B A e M T A o Rk R
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R BR AT NG PESR S I B ZE PR (COPD) W IALRE M AR 7 S 1905 « 1 5 SR s Jhe
2 RGO R IR B R0 B PR i o L& 2L I A ZE RN B AL A 4L
[0027] 3, i d At ThE AL P A R I i, 5 [ 2o Pk A, A2 50 WL R RE SR T R AL
EEE, KA S P 1 EH—FNSEHRENXFIRE (invasive breast
cancer) » 2010 4, FHI 2 W HE T 207, 090 M2 28 X FLIRE BB, LUK 54, 010 AR
28 IR B . 2010 4, TR 39, 840 A & HEFE T FLIRIE . 43 2 FVA T ke 5
BT RZMRE FEHAT B =R EER AR 2K (ER) V4281524 (PR) 1 HER2/
neuo FEHFA BN A IR L7 R 1K 4 Bk A ER FHME (ER+) « ER I (ER-) « PR B (PRH)
PR ¥ (PR-) JHER2 BHYE (HER2+) F1HER2 FAPE (HER2-) o 584 ANt A 1% LE 52 1K 1 40 i FR
FJEHE (basal-like) B = (triple negative). ¥rHH7EImIR 48 2 T DNA (1953
o UNTESEAE A0 M R R 2 DNA 5877 B PRI 3R e 1k, 253 8T s ST I £ (i3
Tk A ) A e A B3 A e AN DNA HRe P S0 AR S L ) VA B R

[0028]  CLRIRAE ANFLIME T, & FEHE I / 8547 1) PT3K/PTEN/AKT i %A Bh T 3L e
CLEHL 2 i e g o T LA LI 26 (4n HER2 PRV VBER S R BA PEsk =
FIPEFLIE ) A A % 31 PTK3CA FH PTEN iz A% 02 LA f PT3K 18 2% 135 46, PRk B A it
FLMRIE (1) PT3K A0 BP0 7] () S w2 BB o AL, AX B TR IO e R A6 3 0 AX ST AT 4
IR ) PI3K AR KBRS PE R/ BP0 Fhrad e hah, ARG KR P2 AL,
MR LI T AR K PR R 45, L SoIRBLZ 1

[0029] 4 FRIE AT AN, LA R BA KT 2, 3— ZEUKMEIE [1, 2-c] MeMambkib S 407E %
PEFLIYE . = B PEFLIRSE « Her2 52 ORI 1t LW gm AR 3R 52 A4 PR M 5L e 1K) 38 7 s B Ay
B HAR A TF

[0030] LRI (FF HX 2 Ak B I Rtk ), A SC P i iR Fi e LI 2, 3— &k e JF:
[1, 2—c] W WEIbRAY, 5 A0 70 LIRS R 3 A 28 Pk LM « — DI PR FLIR IR « Her2 52U FH M 7L Mt des
I ER 52 AR B L 1R v T BRI Hh I A R

[0031]  [AITHT, ARAE 25— J7 10, A B S AR g ME— v PRI 2, 3— KM g [1, 2—c] &
Wbk AL, S A B L A B A T 4 A2 IR B SRS ) K B I BT AR e A R B L B IR AR AL S
VYA PR A A2 1) 2 SR E W K G BT AR e R PR K 25 AL S AR R A& TR T
S PR (LA e R M FURRE - = BH MR FURRRE JHer2 2K PH M FLIR I AN & %2
EBATEFLIE ) PP E.

[0032]  HRHEAE —J7 1M, AR W KT HRAE

[0033]  a)2, 3— S WKMEI [1, 2—c] M MEmkAL A P B AR 38 25 mT e 52 10 2h VA K
Gy EaRLS L VY

[0034] b)) — ik 2 Fh HB VG PR, e 2 16 B BN AL s 2 B BRI 2 BT R 24
IR 2 ST 25 VR PR 25 U OB A 2 Bt e IR T I 2 L B G S 24 L BB PR v 2 Bl
s 2 PR, SER A — e Ak B DA e T

[0035]  -Bcl #HI50, &0 ABT-737 \ABT-263 (Navitoclax) \EM20-25.YC137.GX-015-070 ( &
Evnhy ) B R A(Tetrocarcin A) . UCB-1350883, AT-101 ( (=) — 5} ) . SPC-2004 ( I
Br ¥ A4 ). 16-105, WL-276. BI-97C1. I-VRL (Immunovivorelbine) . DATS( K #¢ #r %
(Allitridin)) . CNDO-103 ( Ba] #h#5 7 1%y ) » D-G-3139 ( #2 &% = & (Genasense)) . Evotec.
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PIB-1402,EU-517 ;

[0036] —Bcl 4550k ;

[0037] —Bcl siRNA, 41 PNT-2258 ;

[0038] - fx X EAZTiR (antisense therapy oligonucleotide), 1 BelKlex ;LA K
[0039]  —mTOR & 42 41 il 7, & 75 WA 45 2= sl i 35 R KU, i & = (12 %
H) )\ MK 4E % \) (RAD-001, Afinitor) . Mt % 35 #] (ABT-578, Endeavor) « % 7§ %' % 7]
(Temisirolimus) (CCI-779, 5k ¥i ZE /R (Torisel)). Hi #f Z& =] (AP-23576, MK-8669) .
TAFA-93 ; B % mTOR 384 B 310 ) 71, 41 WYE-132. 0SI-027. INK-128, 0SI-027. AZD-2014.
AZD-8055. CC-223. ABI-009. EXEL-3885. EXEL-4451, NV-128. OXA-01. PKI-402, SB-2015.
WYE-354. KU-0063794 ., X-387. BEZ-235.

[0040]  HRHEEE =710, AR B KA E 2, 3— KMt [1, 2-c] MMkl &4 sl H A= 2
SR B R A K G BT AR e A AR g ME— i TR B AL &, O TR TT
i (gL R 2 R ML = PP L IR  Her2 52 74 BH ok LIt A 25 52 AR PH
FUIRIE ) o

[0041]  ARVREHE VY7 1], A& B A& T AN G A G -

[0042]  a)2, 3— S WKMEIF [1, 2—c] M MEmkAk A P B AR 38 25 T e 52 1K 3h VR A K
EEATAR R P K

[0043]  b) — ik 2 Fh B VG PR, e 2 16 E P AL 2l B BRI 2 BT R 24 A
Ji 2 ST 25 VR PR 2 PO OB AR 2 Bt s E [ T 2 e G S 24 L BB PR v 2 Bt
s 2 PR, SER A — e Ak B DU R E T

[0044]  —Bcl #MHI5, W1 ABT-737.ABT-263 (Navitoclax) \EM20-25.YC137.GX-015-070 ( 3
Esedz ) R A AL UCB-1350883, AT-101 ((-) - #8) ) . SPC-2004 ( WIHzi# 4 ) L 16-105,
WL-276BI-97C1. I-VRL (Immunovivorelbine) \DATS ( Kir#irEs ) -CNDO-103 ( BT A& T8 ) «
D-G-3139 ( #R49= & ) .Evotec. PIB-1402.EU-517 ;

[0045]  —Bcl #5450k ;

[0046] —Bcl siRNA, 41 PNT-2258 ;

[0047] - R MUEERLTFRR, W BelKlex ;LA

[0048]  —mTOR &AL 5, U 75 F 2% 22 B tH &2 =28, l inE & & (PH2 %A ) .
KYEFEH] (RAD-001, Afinitor) .M B BEw] (ABT-578, Endeavor) <& 75 &' 55w (CCI-779, 5k
B JE /R ) M BE ) (AP-23576, MK—8669) « TAFA-93 ; 8% % mTOR I i 31 1 71, 41 WYE-132,
0SI-027. INK-128,0S1-027AZD-2014. AZD-8055. CC-223, ABI-009 EXEL—-3885.EXEL-4451
NV-128, 0XA-01. PKI-402. SB-2015. WYE-354. KU-0063794, X387 BEZ-235.

[0049]  HR4k 2 T Jy 11, A& BHES & T A LA A H 4& FH TR 97 s e ( WL e,
S RVEFLIE . =B FLIRE « Her2 520 BH 4 LRI SR 2 R P FLYE ) 259
I

[0050]  a)2, 3- KM [1, 2-c] WEmkIbk AL A 4 Bl AR B 25 mT 2 2 I 2R VI &) K
GBS TR

[0051]  BYAEA0 & IXFE AL A 4 Bl G AR B 25 mT 42 52 1 3h VT A 0 K G W B AR = A 1k
WZ5AEY) 5
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[0052]  DLJ%

[0053] b)) — el 2 Fh HR UG PR, e 2 1k E B AR 2l B B 2 BT R 24 VAR
Ji 24 S PR 25 VR PR 25\ OO O 2 e s JIE [ I 2 L eI G S 24 L BB PR 24 Bt
o3 25 T PR, SER A — PP B Ak B DA e iE )

[0054]  —Bcl #MHI5, W1 ABT-737.ABT-263 (Navitoclax) \EM20-25.YC137.GX-015-070 ( %
ELsahr ) B iR A AL UCB-1350883, AT-101 ((-) — #5} ) « SPC-2004 ( UlH7i%E ) « 16-105,
WL-276.B1-97C1.I-VRL (Immunovivorelbine) \DATS ( KFr#i 2 ) CNDO-103 (B AN 75 ) <
D-G-3139 (#RY=JE ) .Evotec.PIB-1402,EU-517 ;

[0055] —Bcl #5450k ;

[0056] —Bcl siRNA, 41 PNT-2258 ;

[0057] - Jx MCEERZ IR, W1 BelKlex s BAK

[0058]  -mTOR &AL, 4 75 F 2% 22 B TR & &= 25, l inE & & (PE2 %A ) .
K432 E) (RAD-001, Afinitor) M2 BE5H] (ABT-578, Endeavor) « & P & 525 (CC1-779, Bk
B FE /R ) M B2 ] (AP-23576, MK—8669) . TAFA-93 ; 8% % mTOR I 311 11 51, 41 WYE-132,
0SI-027. INK-128.,0S1-027AZD-2014,AZD-8055. CC-223, ABI-009 , EXEL—-3885. EXEL-4451
NV-128. 0XA-01. PKI-402. SB-2015. WYE-354. KU-0063794, X-387. BEZ-235.

[0059]  HRHEEE /ST, A K P I AE Bel RIS HER FKERIAT / B4k PIK3CA {55 4%
S/ B PTEN Sl 2% (RS Ui A i AR b i T PO R C sl e, o ool A % Pk LR
Tt — BAPEFL I « Her2 520K PH PR FL MR e AN 232 52 AR BH R UM ) AR 3 X AR S s LI
2, 3— SRR I [1, 2-c] W mpmbk AL A 4 i BBUB MR / BN 52 1tk A T B AR Gt A S B v )2
FHG I FEIA A Dok 2 (E#F7)E (stratification)) A&,

[0060] MR -LJT 1, AR B Al E Bel 3Rk HER FGKIE M / BE4L . PIK3CA (55
B2/ B PTEN BRI 1) —Fh B2 P4 23 7K F B 5 i, o

[0061] - FEJTIAR Bel KiAH, Frid 453 Uk Bel,

[0062]  — 7E ik HER KK LA / BimAk . PIK3CA 15 5% S, Tk 207340 40 &y EGE-R,
JH

[0063]  — 7Efrik PTEN 2k mf, Frak 45 73451 4n oA PTEN,

[0064]  HRHE A BT — L3k 75 0 i) — A BAR St 77 58, Pl U 72 28 1t FLIR e -
[0065]  HRHE A & B AT — Fak 5 1 1 — AN HAR St 7 28, P S0 A2 — B PR LR
[o066]  HR4E A & AR — LR J7 i i) — A~ BARSE 77 %2, Prid LM 72 Her2 52 44 1 1%
FLIRIE -

[0067]  HR#E A B KA — Fak T7 ) — AN HAR S 77 58, BT il FL M 2 R 2 AP P 5L
e o

[0068] ﬁg HE if‘ ﬂi N

[0069]  AS B ES—J7 s FAE A ME— TS HEFIE R (A) AE Y el dL AT A= B2 1 3
WHREY KGR

[0070]
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[oo71]  Hirp .

[0072] X 7~ CRR® Bl NH ;

[0073] Y' FEn CRP BN

[0074] 2= Y32|Eﬂ I 2 B 2 7 P L e, %ﬁ:ﬂiéY ZY3i%TXX%$HT Y* Rl Y

[0075]  Z'\Z*.Z% F1 7' MAr bR CHL CR® BE N ;
[0076] R FTon755E, HATHEHL HH 1-3 ANk B R, Cy o ks ([T B 1-3 Mk H
RY FIHAREE ) IEUARIE 5C o Bk, HAT IR 77 FE I8 T7FE . C o BESRIE J7 2k T 8 Ik A T
A AR C L Fef ik, AR il AL 5 B8 e 05 2k C g it
J@E TR AT R EE A B A R B B MR B AT 3-15 JT IR EONUER
W, AT B 1-3 MR A R EREE, B A 1-3 MEE NV O RS %R 7,
[0077] Hor
[0078]  R" FRIn 2 AL FRIE BUEE RIE VEUIE L N=(C e 38 ) &R N- (R Cg T
B ) BHE N, N- T (Cp Bt ) 228 N=-(Cp BEEE ) 2055 N-(C FIMEEE ) -N-(C o bidE ) 22k
N=(Cyg ERAMEIL ) S35 N-(FREE € BT ) N-(Cyg BEdE ) ZFE N-(C g BRI ) &
FEN-[IN, N= = (C g B2t ) &IEW AL ] &8 N-[N,N- = (C, ¢ ik ) &I (C kit ) W
L T 22 N-[N,N- = (Cpg BEdE ) 2k o Mk ] 2055 2UAEIRIE \N-(C g BidiE ) 2Tk
FEVN,N=- 2 (Cpg BEdE ) 2RI Cog BRBETE C g WERRSE | C g BEMAMESE 2RI L C, g B
SEELRIL N- SRR (R TR BTk B 1-3 MR E R ON-( 555 € Bidk ) &
B (HrpprdR 7 ik B 1-3 M A R BURCEE ) 5 Ek C eIt (H A prig
FATIER B 1-3 AN B R EURIE ) MEURIE ) (Cp e it (AT M R xR
T R ERVEIEN-(Cg it o8 ) ZIEEUN, N- = (C g JtdE ) &N ) - C g It e (AT
EHLBE B3R R KB N (Cpg FidE ) WRABE B N- ( J7 2 ) WPREBEZ UL ) |
BUF 57 TR BRI (A 1-3 ML H 0. S FIN 2% R+, JfF AR 2 A 1-3
ANEE R L),
[0o79] Hrp
[0080] R FKIRn X RIE EIEN-(C o BEdE ) ZIE N, N- = (C o Bttt ) &I R IR
N=(Cyg Je 2k ) ZIEIRIE N, N- = (C g Bids ) 2 IEFRAE JIEIETE (C ¢ it (HARIE A 2k
BUE R R K R R R ) VA C b (ARl U R IR VI N-(C
Bk ) @A N, N- . (Cpg Bt ) ik VR HEE  N-(C Bt ) BRI N, N- . (C,4 %2
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B EEBESE AR KRB KRR

[0081]  R® FRIRFEFE . i 28 AHFE  HUIE V=L N-(C o et ) &I N, N- = (C o et ) &
N-(FR5E Cpg Bk ) BIE N-(FREE C g BEdE ) N-(Cy St 2t ) & C g BRARIE V22 C g BE
I Cog M SE D555 5T UM BN RI 2838 (JLHA 1-3 MEH 0. S AN 124 JR 7, IF
HAT 4 T SR FUR 23 \C o e dE C e Bl EE R 20 V3B C g St IN-(C g S
) &I N, N- = (Cg etk ) ZFEN-(C BEEE ) 2 N-(C fidE ) PREE AU REE VR
B Cog BEdk RIE. C g BEEIEIRIL VR IEIRIE  N-(C o B3t ) RIERILEH N, N- = (C, ¢ K¢
) BFEEL-CO0)-RY),

[0og2] H.r

[0083]  R¥ F7R €, itk Cp g B IE VEIE N-(C B ) EFE N, N- - (C BERE ) &I
N—(C,o BEIL ) S B 5-7 JTUMEB AR 2R (B 1-3 Dk E 0.S AN 745 1,

I BAT IR C, 6 HEIE . C ¢ BEARIE VEEARVRUIE N-(Cp g BE5E ) ZIE N, N- = (C 4 K38 ) &
BEN-(Cyg WhIE ) AL REREURIEEUR ) (Cpg ek (HFLEHIAE R AR ) VB € BE
5 (HAT MY R R,

[0084] Hrf

[0085] R RARFE BT W EN KRR B N-(C FidE ) BFEEW N N-
(Cpg BEFE ) ZIEN-(FRIE C, o e dE ) EIEN-( ARIRIE C, o e 2t ) R H I C, g W
(alkylenyl) « Cy ¢ KEARIEFREE Cpg HEAIE —C(0) —R* | -NHC (0) —R*'\ Cyg FRGEIE L 71| Wb
SEVARR T B 2 2 AR -1, 3-WEMeb I DY BLER R 5 TG BN 6 T AN AT AL (I
HA 1-4 NMEBE 0. S FIN 245 T, I BATIEHLPE R I, C L Bk, C FEAIE. C HEHSE
RIEFRIE Cp g PEAE VAR 2T VEUSE Cg 0t N-(Crg St 28 ) &8 N, N= = (Cpg St )
BHEN-(Cpg BEEE ) ZIEBFIEUR ),

[0086]  Hr

[0087]  R*" RIRFRIEL EFE N-(Cpg Bt gk ) UHE N, N= = (Cy HE3E ) &5 N- (i fRRIE
Cog JoE ) BEE . C g BEdE VEUEE C L gt VEIE Oy WARHE L e 3L 5 e 6 I AT EAS
WIS (HERA -4 NEH 0. S FIN 2457, I HATE IR I C o FEdE . Cpg HEAR
F Cpo PUARIEIREE FRIE Cp g ef 2 VAR &S N-(Cg 5228 ) 225 N, N= = (Cy g HE2E )
FAFEN-(C g B ) IR ) ;

[0088] R’ KRG K HASIIEEHE C, it (AR 7 A C, S LBl %
TRERB KR

[0089]  R* RIREDK C, ¢ FETE 5

[0090]  R® EKIRE K Cp FidE s H

[0091] R KR A Cpg Kt

[0092] Bk FAIHIA A -

[0093] &) IXFEM 2, 3- ZEBKMEIE [1, 2—c] MMkl &9 s L AR BE A mT B 2 [ 3h L &
Y IK G AR AR

[0094] b)) —FiEk 2 Fh HB VG PR, e 2 1k B P AL 2l B BRI 2 BT R 24 VA
Ji3 24 S e T 24 R R 24 oo R 24 L B v R [ I 2 L B G S 2 PORE R v 25 BBt
T B3 2 HE PE R, SERE AR — PP Bk B LA S s PR
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[0095]  —Bel 47, 41 ABT-737 . ABT-263 (Navitoclax) \EM20-25.YC137.GX-015-070 ( B
Bz ) iR A AL UCB-1350883. AT-101 ((-) - #38) ) « SPC-2004 ( D hzi# 2k ) < 16-105.
WL-276.BI-97C1.I-VRL (Immunovivorelbine) \DATS ( K###1 2 ) .CNDO-103 (Bl MG T )
D-G-3139 (R4 = ) \Evotec.PIB-1402,EU-517 ;

[0096] —Bcl &4k ;

[0097]  —Bcl siRNA, U PNT-2258 ;

[0098] - Jx MLELRZ IR, Wl BelKlex ;LA &

[0099]  —mTOR &AL, 4 75 F 2% 22 B 02 2= 28, il inE i & & (PE2 %A ) .
WHEFEH] (RAD-001, Afinitor) .M BEw] (ABT-578, Endeavor) . B4 & 5w (CCI-779, 5k
B FE R ) M BE ) (AP-23576, MK—8669) « TAFA-93 ; 8% % mTOR I g 31 1 7], 41 WYE-132,
0SI-027. INK-128.,0S1-027.AZD-2014 . AZD-8055.CC-223, ABI-009. EXEL-3885.EXEL-4451 .
NV-128. 0XA-01. PKI-402. SB-2015. WYE-354, KU-0063794, X—387 BEZ-235 ;

[0100] B AU S aX AR AL & W B L AR B 2E M 4 52 W 2R VA W0 KB BT AR S i
25 5

[o101]  BRH B ERXFEMAEG I AMAEY,

[0102]  FEHil#& FH Ta 7 B e (sl e el R PR FUME =B It LIRS |« Her2
2R BH PR L R R S AR LR ) B2 R i

[0103]  7F FIREE—J7 iy — AN ARSI 7 S, AR B S AR g ME— g Pk B F 4
B W E L A B A AT 2 I B I B ) KGN BT AR SR A

[0104]  N-(7, 8- Z“H4HE -2, 3- & KMIF [1, 2—c] mEmenbk —5- 55 ) MHMEM

[0105]  2-(7, 8- —HI4JE -2, 3— —SBKMeIF [1, 2—c] MMk —5- 2% ) —1- nbie -3- L &5
R

[0106]  N-(7, 8- FHI4(JE -2, 3— “&WKMEIF [1, 2—c] MMk —5— 5k ) —1H- ZRIF K -5
M

[0107]  6-( LWL ) -N-(7, 8- —H4I -2, 3— &K MIF [1, 2—c] MMk —5- 25 )
[TRIE

[0108]  N-{5-[2-(7, 8- 4 & -2, 3— —&WKMeIF [1, 2—c] MEmpipk —5- 55 ) —1- FR B L4
] ke —2- ) SRR

[0109]  2-({5-[2- J&JE -2 bW -3- B LM ] -7- AL -2, 3— & KME g [1, 2—c] M
MAEIbE —8— JiE | 4L ) N, N- IR AW

[o110]  2-[7- P4 & —8— (VUE —2H- MM —2— FE 4 ) -2, 3— & KMETF [1, 2-c] mEmg
Wk —5— & 1-1- mbmg —3- L LHLIART

o111l 2-[8-(2- F& 2% & % & )-7T- B & & -2,3- = & Kk m Jf [1, 2-c] i mp
Wbk —5— 2 1-1- mbmE -3 JE LIHEIMET

[o112]  ({5—[2-F&3& —2- MbmE —3- FL L0 JE 1-7- A2k -2, 3— KM It [1, 2-c] e
Wk —8- 2L} HIEE) LI ;

[0113]  4-({5-[2- &L —2— mbhe -3- FE LM ] -7- AL -2, 3— & KMEJF [1, 2—c] M
bk —8— 3% | L) TR 5

[o114]  ({5—[2- FR3E —2- MbmE —3- FL L0A % 1-7- 40k -2, 3— KM If [1, 2-c] mEmp
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Wk —8- & } ) LB

[o115]  2-[7- A 45 & —8— (2H- DY M —5— 2k FF &0 25 ) -2, 3— — &0 0k e I [1, 2-c] nd mge
Wbk —5— %5 J-1- MkmE —3— FE SEEIMRET

[o116]  2-[7- FI4JE -8~ (4— Mbk —4- Jk —4- U7 A8 ) -2, 3— &KMot [1, 2-c] &
Pk —5— 2 J-1- MkmE —3- Jk LIEEIMEE

[0117]  5-[1- 2%k -2 (8- Mhmbk —4— ik -2, 3— &KW IF [1, 2-c] MEMEME —5- 3% ) 44
5 ] mbnE -3- B

[0118]  N-(2, 3— &K ME I [1, 2—c] MEmenbk —5- 55 ) —5— FRBE MR

[0119]  6-( L BEZ 2% ) -N-(7,9- = FI & 2 —8- H 2 -2, 3— &k mk 3F [1, 2-c] n
Wbk —5— 2 ) HHWEHZ 5

[0120]  N-(8, 9— —HI4JE -2, 3- —&UWKMeIF [1, 2-c] MEmgeitk —5— 2% ) —5- FRIL ML ;
[0121] 5 FFE N-(7- B4 IE -2, 3— —&UKME It [1, 2-c] MMk —5- 3% ) ML ;
[0122]  N-(7,8- —FI%ZE -2, 3— & BKME I [1, 2-c] MEmgmbk —5— 2% ) —5-[ (4- AL
) HAE ] B

[0123]  N-(7, 8- &K -2, 3- —&UKMeIF [1, 2-c] MMtk —5— 3% ) —5- FR IR M IERL ;
[0124]  5- FHE N-[8-( =& FH ) -2, 3- & BkMEIF [1, 2-c] MMk —5— 3% 1 MAEEIZ
[0125]  N-{8-[3-(1, 3— 44X —1, 3- =& —2H- 7MWk —2- & ) N4 -2, 3— ZSIBKme
I [1, 2-c] mEmpubk —5- 2k | JHBLIZ ;

[0126]  N-(7- R —8— FIAEE -2, 3— Z&UBKMeIf [1, 2-c] Wasmipk —5- 25 ) MRBERZ ;

[0127]  6- & F: N- (8- F&EEE -2, 3- A PKMEIF: 1, 2—c] mEmpmbk —5- 3% ) JHmEA% ;

[0128]  1-(1H- 2% JF Wk g —5— 3 ) —2—(8, 9- — FI AR JE -2, 3— — &k Mk 3f [1, 2—c] s me
Wk —5— 2% ) LIEMMEE

[0129] 2-(8,9- — P4 J& -2, 3— & Bk M 3f [1, 2—c] ws mpmk —5— 3L )-1-(2,4- — 1
-1, 3- WEME —5- FL ) ZELEET

[0130]  N-(9- F4EJE -2, 3- &UBKMeIF [1, 2—c] Wik —5— 2% ) —1H- ZRIFmkme: —5- FE
iz

[0131]  N-(8- 7] -2, 3— &BKMeIf [1, 2—c] Mgk —5— 2% ) MR 5

[0132]  N-(8- &) -2, 3= &BKMEIF [1, 2-c] WEMIER —5- 35 ) —1H- R IHF IR Mk -5 FFEERZ ;
[0133]  N-(8— H4RJE -2, 3- —&WKMeIF [1, 2—c] Mgk —5— 2% ) —1H- 2R FFmkme: —5- FE
1

[0134]  N-(8- & -2, 3— & WKME I [1, 2—c] MEmdenbk —5— 2 ) —1H- ZR KM —5- AL
[0135]  N-[8—( =A%) -2, 3- “&WkMeIf [1, 2—c] Wbk —5— 5 ] -1H- ZKFF K m —5-
MM

[0136]  N-(7— 9§ —2, 3— —&BKMeIE [1, 2—c] ek —5— 2% ) —1H- 2R FFkme: —5— FIEf
[0137]  N-(7- 4 -2, 3— &K M I [1, 2-c] Wempupk —5- 2% ) JHBERE ;

[0138]  N-(8— %l -2, 3— &BKMEIf [1, 2-c] Wbk —5- 25 ) —1H- 2R IR Mk -5 FFEERL ;
[0139]  6-( LWEE L ) -N-(8— Mhlbk —4— FE -2, 3— & KM IE [1, 2-c] MMk —5- 3% )
MM

[0140]  1-(1H- 2K Jf WK Mg —5— Jk ) —2— (8- M pk —4— F& -2, 3- S WK Mk I [1, 2-c] s

22
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Wk —5- 2% ) LEEMGRE

[0141]  N-{5-[1- &Hk -2 (8~ Mhpk —4— F& -2, 3— &K MEIE [1, 2-c] MMk —5- 3% ) &
fks ] nknE —2- 5} W

[0142]  6- FAFE -N-(8— Mpk —4— 3L -2, 3— —EUBKMETF 1, 2-c] MEMEmk —5- 255 ) MREEAZ ;
[0143]  1-(1H- A IFBKME —5- JE ) —2-[8- (4- FIEURIE —1- 55 ) -2, 3— & KM IF [1, 2]
Wbk —5— 2L ] LA

[0144]  N-(2, 3-2, 3— & BkMe I [1, 2—-c] MMk —5— 3% ) —3H- KM I [4, 5-b] nikmE —6- FF
[TRICE

[0145]  N-(7, 8- —HI&R 2L -2, 3— KM If [1, 2-c] M mubk —5- 2% ) —3H- WK I [4, 5-b]
ntmeE —6- FELIL ;

[o146]  N-[7-( =G A2 ) -2, 3— ZEKMI [1, 2—c] WMk —5— 2% ]—1H- A FF Kk —5-

Wiz 5
[0147]  N-(7,9- —F43E -2, 3- —&BKRMEIF [1, 2-c] MMk —5— 3 ) —1H- ZRFF ki —5- Ff
Wi 5

[0148] N-{6-[2-(7,9- — H & & -8- B I -2,3- — & B ™M JF [1, 2-c] M= M
Wk —5— 2% ) —1- FRIL LI EE ] mibhE —2- &} LB

[0149]  N-{5-[2-(7- ] -9- A&k -2, 3- KM JF [1, 2-c] MEmenbk —5- 2% ) -1- R 404
5] ke -2- &} LW ;LK

[0150]  2-(8, 9— - FHAHJE -2, 3- AKMEIF [1, 2-c] memenpk —5- 2% ) —1- nikig -3- J L2
R

[0151] BRI A -

[0152] &) IXFEM 2, 3- A MKMETF [1, 2-c] MEMEmkib &4 s AR BT B2 [0 3 L ) &
W) KBS AR SR A S R

[0153]  b) —FhaEk 2 PhIL e i MR, Rl Ik B PO A o2 bt BEIG S 25 P 28 25 4
IR 2 P IRTT 2 VR PR 2 U/ O A 2 Bt e R T I 2 L B G S 24 S OB PR v 25 Bl
T TE 2 R PEFR, SR A — PP e Ak B DA e i T

[0154]  —Bcl #4HIF), {1 ABT-737.ABT-263 (Navitoclax) \EM20-25.YC137.GX-015-070 ( B&
E ez ) iR A AL UCB-1350883. AT-101 ((=) — #3) ) . SPC-2004 ( DIHzi# L ) < 16-105.
WL-276.BI-97C1.I-VRL (Immunovivorelbine) \DATS ( Ka#i £ ) «CNDO-103 (BT FME T8} ) «
D-G-3139 (fR4N =/ ) .Evotec.PIB-1402,EU-517 ;

[0155]  —Bcl &5&0K ;

[0156] —Bcl siRNA, 41 PNT-2258 ;

[0157] - & CEERZ R, W1 BelKlex ;LK

[0158]  —mTOR &AL, 4 75 F 2% 22 B i iR & =28, linE & & (PE2 %A ) .
K YEEH] (RAD-001, Afinitor) M B B5H] (ABT-578, Endeavor) « &8 % 55w (CCI-779, 3k
i FE R ) ML B ) (AP-23576, MK—8669) « TAFA-93 ; B % mTOR I g 31 1 71, 41 WYE-132,
0SI-027. INK-128,0S1-027,AZD-2014,AZD-8055,CC—223. ABI-009 EXEL—3885. EXEL—-4451
NV-128. 0XA-01. PKI-402. SB-2015. WYE-354 . KU-0063794, X—387 BEZ-235 ;

[0159] B A& X AR AL & W s EL A B A T 2 52 10 2R VI N & W K-S W e AR S i 4
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INESEZEERER Y/

[o160]  mH W EIXFEAGHAMAEY,

[o161]1  fEdil & M Tty sliF B i ( QLA 5 Jal Je REFUIRE « =BT FLARGE L Her2
52 AR BH A FL IR AR 32 AR BH M LI ) 250 b i T 3

[o162] A B o — St Ty SEALHEAE o ME— i PRI (D) WAL G 4 s A B 22w
R E R G OK G SSL AR

[0163]
)
N
R /)\
\o N NH
\R3 R? 0
4y
[o164]  HA .

[o165] R' F7x —(CH,) ,— (CHRY) - (CH,) ,-N®") R*) ;

[0166]  R® R R(TIEHIBE 1 A~ 2 A8 3 A R FEF R AR 07 5

[0167] R’ FIRbedEaIpidt ;

[0168]  R* F/n&FILaibe it s f H.

[0169]  R® F1 R® W] LUAH [RIERANIR], 31 HLp S e /R A e ik B Bk bt Sk el b A e it o ek
R R W UL e FRER R R 7RI R 3-7 SO B, Bk 3-7 o BTk
b D — AN AR BB R A2 SR, IF HOn AR e i — A s A R IR EUR
g R R W LU S BT ER R R TR IE K 5-6 JC S AR, ATid 5-6 JU S BTk
s H—AREANRIE T VER TR 1, I ARl — s A RS ZEFIHUL
[0170] AR R AT LLAH R BN, FF HRST Mk 1 35 L B g A2k o 3 IR B L3R
BEIEBETE T 5 05 FEBETE F 05 5L 0 SRS L AR IR IR IR B L S B —OR™L e 3L SRS
f B -NRD R7) . % % —COR”. —CN, —COOR’, —CON(R") (R” ). —OR". -SR’. -N(R") (R") =,
& -NR'COR", H. 3% B W[ fLiE g — s 2 A~ R SEF AR

[0171]  FRZCHBLA R® AT LA R SAN R, FE HA ST 3 A et IR pedt e S st —OR” ;
[0172]  ARHBLA RT AT R™ 0] LIAH R SAS IR, ¢ H RS A 4 Bt Ik et R pedt
IR I A 2 O R T R A B AR AR e B B R

[0173] AR R hor s o A3k L B3 EBERE O . 9 5 &3 ek AR
A NS TN e N e o SN B SN T SN i SN/ L SIS Y NN/ S i
A7 L 5

[0174]  n j& 14 3L, JF Hom /2 0-4 (0340, R 24 R MR 5 e piEsiEr—
ETE K 5-6 JTCE AMM, ntm < 4 ;
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[0175]  BiFH FAIAS -

[0176] &) IXFEHT 2, 3- ZEWKMEFF [1, 2-c] WMtk At A Bl H: AR 38 2 m e 52 11 36 VSR
V) KGR SR A 5 A

[0177] b)) —Fiel 2 Fh HR0E R0, e 2 16 5 P AL il 24 Bl B3 24 T R 24 VR
IR 2 S R 24 VR IR 24 oD R 24 L B v R [ I 2 L PR S 2 PORE PR v 25 Bt
a3 2 T PR, SRR — B Ak B DA e i T

[0178]  —Becl k7, {1 ABT-737.ABT-263 (Navitoclax) \EM20-25.YC137.GX-015-070 ( B8
Eridr ) <A AL UCB-1350883. AT-101 ( (=) — #3/} ) « SPC-2004 ( I HziFiE ) . 1G-105.
WL—276BI-97C1. I-VRL (Immunovivorelbine) \DATS ( KRBz ) «CNDO-103 ( B AMG 1Y )
D-G-3139 (AR =JE ) .Evotec.PIB-1402, EU-517 ;

[0179] —Bel #5450k ;

[0180] —Bcl siRNA, U PNT-2258 ;

[o181] - & UL IR, W1 BelKlex s BLK

[0182]  —mTOR RALHN G, 4 75 F 2% 22 B iR & &= 28, l inE & & (PE2 %] ) .
K YE 5] (RAD-001, Afinitor) M B 55w (ABT-578, Endeavor) <& 75 &' 55w (CCI-779, 5k
i ZE R ) LB 5] (AP-23576, MK—8669) . TAFA-93 ; 8% %% mTOR J54 30 11 51, 41 WYE-132,
0SI-027. INK-128.0S1-027.AZD-2014.AZD-8055. CC-223 ABI-009. EXEL-3885.EXEL-4451
NV-128. 0XA-01. PKI-402. SB-2015. WYE-354, KU-0063794 ., X-387 BEZ-235 ;

[0183] B XL AL & W B LA B2 Wl 2 52 10 2R VI & W K -G W BT A S i
2 EY) 5

[o184]  BRHE B EXFEMA A AWMU EY),

[0185] TR+ FH TV y7 BB e ( anFLIRes , e a2 R VLIRS « = B VRS | Her2
2R BH T L A S AR BH L ) i i & .

[0186]  fE—AMRIESLHE T Eh, AR HAREIEME—IEERIM (D a8 (R 2
fEiEH g | A4~ 2 ek 3 A R FEF IR & BN 05 3k ) sl AR 25 B2 2 1K 2R A T S0
IKE PR AR SR

[0187]  BRF FAIMALE -

[0188] &) IXFEM 2, 3— & UWKMEFF [1, 2—c] MMtk At A5 4 Bl G AR 38 22 M 52 11 36 S 3R
W) K G T AR SR AR

[0189]  b) — ik 2 B H v PRI, e 2 16 H B A AL i 24 B B ST 24 L R 24
IR 2 ST 25 VR PR 25 U0 B O 2 Bt e R [ T 2 L B G S 24 L BB PR v 25 Bl
T TE 2 PR, SER A — e Ak B DU e RS T

[0190]  —Bcl ##I50, &0 ABT-737 . ABT-263 (Navitoclax) \EM20-25.YC137.GX-015-070 ( &
Esedz ) R A AL UCB-1350883, AT-101 ((-) - i) ) « SPC-2004 ( WHzi# 4 ) < 16105,
WL-276.BI-97C1.I-VRL (Immunovivorelbine) DATS ( K###iZ ) .CNDO-103 (BT MG T )
D-G-3139 (AR =JE ) .Evotec.PIB-1402,EU-517 ;

[0191]  —Bel 4550k ;

[0192]  —Bcl siRNA, U PNT-2258 ;

[0193] - X ELRZH R, W1 BelKlex ;LK
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[0194]  —mTOR MR ALFPHIFI, W1 Th MAFF R B E IHEE =80, wl i maE R (W2 5A) .
Y ST (RAD-001, Afinitor) .M % BEH] (ABT-578, Endeavor) <75 % 5w (CCI-779, Bk
B 2R ) HLBE B E) (AP-23576, MK—8669) . TAFA-93 ; 5 & mTOR i s #1) thi) 1), 01 WYE—-132.
0SI-027. INK-128.,0S1-027AZD-2014,AZD-8055. CC-223,ABI-009 , EXEL—3885 . EXEL-4451
NV-128. 0XA-01, PKI-402. SB-2015, WYE—-354 . KU-0063794 . X-387. BEZ-235 ;

[0195] B AL S XA AL A A Bl I AR B 22 mT 2 52 (1) 6 VIS 06 0 KB W) BT A 7 A A
WIZ5AEYD 5

[0196] B AL & XFEMAGHIAMAEY,

[0197]  TEH# FH Ty sTBEE (anFLIes , e 2 R ML . — DI MEFLIRSE | Her2
SZARBA T LI RS S 2 AR LY ) 28 &

[0198] {5 —fRIERISEHET R, AR EFEVE R E—3EHERIK (D Ew (PR
HR BT M A pedt ) s AR AT A2 R A K BSOS R R A

[0199]  BkF FAIMALE -

[0200] &) IXFEM 2, 3- AKMETF [1, 2-c] MEMRbRAL A ) sl HL AR B2 T B2 2 (1 3 VAR
WK G ST AR SR A AT

[0201]  b) —FhER 2 P L& IE PR, R 2k B B A ey Bl FE S TE 25 P R 25 A
Ji 24 S e TS 24 R R 2 oo R 24 L B v TR [ I 2 L B G S 2 BORE R v 25 BBt
T B3 2 BE PR, SEARE IR — AP Rk B DR S E PR

[0202]  —Bel #4kIF), {1 ABT-737 . ABT-263 (Navitoclax) \EM20-25.YC137.GX-015-070 ( B&
E sz ) iR A AL UCB-1350883. AT-101 ( (=) - #3) ) « SPC-2004 ( D1 hzi#E ) < 16-105.
WL-276.BI-97C1.I-VRL (Immunovivorelbine) \DATS ( K812 ) «CNDO-103 (Bl kMG T )
D-G-3139 (R4 = ) \Evotec.PIB-1402, EU-517 ;

[0203]  -Bel &4k ;

[0204]  —Bcl siRNA, {1 PNT-2258 ;

[0205] - J SUEAZ YR, 4 BelKlex s BL &

[0206]  —mTOR & A2 il 5, w175 M2 2 8 B iH 25 2 250, il n s a2 (PE2 3] ) .
KYE L] (RAD-001, Afinitor) .M B BEw] (ABT-578, Endeavor) <& 75 &' 55w (CCI-779, 3k
B 2R ) CHEBE BE ] (AP-23576, MK—8669) . TAFA-93 ; 8% % mTOR I i 31 11 31/, 41 WYE-132,
0SI-027. INK-128,0S1-027,AZD-2014, AZD-8055. CC-223, ABI-009, EXEL—-3885.EXEL~-4451
NV-128, OXA-01. PKI-402. SB-2015., WYE-354. KU-0063794, X—-387 BEZ-235 ;

[0207] B AL S IXFE AL A ) B L AR B2 mT B 52 1 Bh VI T A W K G W BT AR A 1R
2SR5 5

[0208] B EL G XFEMAGHIAMAED,

[0200]  TEHi|#¢ FH Tiy7 OB e (anFLIReS , e a2 R LIRS . — DI MEFLIRSE | Her2
ZARBH M LR RS 2 AR LY ) 25 &

[0210]  {EN —fRIESEHE T A F, ARHAFEIEAME—VEERI (D &4 (HA R A
R SN ER T—RIEK 5-6 JLH &R, ik 5-6 THARKEHE Lk
48 SRR 1) 7 AR 2 SR 1, F HLTAE e gl — k2 A RS JE I EAC ) sl A P 2wl
I ER ARG KA BT AR R
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[0211]  EE FAIKASE -

[0212] &) IXFER 2, 3- KM [1, 2-c] MMkl S s L A BE A T B2 11 3h L ) &
V)~ IKE T AR T A A A

[0213] b)) —FiEl 2 Fh HRWE PR, e 2 1k H DI AL e 2h B B 24 BT R 24 VR
IR 2 S R 24 VR IR 24 oD R 24 L B v R [ I 2 L PR S 2 PORE PR v 25 Bt
a3 2 T PR, SRR — B Ak B DA e i T

[0214]  —Bcl 47, {1 ABT-737.ABT-263 (Navitoclax) \EM20-25.YC137.GX-015-070 ( B&
Eridr ) <A AL UCB-1350883. AT-101 ( (=) — #3/} ) « SPC-2004 ( I HziFiE ) . 1G-105.
WL—276BI-97C1. I-VRL (Immunovivorelbine) \DATS ( KRBz ) «CNDO-103 ( B AMG 1Y )
D-G-3139 (AR =JE ) .Evotec.PIB-1402, EU-517 ;

[0215]  —Bcl 4540k ;

[0216] —Bcl siRNA, U PNT-2258 ;

[0217] - [ CEHRZ R, W1 BelKlex s BLK

[0218]  —mTOR IRATHN G, 4 75 F 2% 22 B tp & &= 25, Bl inE & & (PE2 %A ) .
K YE 5] (RAD-001, Afinitor) M B 55w (ABT-578, Endeavor) <& 75 &' 55w (CCI-779, 5k
i ZE R ) LB 5] (AP-23576, MK—8669) . TAFA-93 ; 8% %% mTOR J54 30 11 51, 41 WYE-132,
0SI-027. INK-128.,0S1-027AZD-2014,AZD-8055. CC-223, ABI-009 , EXEL—3885. EXEL-4451
NV-128. 0XA-01. PKI-402. SB-2015. WYE-354, KU-0063794 ., X-387 BEZ-235 ;

[0219] B AL XL AL & P B LA B A T 52 10 2R V& W K-S BT AR S i
WZ5AEY) 5

[0220]  BREELEIXFEMA G AMAEY,

[0221] 7Rl 2 FH T3 7 BB e C anFLIe , e a2 R VLIRS « = B VeSS | Her2
2 AR P L e R S S AR LR ) B2 h i A

[0222]  EN —fRIESLHE T b, AR A FEE -SRI (D aY (Hp R 2
I ) B AR T B B TS K A BT AR SRR A

[0223]  BF FAIALE -

[0224] &) IXFER 2, 3- EABKMEIE [1, 2-c] MMkl &9 s AR PR T B 2 [ 3h L &
WK E BT AR ST R A

[0225] b)) —FiEk 2 Fh HB VG PR, e R G B PN AL 2 B BT 2 BT R 24V
2 I 25 VR PR 25 U O O 2 Bt e R [ I 2 L B G S 24 L BB PR v 25 Bl
R iR | Bk S S [P Ll A L B v S D S TR R i i P

[0226]  —Bcl #47), {1 ABT-737 . ABT-263 (Navitoclax) \EM20-25.YC137.GX-015-070 ( &
Bz ) iR A AL UCB-1350883. AT-101 ((-) — #3) ) . SPC-2004 ( DIhzi#E ) < 16-105.
WL-276.B1-97C1.I1-VRL (Immunovivorelbine) \DATS ( Ku#i £ ) «CNDO-103 (BT FME T8} ) «
D-G-3139 (fR4N =18 ) .Evotec.PIB-1402,EU-517 ;

[0227]  —Bcl 4550k ;

[0228] —Bcl siRNA, U PNT-2258 ;

[0220] - Jx MCEERZH R, W1 BelKlex ;A&

[0230]  —mTOR &A% il 57, 4 7 P 5% 22 B R 08 =28, il an v in & = (PH 2 5] ) .
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K 4E 5] (RAD-001, Afinitor) .M 55 5] (ABT-578, Endeavor) 75 B 555 (CCI-779, Bk
B FE R ) LML B ) (AP-23576, MK—8669) . TAFA-93 ; BY % mTOR I /il 31 1 71, 41 WYE-132,
0SI-027. INK-128.,0S1-027,AZD-2014 . AZD-8055.CC-223, ABI-009 EXEL—3885. EXEL—-4451
NV-128, OXA-01, PKI-402. SB-2015. WYE-354, KU-0063794 . X—387. BEZ—235 ;

[0231] B A0S IXFE AL A 4 B AR B 2R R 42 52 10 3h VW A 0 K G W BT AR e A 1
FIZ5AEY) 5

[0232]  ENE AL G XFEMNAEGHIAMAEY,

[0233]  {EHi 2 FH Ty sRTUB e (anFLIes , e 2 2 ML . — I MEFLIRSE | Her2
SZARBA T PR RS S 2 AR LY ) 28 &

[0234] 7R —fRikscit 7 =, Ak AREIE S HERIR (D a4 (Hd R
R SEMPTER R F—RIE K 5-6 JT0 & AL, FTk 5-6 05 BT L & — Pk
ZEABERR T, JF AT — k2 A R B ) sk AR B2 m B2 1 3k i
G IKE BT AR R

[0235] =& FAIRIASE -

[0236] &) IXFER 2, 3- ZEBKMEIE [1, 2-c] Memeikib &9 s LA B2 B 2 [ 3 L &
WK GRS AR SR A AT

[0237]  b) —FhERZ P EIE R, R Rk B BN A R Bl RS TE 2 PR 2 R
Ji 24 S e TS 24 R R 2 oo R 24 L B v R [ I 2 L B TG S 2 BOBE R v 25 BBt
T B3 25 BE PEFR), SERE AR — PP Rk B LT e E PR

[0238]  —Bcl #7I5, W1 ABT-737.ABT-263 (Navitoclax) \EM20-25.YC137.GX-015-070 ( 3
Eridr ) R A2 AL UCB-1350883. AT-101 ( (=) - #5387 ) « SPC-2004 ( DI Hzif 4 ) « 1G-105,
WL—-276.B1-97C1.1-VRL (Immunovivorelbine) \DATS ( Ka##i %k ) .CNDO-103 (BT FME T8} ) «
D-G-3139 ( #R441 = & ) . Evotec. PIB-1402, EU-517 ;

[0239] —Bel #5450k ;

[0240]  —Bcl siRNA, {1 PNT-2258 ;

[0241] - & SUEERZ IR, W1 BelKlex ;DA K

[0242]  —mTOR RALHN G, 4 75 A 2% 22 B 08 &= 28, il inE & & (PE2 %A ) .
KYAEFEH] (RAD-001, Afinitor) .M B BEw] (ABT-578, Endeavor) <& 75 &' 55w (CCI-779, 3k
B ZE R ) CHIBE BE ] (AP-23576, MK—8669) . TAFA-93 ; 8% %% mTOR I 31 11 31, 41 WYE-132,
0SI-027. INK-128,0S1-027AZD-2014., AZD-8055. CC-223, ABI-009, EXEL—-3885.EXEL-4451
NV-128, 0XA-01. PKI-402. SB-2015. WYE-354. KU-0063794, X-387 BEZ-235 ;

[0243] B AL IXFE AL A P Bk L AR B2 mT B2 52 1 3h VI T A W K G W BT AR A 1k
2SR5 5

[0244] B AL G XFEMNAGHIAMAED,

[0245]  TEHi|#¢ FH Tiy7 OB (anFLIReS , e a2 R LIRS « = DI MEFLIRSE | Her2
2 ARBH M LR RS AR LY ) 25 &

[0246]  {EN —fRIESLHE LT, ARFAFEIEAME—EERI (D & (PR 2
L) B AR 2 I R VR AW K BB AR TRk

[0247]  BF FAIAS -
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[0248] &) IXFER 2, 3- KM [1, 2—c] MMkl &9 s L AL BE A T B 2 [ 3h L &
V) IKE T AR T A A A

[0240] b)) — el 2 Fh HR U PR, e 2 1B H P AL il 2l B BRI 24 BT R 24 VAR
IR 24 S RN 24 VR R 24 oo R 24 L B v R [ I 2 L B IR S 2 POBE PR v 25 BT
a3 25 R MRS, SEARE A — e Ak B DA e i T

[0250]  —Bcl #if51, 40 ABT-737 . ABT-263 (Navitoclax) \EM20-25.YC137.GX-015-070 ( B
Eridr ) A2 AL UCB-1350883. AT-101 ( (=) - #3/} ) « SPC-2004 ( I HzifiE ) L 1G-105.
WL—276BI-97C1. I-VRL (Immunovivorelbine) \DATS ( KFrBi 2 ) «CNDO-103 ( B AMG T )
D-G-3139 (#RZI=JE ) .Evotec.PIB-1402, EU-517 ;

[0251]  -Bel 45401k ;

[0252] —Bcl siRNA, 41 PNT-2258 ;

[0253] - & UL R, W1 BelKlex s BLK

[0254]  -mTOR IRALHN G, 4 75 iF 2% 22 B tH & &= 25, l inE & & (PE2 %] ) .
K YE ] (RAD-001, Afinitor) M B 55w (ABT-578, Endeavor) <& 75 &' 55w (CCI-779, 3k
I JE R ) Hi B 5 ) (AP-23576, MK-8669) « TAFA-93 ; BX 3% mTOR 3 /i 310 1 571, 401 WYE-132.
0SI-027. INK-128.,0S1-027AZD-2014,AZD-8055. CC-223, ABI-009 , EXEL—3885. EXEL-4451
NV-128. 0XA-01. PKI-402. SB-2015. WYE-354 ., KU-0063794 ., X-387 BEZ-235 ;

[0255] B A0 S X AR AL A P B L AR B A T 4 52 10 2R VA W K-S BT AR S i A
WZ5AEY) 5

[0256] B HE L EXFEA A AWMU EY,

[0257]  FEil#¢ FH T a7 R PR eE (sl e Rl 2 R MR UM =B It LIRS |« Her2
2R BH T L A S AR BH L ) i iR & .

[0258]  /E N —fRiksii 7 =4, AR BAREVE E—iE R (D a4y (K R 2
RS 1 A2 AN Bk 3 AN R® FEFH A AL IE L Wk B L WRIE L IEL e | mEL IS PR | A | PG T ol
Wy s AR EAT e 1 AN 2 B3 AN R BEFTHUAC AR IE | kT2 (Wi | nEL I | g | M e i I
e ) Bl AR PR AR 2 1 B RS W K G BT AR R AR

[0259]  EE FAIKIASA -

[0260] &) IXFER 2, 3- ZEBKMEIE [1, 2-c] MMkl &9 s AR PRS2 T B 2 [ 3h L &
W IKE BT AR ST R A

[0261]  b) —Firak 2 Fh HB v PR, e A2 16 B P A AL ke 2y B BRI 24 B R 24
2 YT 24 VR PR 25 PO R 2 P s IR [ B 2 B S 24 O PR v 2 Bt
T TE 2 PR, SER A — e Ak B DU e RS T

[0262]  —Bcl 47, {1 ABT-737.ABT-263 (Navitoclax) \EM20-25.YC137.GX-015-070 ( &
Eredr ) iR A AL UCB-1350883. AT-101 ((-) — #3) ) . SPC-2004 ( DI hzi#E ) < 16-105.
WL—-276.B1-97C1.1-VRL (Immunovivorelbine) \DATS ( Ka# £ ) «CNDO-103 (BT FME T8} ) «
D-G-3139 (AR =JE ) .Evotec.PIB-1402,EU-517 ;

[0263] -Bcl 4550k ;

[0264] —Bcl siRNA, Ul PNT-2258 ;

[0265] - Jx SUEEAZHIL, 4n BelKlex sLL &
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[0266]  —mTOR & A0 Hil5), W1 TE MAFF R BB 0 =280, wl i maE = (FH25EA ) .
Y ST (RAD-001, Afinitor) .M % BEH] (ABT-578, Endeavor) <75 % 5w (CCI-779, Bk
B 2R ) HLBE B E) (AP-23576, MK—8669) . TAFA-93 ; 5 & mTOR i s #1) thi) 1), 01 WYE—-132.
0S1-027+ INK-128.,0SI1-027,AZD-2014,AZD-8055. CC-223 ABI-009 EXEL—3885, EXEL—4451 .
NV-128. 0XA-01, PKI-402. SB-2015, WYE—-354 . KU-0063794 . X-387. BEZ-235 ;

[0267] B AL S XA AL A A Bl I AR BE 22 mT 42 52 (1) 36 VIR 0 KB ) BT AR R R A
WIZ5AEYD 5

[0268] BN AL S XFEMNAGHIZAMAEY,

[0269]  TEHi| 25 FH Ty BRTB s ( anFLIRes , e 2 R ML . — DI MEFLIRSE | Her2
SZARBA T LI RS S 2 AR LY ) 28 &

[0270]  ZE—AMFRAIIISERE T b, AR BHAEFEEAME—EERIN (Ta) tbE9) (Hrp
R 40 b ) sRALAERES FRl a2 /2R A K B BT R R R A

[0271]
()
QO
N /Ko

(Ta)
[0272]  BiFH FAIKAS -
[0273] &) IXFEM 2, 3- KM [1, 2-c] MEMRIkAb &4 sl AR BRAA T B2 [0 3 LA T &
V) IK BT AR A AR A
[0274] b)) —FiEk 2 Bl H BV PR, e R G E B A AR 2 Bl BT 2 PR 2 VB
IR 2 SR 2 VR PR 25 U O SR 2 Bt e R T T 2 L B G S 24 L OB PR v 25 Bl
T TE 2 PR, SER A — e Ak B DA e R T
[0275]  —Bcl #MHIF, W1 ABT-737ABT-263 (Navi toclax) \EM20-25.YC137.GX-015-070 ( B8
Eridr ) A2 AL UCB-1350883. AT-101 ( (=) - #3/} ) « SPC-2004 ( I HzifE ) « 1G-105,
WL-276.BI-97C1.I1-VRL (Immunovivorelbine) \DATS ( Kan#i £ ) «CNDO-103 (BT FME T8} ) «
D-G-3139 (fR4N =/ ) .Evotec.PIB-1402.EU-517 ;
[0276] —Bcl 455K ;
[0277] —Bcl siRNA, U1 PNT-2258 ;
[0278] - Jx CELRZ TR, W1 BelKlex ;LK
[0279]  -mTOR &AL 5, 4 75 R 2% 22 Bl i iR & =25, Bl inE & &R (PH2 %A ) .
Y525 (RAD-001, Afinitor) .M % BE5H] (ABT-578, Endeavor) « &P & 515 (CC1-779, Bk
B FE /R ) LML 5] (AP-23576, MK—8669) . TAFA-93 ; 8% %% mTOR I i 41 1 1, 41 WYE-132,
0SI-027. INK-128.,0S1-027,AZD-2014,AZD-8055. CC-223,ABI-009 , EXEL—3885.EXEL—-4451
NV-128, 0XA-01, PKI-402. SB-2015. WYE-354. KU-0063794 X-387. BEZ-235 ;
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[0280] w5 SXAE B AL S W L AR B2 n] 0 52 (0 Bk 55 0 K B W B AR S A A
I &

[0281]  BRE W EIXFEAEGHIAMA LY,

[0282]  fEfil# FH T 77 SR e Al ( ansLAas , 4o e R ML = BA R FLARE | Her2
52 ARBH A FL IR AR 32 AR BH PE LR ) 25 b I T 3

[0283] £ 5 —HFal ISty S, AR MBS SR (b) ea&d (Hp
RE 40 by ) AR BTS2 1 3h R G K G I EaL AR S R 1

[0284]
X
NN N//kNH
Q ~ RZ/KO

(Ib)

[0285] B3 FAIHIAHE -

[0286]  a) IXFE[ 2, 3- ZEBKMEIE [1, 2—c] MMkl &9 s L AR BE A T B 2 [ 3h L &
V) IKE ST AR TR A A

[0287]  b) — el 2 Fh HB WG PR, e 2 1k B B AL e 2h B BRI 24 BT R 24 VAR
Ji 24 ST 25 VR PR 25 BT O SRR 2 Pt s JIE [ I 2 L eI G S 24 L BB PR 24 Bt
T3 25 R PRSI, SEARR A — B Ak B DA e iE )

[0288]  —Bcl 5, W1 ABT-737.ABT-263 (Navitoclax) \EM20-25.YC137.GX-015-070 ( %
By ) R A AL UCB-1350883. AT-101 ((=) - #3) ) . SPC-2004 ( D H7i#i A4 ) < 16-105.
WL-276.B1-97C1.I-VRL (Immunovivorelbine) \DATS ( KFr#i 2 ) CNDO-103 (B AN 75 ) <
D-G-3139 (#RY=JE ) .Evotec.PIB-1402, EU-517 ;

[0289]  —Bel #5450k ;

[0290]  —Bcl siRNA, 41 PNT-2258 ;

[0201] - Jx SUEERZ IR, 1 BelKlex s DA &

[0202]  —mTOR &AL 5, 4 75 F 2% 22 B iR & &= 25, l inE & & (PE2 %A ) .
K 4E5EE) (RAD-001, Afinitor) M2 5L (ABT-578, Endeavor) « & P & 525 (CC1-779, Bk
Hi FE R ) M 5] (AP-23576, MK—8669) . TAFA-93 ; 8% %% mTOR I 30 1 51, 41 WYE-132,
0SI-027. INK-128.,0S1-027AZD-2014.AZD-8055. CC-223, ABI-009 , EXEL—-3885. EXEL-4451
NV-128. 0XA-01. PKI-402. SB-2015. WYE-354, KU-0063794 ., X-387 BEZ-235 ;

[0203] B A0 P XA AL & W B L AR B AE mT 42 52 19 2R VA W0 K-S BT AR S i
2 EY) 5

[0204]  BRHE AL EXFEMA G I AMAEY,

[0205]  FEHil# FH TR 7 R PP e (sl Wi Rl 2 R R UM =B It LIRS « Her2
2 AR B P L e R S S AR LR ) B2 T i A
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[0206] 75545 KISt 7 S b, AR AR A E— v MR (Te) &8 (FLp R
an boE ) s AR AR K RS K G EGL AR SRR

[0297]
8
N
A

NH

(Ie)
[0208] Bk F FAIMALE -
[0299] &) IXFE[ 2, 3- MK [1, 2—c] MMkl &9 s L AR PR B 2 [ 3h L &
W) IKE BT AR ST R A
[0300] b)) — ek 2 Fh HB v PRI, e 2 6 B BN A AL k2 B BT 2 P R 24
IR 2 ST 25 VR PR 25 U0 O 2 Bt e IR T I 2\ o G S 24 L BB PR v 2 Bl
g 2 PR, SER A — e Ak B DU e T
[0301]  —Bel 47, {1 ABT-737 . ABT-263 (Navitoclax) \EM20-25.YC137.GX-015-070 ( B&
Bz ) iR A AL UCB-1350883. AT-101 ((-) — #3%) ) . SPC-2004 ( DI hzi#E ) < 16-105.
WL-276.B1-97C1.1-VRL (Immunovivorelbine) \DATS ( Ka#i# ) «CNDO-103 (BT FME T8} ) «
D-G-3139 (R4 =JE ) .Evotec.PIB-1402,EU-517 ;
[0302] —Bcl &5& 0K ;
[0303] —Bcl siRNA, 41 PNT-2258 ;
[0304] - Jx LEMER, 41 BelKlex s BLAL
[0305]  —mTOR &AL il5H], 4 75 P 2% 22 B 102 2= 28, il ind i & & (PE2 %A ) .
KYAE L] (RAD-001, Afinitor) M B Biw] (ABT-578, Endeavor) <& 75 %' 55w (CCI-779, 3k
B 2R ) CHIBE BE ] (AP-23576, MK—8669) . TAFA-93 ; 8% % mTOR I i 41 11 31, 41 WYE-132,
0SI-027. INK-128.,0S1-027AZD-2014,AZD-8055. CC-223, ABI-009 , EXEL—-3885. EXEL—-4451
NV-128. 0XA-01. PKI-402. SB-2015. WYE-354 ., KU-0063794, X—387 BEZ-235 ;
[0306] B0 P IX AR AL A W B L AR B 2E M 4 52 10 2R VA W KB BT AR S A
25 5
[0307]  BRH B EXFEMAG I AMAEY,
[0308]  7EHil#¢ FH T¥a 7 R IB e (sl e Rl 2 R PR FLMRE  — B R LIRS |« Her2
AR PH PR R S R LR ) B2 i
[0309]  {E 5 —HEAI M SEHE 7 =, AR A FEVE Ay —3E EFI = (0d) a9 (AR
AR b X) s AR R AR 2 0 AR ARSI K B E T AR SR
[0310]
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(@

(Id)

[0311]  BiF RO S -

[0312] &) IXFER 2, 3- MK [1, 2-c] MMkl &) s AR B2 T B 2 [ 3h L &
WK G ST AR SR A AT

[0313] b)) — ik 2 Fh HB v PR, e 2 16 B BN AL 2 Bl BRI 2 BT R 24
IR 2 ST 25 VR PR 25 U OB O 2 Bt e IR T T 2 e G S 24 L BB PR v 2 Bl
g 2 PR, SER A — e Ak B DA e T

[0314]  —Bcl #I7), {1 ABT-737 . ABT-263 (Navitoclax) \EM20-25.YC137.GX-015-070 ( &
Bz ) iR A AL UCB-1350883. AT-101 ((-) — #3) ) . SPC-2004 ( DI hzi#E ) < 16-105.
WL-276.B1-97C1.1-VRL (Immunovivorelbine) \DATS ( Ka##i# ) «CNDO-103 (BT FME T8} ) «
D-G-3139 (R4 =JE ) .Evotec.PIB-1402,EU-517 ;

[0315]  —Bel 54k ;

[0316] —Bcl siRNA, 41 PNT-2258 ;

[0317] - & SUEERZ IR, Wl BelKlex s BA &

[0318]  —mTOR A5, W 75 IF1 2% 22 B R 102 2= 25, il ind i & 5 (PE2 %] ) .
KYAEFEH] (RAD-001, Afinitor) .M B Biw) (ABT-578, Endeavor) <& 75 &' 55w (CCI-779, 5k
B 2R ) HEBE BE ] (AP-23576, MK—8669) . TAFA-93 ; 8% % mTOR I 40 11 1, 41 WYE-132,
0SI-027. INK-128,0S1-027AZD-2014,AZD-8055. CC-223, ABI-009 , EXEL—-3885. EXEL—4451
NV-128, OXA-01. PKI-402. SB-2015. WYE-354, KU-0063794 X-387. BEZ-235 ;

[0319] Bl A& IXFE R A ) Bk L AR B 28 mT B2 52 1 h VI T A W K G W BT AR S A 1k
2SR5 5

[0320] BN EL S XFEMAGHIAMAEY,

[0321]  FEHil#& FH T6 7 B e (sl e e R PR FUME  — B It LIRS |« Her2
ZARPHPEFL I R S AR LR ) B2 i

[0322]  7E5—HpAlIISEii G b, AR HAEFEEAME—EERIN (Te) tb&Y) (FHrp
R® R R® 41 b ) s AR 2A R 2 (0 38 TS K B SO AR AL A

[0323]
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RY——N 0

(Ie)

[0324]  BF FAIMALE -
[0325] &) IXFER 2, 3- MK [1, 2-c] MMkl &) s AR B2 T B 2 [ 3h L &
W) IKE BT AR ST R A
[0326]  b) — ik 2 Fh HB VG PR, e 2 16 B BN A AL 2 B BT 2 BT R 24
IR 2 ST 25 VR PR 25 PO O O 2 Bt e IR [ I 2 L o G S 24 L BB PR v 25 Bl
g 2 PR, SER A — e Ak B DA e T
[0327]  —Bel #4I7), i1 ABT-737 . ABT-263 (Navitoclax) \EM20-25.YC137.GX-015-070 ( &
Bz ) iR A AL UCB-1350883. AT-101 ((-) — #3) ) . SPC-2004 ( DI hzi#E ) < 16-105.
WL-276.B1-97C1.1-VRL (Immunovivorelbine) \DATS ( Ka#i £ ) «CNDO-103 (BT FME T8} ) «
D-G-3139 (#RZI=JE ) .Evotec.PIB-1402, EU-517 ;
[0328] —Bcl 4550k ;
[0329]  —Bcl siRNA, U PNT-2258 ;
[0330] - & MUEERZFFIR, Wi BelKlex LA K%
[0331]  —mTOR IRALFPHIF, W75 A R B H IHE =R, plindHmaER (PP 5A) .
W HEFEH] (RAD-001, Afinitor) (Mt % BE 5] (ABT-578, Endeavor) & 75 % 5w (CCI-779, 5k
3 22 R ) HLBE 55 H) (AP-23576, MK—8669) « TAFA-93 ; BX % mTOR 5 /g #1171, 401 WYE—-132,
0SI-027. INK-128,0S1-027.AZD-2014.,AZD-8055. CC—223 ABI-009. EXEL-3885.EXEL-4451
NV-128. 0XA-01. PKI-402. SB-2015. WYE-354, KU-0063794, X—387 BEZ-235 ;
[0332] B AU S I AR AL A W B L AR BE 2R R 42 52 1 2R VA W0 KB A BT AR S i
25 5
[0333]  BUH B EXFEMAG KA WAL,
[0334]  FEHil#¢ FH T6 7 BRIUB e (sl e Rl 2 R PR FLMRE  — B R LIRS |« Her2
ZARPHPEFL I R S AR LR ) 25 i
[0335]  FE—AMLILSEHE T Srh , Ak AFRE I ME— WS PERI R (D -W) tea4 (Hr
R AT 12 A8 3 A R® ZE B HUAR [ LEIE RARE (W IE LR | nEL s | FEEms | T s | I i
o EWy AL, P R ORI A 1 A2 ANk 3 A R SR B K bk i L mk R L R E Ll
W I igs (e sl g ) Bl AR PR AE W2 1K B SRS K SO AR R AR
[0336]  EF FAIAHE -
[0337] &) IXFEM 2, 3- KM [1, 2-c] MMkl S s L A BE A T 2 11 3h L &
V) IKE ST AR T A A A
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[0338]  b) —FhER 2 Pl L EIE PR, R Rk B BN A R B ST 2 P R 2
Ji 24 S e T 24 VR R 24 oo R 24 L B v R [ I 2 L B IR S 2 PORE R v 25 BBt
T B3 2 IS PR, SERE SIS — PP Rk B DT e s PR

[0339]  —Bcl #0751, W1 ABT-737.ABT-263 (Navitoclax) \EM20-25.YC137.GX-015-070 ( %
ELsahr ) B R AL AL UCB-1350883 AT-101 ( (=) — £} ) « SPC-2004 ( D74 ) |« 16-105,
WL-276.BI-97C1.I-VRL (Immunovivorelbine) \DATS ( Kz ) .CNDO-103 ( Bl MG F 8y )
D-G-3139 (AR4H =& ) . Evotec PIB-1402, EU-517 ;

[0340] —Bel 454K ;

[0341]  -Bcl siRNA, {1 PNT-2258 ;

[0342] - Jx SUELRZ IR, W1 BelKlex ;DA &

[0343]  —mTOR AN HIF, Wi wh MAHF e B HE =250, wl s maE = (P2 3EA ).
K YE5EE) (RAD-001, Afinitor) M2 BEH] (ABT-578, Endeavor) « & P & 515 (CC1-779, Bk
B FE R ) M 5L ] (AP-23576, MK—8669) . TAFA-93 ; 8% %% mTOR I 31 1 51, 41 WYE-132,
0SI-027. INK-128.,0S1-027AZD-2014,AZD-8055. CC-223, ABI-009 , EXEL—3885. EXEL-4451
NV-128, OXA-01. PKI-402. SB-2015. WYE-354. KU-0063794 X-387. BEZ-235 ;

[0344] B AL S IXFE AL A ) B L AR B2 mT B2 52 1 3h VI T A W K G W BT AR A 1R
W29 EY) 5

[0345] B ELEXFEMAGIAMAED,

[0346] TR+ FH T¥ay7 BB e ( anFLIReS , e a2 R LIRS « — DI MEFLIRSE | Her2
2 ARBH M LR R AR LY ) 25 i

[0347]  {EN —RIESEHE T R, AR FAFEENME—IGHER T A& ek AR
2T B I R RS KB ST AR R AR

[0348]  N-[7- A 4 & —8-(3— M mbk —4— 2% T4 480 2% ) -2, 3— = S0 WK M JF [1, 2-c] W
Wk —5— & ] WERE —5— FELIL ;

[0349]  N-(8-{3-[(2R, 6S) -2, 6— — LMK —4- JE ] PUAUAE 1 -7- 4L -2, 3— &k
I L1, 2—c] wempubk —5- 55 ) MABERL ;

[0350]  N-(8-{3-[(2R, 6S) -2, 6— ALk —4- J& ] PUAAE 1 -7- 4L -2, 3— &k
I [1, 2-c] WMk —5- 3k ) -2, 4- " FIFE -1, 3- WEME -5 ARG ,

[0351]  2- 2k -N-[7- 4L -8- (3— Wk —4- EEN4EEE ) -2, 3— &K M It [1, 2-c] %
MRk —5— 25 11, 3— MM —5- FIELHZ

[0352]  2- 2k -N-[7- AL -8- (3— Wk —4- EENAEEE ) -2, 3— &K It [1, 2-c] %
Wbk —5- %5 ] MR ;

[0353]  2- 2k -N-[7- AL -8 (3— Wk —4- EENA AL ) -2, 3— &K It [1, 2-c] %
Membk —5— 2 J-4- AR —1, 3— WEME: -5 AL ;

[0354]  2- 2 JE -N-[7- A -8- (3— Wk —4- EEN4EE ) -2, 3— &K M It [1, 2-c] %
etk —5— 2 14— TABEMERE —5— FIIEML

[0355]  N-{8-[2-(4- &AMk —2- 5L ) L5 ]-7- 4 -2, 3— &K MIF [1, 2-c] %
Mtk —5- i | HHEERZ

[0356] N-{8-[2-( — I ZLa &) LA 5 J-7- A -2, 3- &k meIf [1, 2—c] memg
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Wk —5— %5 1 mERE —5— FFELNL ;

[0357]  N-(8-{3-[2-( ¢ A 2% ) nghmbk —4- 2k ] Py 40k | -7— A1 402k -2, 3— & WK M JF:
[1, 2—c] MMk —5- 55 ) HHEERZ ;

[0358]  N-(8-{3-[2-( ¢ I 2k ) nmbk —4- Zk ] Py 404k | -7— AT 402k -2, 3— & WK Me JF
[1, 2-c] WML —5- 3 ) WREERL ;

[0350]  N-{8-[3-( —HIZE& &) WA I-7T- FHEE -2, 3- Z& KM I [1, 2] mem
Wbk —5— 2 | IR 1- A

[0360]  2- 2k -N-[7- 4L -8 (3- Wk —4- JEN4ESE ) -2, 3— &K M I [1, 2-c] %
Menbk —5— & ] WERE —5— FELIL ;

[0361]  N-[7- FI 4 2& —8—(3— Nk —4— 2% T 4 2% ) -2, 3— = &0 WK Mk JF [1, 2¢] me mp
Wk —5— J& 1-6-(2— mbmg e —1- FE 43k ) JHBLIL ;

[0362]  6-( B 2E 2 55 ) -N-[7- F A% —8—(3— Wbk —4- LN 4% ) -2, 3— &Kk M I
[1, 2-c] Wempmk —5- F& 1 JMHEERZ ;

[0363]  N-[8-(2- J&2& —3— Mohiibk —4— L4 ) —7— A4 -2, 3— & KkmE g [1, 2—c] M
Meibk —5— 25 1 RN

[0364]  N—{7- FI4 2 —8-[3—(3— FHZENGNpk —4- 5% ) A 1-2, 3- Z&KMEJF [1, 2—c] M
Mebk —5— 3} MHBERL

[0365]  N—-(8—{3-[2- (% H 2% ) nghmbk —4— 2k ] P 40 1 -7— A1 402k -2, 3— & WK e JF
[1, 2-c] WEmpmbk —5- F& ) JHBERZ ;

[0366]  N-(8—{2-[4-( AT ZEMIL ) Mk —2- Jk 1 L5k 1 -7- 4L -2, 3— KM It
[1, 2—c] MMk —5- 55 ) HHEERZ ;

[0367]  N-(7— F4JE —8—{2-[4-(2- FEIL 4L ) ik —2- 3% ] L5 1 -2, 3— & kM
I [1, 2-c] wempupk —5- 2% ) JHBLIZ ;

[0368]  N—{8-[(4— LIEndmpk —2—- 2 ) 4L 1-7- A4 -2, 3— & KMedF [1, 2-c] memg
Wbk —5— 2 ) HHIERZ 5

[0369]  N-(7- A4k —8—{[4-(2- L 458 ) mahmk —2- 2& ] FR4E -2, 3- & kMgt
[1, 2-c] WEmpubk —5- 2% ) JHBERZ ;

[0370]  N-{7- F4J& -8 [ (4- RNk —2- 3 ) FIARAE 1-2, 3— &K MIF [1, 2—c] memp
Wbk —5— 2 ) HHWERZ

[0371]  N-[7- F¥ 48 5 —8-(3— Mg Wbk —4— 55 N 40 5% ) -2, 3— — &0 WK Mk 3 [1, 2-c] nde
Wk —5— J& 1 WERE —4- PELZ ;

[0372]  2- 2k -N-[7- AL -8- (3- Wk —4- EENAEEE ) -2, 3— &K M It [1, 2-c] %
Penbk —5— J& ] WERE —4- FELIZ ;

[0373]  N-[7- F 4 2k —8—(3— M Wk —4— & P %0 2k ) -2, 3— & WK Mk I [1, 2—c] W M
Wbk —5— & J-1— AR —1H- DKM —4- FEHE

[0374]  rel-N-(8-{3-[ (2R, 6S)-2, 6— — ALk —4— 3L ] AL 1 -7- 43 -2, 3- =4
WK (1, 2—c] mEmentk —5— 55 ) Weng —5— FIRELHG ;

[0375]  rel-N-(8-{3-[ (2R, 6S)-2, 6— — PRk —4— 3L ] AL 1 -7- 4L -2, 3- =4
RS (1, 2—c] Wik —5— %5 ) -6 A FRNREENL
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[0376]  rel-6- LEEZZEE N-(8-{3-[ (2R, 6S) -2, 6~ — FFLA Mk —4- 5L ] N4 FE | -7- 4
Hs -2, 3- ZEWKMEIE (1, 2-c] MMk —5— % ) MR

[0377]  N-[7- A7 4 & -8—(3— N mpk —4— 5 N 40 26 ) -2, 3— — & WK Mk I [1, 2-c] nds
Wbk —5— & J-1— AL —1H- DKM —5- IR

[0378]  6— 2k -N-[7- 4K —8- (3— Wk —4— JEPN4EE ) -2, 3— &K mk It [1, 2-c] &
ek —5— %5 ] -2— I JRMH I

[0379]  2- 2 -N-[7- FI4ZE —8— (3— bk —4- FEINARAE ) -2, 3— & KkMegf [1, 2-c] M
Mebk —5— 2 ]-4— FAIEMERE -5 FIELIZ ;

[0380]  6- % % —5— ¥R —N-[7- HI 4 2% —8— (3— bk —4— & A 40 55 ) -2, 3— = &k M I
[1, 2-c] WEmpubk —5- 2% 1 JHBERZ ;

[0381]  2- 2k -N-[7- 4L -8- (3- Wk —4- FENAESE ) -2, 3- &K M It [1, 2-c] %
WARIbR —5— JE 11, 3 MEME -5 FFEEI

[0382]  N-[7- A4 —8— (MGibk —2— L AL ) -2, 3— &K ME I [1, 2—c] mEmgenbk —5— 2
JHBENZ 5

[0383] 2-{[2-( —HERZE) £FE ] AE-N-8-[B-( ZHFEAE) WHEKE ]-7- P
F= -2, 3- ZEKMEIE (1, 2-c] WEmebk —5— 3% | mERE —5- I

[0384]  2- 2 -N-{8-[3-( ZHIZLEIL) NESE 1-7T- &S -2, 3- Z&Ekme It [1, 2]
W Igelbk —5— 2% 11, 3— WEME —5— AR

[0385]  rel—2- & Fk -N-(8-{3-[ (2R, 6S)-2, 6- — FI FL b bk —4- & ] W4 5 1 -7- F 4
Hs -2, 3- KM [1, 2-c] mEMERk —5- 3% ) WERE —5- FIMENL ;

[0386] rel—6- 2 Fk -N-(8-{3-[ (2R, 6S)-2, 6- — FI FL b bk —4- & 1 W4 5 1 -7- 4%
Fk -2, 3 ZEKMEIE [1, 2-c] MMk -5 36 ) HHEENE ;

[0387] 2-[(2-F &) 2 1-N-[7- FI42E -8— (3 Mgbk —4- L4 IE ) -2, 3— &k
I [1, 2-c] MEmmk —5- 36 ] meng —5- I ;

[0388]  N-[7- AT 48 & —8—(3— Mg Wbk —4— & N 40 255 ) -2, 3— — &0 WK Mk I [1, 2-c] nés
Wbk —5— 2% 1-2-[ (3— FAEEINEE ) &2k ] Wemg —5- M 5

[0389]  2- % & -N-{8-[3-( —HIZEEIL ) WEE 1-7T- B4 -2, 3- Z&km It [1, 2]
WaEARpR —5— 2 | mERE —5— AR RN

[0390]  N-[7- F 4% 2k —8—(3— M Wk —4— & 7 40 2% ) -2, 3— & WK Mk I [1, 2—c] w4
Wbk —5— 2% 1-2-[ (3— ngmpk —4- FEN S ) 23k ] weEmE —5- I ;

[0391]  2-[(2- &R O ) & 1-N-[7- F42E 8- (3- gk —4- FENA 2L ) -2, 3- =&
KT [1, 2—c] MEmpipk —5- 5 ] MERE —5— FFEENZ

[0392] 2-{[2-( Z I ERE) &K 1 A& I -N-[7- F & & 8- (3- gk —4- F£ T %
5 ) -2, 3- ZEBKMETE [1, 2-c] MEmgimbk —5— & ] mERE —5— L

[0393]  6— 2 —N-{8-[3-( ZHIZELEIL) ESE 1-7T- &S -2, 3- Z&Ekm gt [1, 2]
s Wbk —5— 2 | UHIEA

[0394]  N-[7- F1 4 2k —8—(3— M Wk —4— A& P 480 2k ) -2, 3— & BK M I [1, 2—c] W M
Wbk —5— F& 1-2- mbng e —1- FEmERE —5- FELIL ;

[0395]  N-[7- AT 4 J& —8—(3— N mpk —4— & N 40 % ) -2, 3— — &0 WK Mk I [1, 2-c] s
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Wk —5— & J-2- (4- FEENRIR —1- 55 ) WERE —5- LG ;

[0396]  N-[7- FT 4 & —8—(3— N mpk —4— & N &0 55 ) -2, 3— — & WK Mk I [1, 2-c] nds
Wbk —5— & J-2— ngubk —4- FEmEnE -5 FELRL ;

[0397]  N-[7- AT 4 & -8—(3— N mpk —4— 5 N 40 25 ) -2, 3— — & WKk Mk I [1, 2-c] nds
Wbk —5— 2 1-6- WRME —1— SEMHWE R AR R &6

[0398]  6-[(3S)-3- 2 Z& Mt M %t —1- 2& 1-N-[7- FF &K 2& -8-(3— ) Wk —4- & N 4
5 ) -2, 3- AR [1, 2-c] Mk —5— g 1 R Eh IR ER KA

[0399]  6-[ (3R)-3— 2 & Mt m% ¢ —1- F& J-N-[7- 1 4 2& 8- (3— g wk —4- 2 7 4
5 ) -2, 3- AR [1, 2-c] Mk —5— & 1 R Ezzﬁl ;

[0400]  6-[ (4- JR 2% ) & I-N-[7- 42 -8 (3 Mgk —4- FENA I ) -2, 3— &k
I [1, 2-c] mEmpbk —5- 2% ] JHBLIZ ;

[0401]  6-[ (2- MRMZE AL ) 28 J-N-[7- 4 8- (3- gk —4- FENAE ) -2, 3- =&
WKW (1, 2—c] mEmenbk —5— & 1 MWL

[0402]  6-[(2- AL L) 2 J-N-[7- F4EE 8- (3- gk —4- FENAIE ) -2, 3- =&
KM [1, 2—c] mEmpubk —5- 55 1 MHBERL

[0403]  N-[7— T & & -8—(3— M Wbk —4- & N %0 55 ) -2, 3— — S R Mk Jf [, 2-c] nés
Wk —5— F& 1-6- (1H- ntbig —1- 35 ) JHERAL

[0404]  N-[7- AT 4 5 —8—(3— M Wbk —4— & A 40 55 ) -2, 3— — S K Mk I [, 2-c] nés
Wbk —5— %5 J-6— bk —4— FEAHIENE

[0405]  N-{7- A4 2 —-8-[3-( AR A& ) WHE A 1-2,3- Z A Kk M Jf [1, 2-c] ms me
Wk —5— 2% | IR

[o406]  6-[(2,2- — FF 55 T4 M 2% ) 2 &5 1-N-[7- A 40 2 -8-(3— e mhk —4- 55 TN 4%
Bk ) -2, 3— AR [1, 2-c] mEmgimk —5- Fk 1 MBI ;

[0407]  6-[ (IRINZERRES ) 23 ]-N-[7- A4 -8 (3— ik —4- L4 2E ) -2, 3—- &K
e (1, 2-c] Wik —5— 2% 1 QR

[0408]  N-[7- AT 48 & -8-(3— Mg Wbk —4- 55 N 40 255 ) -2, 3— — &0 WK Mk 3 [1, 2-c] nés
Ik —5— 3L 1-6-(2, 2, 2- =R ) B

[0409]  N-[7- F1 4 2k —8—(3— M Wk —4— & 7 40 2% ) -2, 3— &0 WK M I [1, 2—c] mE M
Wk —5— 2 1-6-( = 3L ) HELRZ ;

[0410]  6-( 5 T ML ) -N-[7- F4 3 -8 (3— Mk —4- ZLPN AL ) -2, 3— KM If
[1, 2-c] Wempmk —5- F& 1 JMHEERZ ;

[0411]  N-{7- FI4SE —8-[3— (4- FIJENRME —1- 9k ) TASUE 1-2, 3- Z&mKMEJf [1, 2—c] M
Pgembk —5— 2 1 MHENL

[0412]  N-[7- AT & & -8—(3— M Wbk —4- & T %0 55 ) -2, 3— — S0 WK Mk Jf [, 2-c] nés
Wk —5— 2 J-2—- {[ ( FEZ2E ) Fiedt 1 206 -1, 3- MM —4- FIfL

[0413]  N-[7- F1 4 2k —8—(3— M Wk —4— & P 40 2k ) -2, 3— & Bk M I [1, 2—c] W M
Wk —5— 3% 1-6-{[ ( 22 IE ) Pedt ] &2 1 MmEh% ;

[0414]  N-[7- F 480 2 —8—(3— M mpk —4- & 4 40 25 ) -2, 3— = &0 WK M 9 [1, 2—c] W
Wk —5— & J-2— ( FEEEIE ) -1, 3— MMk —4- FHEEL ;
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[0415]  N-[7- AT 45 & -8-(2— Mg bk —4- & & %055 ) -2, 3— = & WKk Mk I [1, 2-c] nds
Wk —5— %5 1 MHE M 5

[o416] N-{8-[2-( AL 2L ) L5 1-7- A -2, 3- Z & KM If [1, 2-c] e
Wbk —5— F& } -2, 4— " HIFE ~1, 3— WEME -5 I ;

[0417]  N-{8-[2-( ALz 55 ) L4k 1-7- A -2, 3- Z & KM If [1, 2—c] e
Wbk —5— 2 } —6— I IRMH LR ;

[o418]  6-{[( 7 N ZE & &) W ] & & J-N-[7- F 4 & -8-(3- B ok 4- £ N A
55 ) -2, 3— AR [1, 2—c] Memkimk —5— 2% 1 R

[0419]  N-[7- F1 4 2k —8—(3— M Wk —4— & P 40 2% ) -2, 3— &0 WK M I [1, 2—c] m M
Wbk —5— 2% 1-6- ML T —1— FEMHEERZ ;

[0420]  6-( — HI L2 55 ) -N-[7- FA & —8—(3— Wbk —4- LN 4% ) -2, 3— &Kk M I
[1, 2-c] Wempmk —5- F& 1 JHEERZ ;

[0421]  N-[7- F1 4 2k -8-(3- Wk Mg —1- & PN %0 2% ) -2, 3— & Bk Mk Jf [1, 2—c] mE M
Wbk —5— 3% 1 MR

[0422]  N-[7- A4 0L —8—(2— ML Mg bt —1- Fk L5 F ) -2, 3— A WK MEIF [1, 2—c] WM
Wbk —5— 2% 1 MHIEN

[0423]  N-[7- F1 4 2k 8- (2- Wk Mg —1- & & | 3k ) -2, 3— Z & BK M Jf [1, 2—c] W M
Wbk —5— 3% 1 MR 5

[0424]  6-{[(LIEZIE) BAE ] &l JE | -N-[7- 4L -8 (3- bk —4- LN AL ) -2, 3- —
KM [1, 2-c] mEmmk -5- 55 ] MR

[0425]  6— @ —N-[7— FI42E —8— (3— NEhbk —4— FLP 4L ) -2, 3— & KMeIf [1, 2—c] mEm
Wk —5— 55 1 MHME M

[0426]  2- 2 JE -N-[7- AL —8- (3— Wk —4— JEPN 4L ) -2, 3— &K mMk It [1, 2-c] &
PAEIbk —5— 3L 1-1, 3 MEME —4— PR

[0427]  2-( & ZE2a 3% ) -N-[7— 1 40 2k —8—(3— Mg mpk —4— JE TN 40 0% ) -2, 3— A Kk g Jf
[1, 2—c] Wemppk —5— 55 -1, 3— WEm —4- FIEERE ;

[0428]  N-[7- F1 4 Zk —8—(3— M Wk —4— & P 40 2% ) -2, 3— &0 WK M I [1, 2—c] w M
Wbk —5— 2 1 mblRE —2- FE

[0420]  N-[8-(2- G@IE LA IE ) -7- WAL -2, 3— & kMeIf [1, 2-c] mEmppk —5- 3 ]
[TRIE

[0430]  6- 2k -N-[7- AL -8- (3— Wk —4- EENAEEE ) -2, 3— &K It [1, 2-c] %
Menbk —5— 35 1 MR

[0431]  N-[7- F1 4 2k —8—(3— M mhk —4— & P 410 2k ) -2, 3— & WK Mk I [1, 2—c] W M
Wk —5— 2% 1 B

[0432] N-{8-[3-( & A& &) WA 1-7T- FH & -2, 3- ZA KM It [1, 2-c] em
Wbk —5— 3% | IR

[0433] N-{8-[2-( — NI ) LK 1-7- P -2, 3- ZEMKMIf [1, 2—c] mEmp
Wk —5— 55 1 MHE M

[0434] N-{8-[2-( &ALz L) L5 1-7T- P A -2, 3- Z & KM If [1, 2—c] e
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Wk —5— %5 1 MHE M

[0435]  N-{8-[3-( —HIAE 2L ) AL 1-7T- A -2, 3- Z & KM If [1, 2-c] e
Wk —5— 55 1 MHE M

[0436] N-{8-[2-( Z W2 IL ) L% ]-7- A -2, 3- Z S BKEmeIf [1, 2-c] mEme
Wbk —5— %5 HHEEA 5

[0437] N=-[7- A 48 2& -8~ (3~ Mg Wbk —4— & 9 4 26 ) -2, 3— = &0 K e JF [, 2-c] ms mg
Wbk —5— 2% 1-2- ( FEEEIE ) MEnE -5 FIELIL ;

[0438]  N-[7- AT 4 & -8—(3— N mpk —4- A& 4 40 55 ) -2, 3— — &0 WK Mk Jf [1, 2-c] nés
Wbk —5— 4L 1-2—-( FIRiE ) mEng —5- AL ;

[0439]  N-[8-(3- S JEPAEIL ) -7- I -2, 3- Z&AMBEMIE [1, 2-c] mEmpipk —5— 3 ]
Wi f — 3 SR 2L

[0440]  N-[7- F 4 2k —8—(3— Mk —4— & P 40 2% ) -2, 3— & WK Mk I [1, 2—c] wE M
Wbk —5— F& 1 WEMy —2- FITEHE

[0441]  N-[7- F7 45 5 —8-(3— Mg Wbk —4- 55 N 40 55 ) -2, 3— — & WK Mk 3 [1, 2-c] nde
Wk —5- & 1-2, 4 FSE —1, 3- WEME -5 IR ;

[0442]  2- AL N-[7- FISE AL -8 (3— Wbk —4- FEP A3 ) -2, 3- & BKME I [1, 2—c]
WAk —5— 2 ] mERE —5— AL ;

[0443]  N-[7- AT 4 5 —8—(3— M Wpk —4— & T 40 55 ) -2, 3— — S R Mk I [, 2-c] nés
Wbk —5— 3% 1-3— BEBLIZ ;

[0444]  N-[7- AT 4 5 —8—(3— M Wbk —4— K& T %0 55 ) -2, 3— — S R M I [, 2-c] nds
Wbk —5— 2 1 WEMy —3— I

[0445]  N-[7- AT 4 & —8—(3— N mpk —4— 5 N 40 25 ) -2, 3— — &0 WKk Mk I [1, 2-c] s
Wk —5— I 1-2— L —1, 3— WEME —4— FELRZG ,

[0446]  6— AL -N-[7- FEACEE —8- (3— bk —4— R4S ) -2, 3- &k dF [1, 2]
W Wbk —5— 3% 1 MR 5

[0447]  5- HI4HZE -N-[7- FI4EE —8— (3 Wbk —4- ZL N4 3L ) -2, 3— &K JF [1, 2]
W Wbk —5— 25 1 RN

[0448]  N-[7- AT 4 JE -8-(3— N mpk —4- & N %0 55 ) -2, 3— — S0 WK Mk Jf [, 2-c] nés
Wbk —5— F& 1-6- A FEMHWER ;

[0449]  6-( SEEFEZ KL ) -N-[7- A —8-(3— Wbk —4- LN 5% ) -2, 3— &Kk me I
[1, 2-c] Wempmk —5- F& 1 JMHEERZ ;

[0450]  N-[7- A7 45 5 —8-(3— Mg mpk —4— 55 N 40 55 ) -2, 3— — &0 WK Mk 3 [1, 2-c] nds
Wbk —5— 3% 1 MR

[o451] B3 FAIRIAE -

[0452] &) IXFER 2, 3- KM [1, 2-c] MMkl &9 s L AR BE A T B 2 [ 3h L ) &
W) IKE BT AR S R A A

[0453]  b) — il Fh HB VG PR, e 2 1k B B AL 2l B BESE T 24 BT R 24 VA
JR2 S BV T 24 R PR 2 P/ R 2 Pt e H [ I 2 BTG S 2 O PR v 25 Bt
g 2 PR, SERR A — e Ak B AR R E T
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[0454]  —Bcl 47, 41 ABT-737 . ABT-263 (Navitoclax) \EM20-25.YC137.GX-015-070 ( B&
Bz ) iR A AL UCB-1350883. AT-101 ((-) - #38) ) « SPC-2004 ( D hzi# 2k ) < 16-105.
WL-276.B1-97C1.1-VRL (Immunovivorelbine) \DATS ( Ka##i % ) «CNDO-103 (BT FME T8} ) «
D-G-3139 ( g =/ ) .Evotec. PIB-1402, EU-517 ;

[0455]  —Bcl 45& 0K ;

[0456] —Bcl siRNA, @1 PNT-2258 ;

[0457] - J SUEAZFFIR, 41 BelKlex s BL &

[0458]  —mTOR &AL, 4 75 F 2% 22 B 02 2= 28, il inE i & & (PE2 %A ) .
W YE 5L ) (RAD-001, Afinitor) .M 5L5] (ABT-578, Endeavor) &P &' 55 (CCI-779, Ik
B FE R ) M BE ) (AP-23576, MK—8669) « TAFA-93 ; 8% % mTOR I g 31 1 7], 41 WYE-132,
0SI-027. INK-128.,0S1-027.AZD-2014 . AZD-8055.CC-223, ABI-009. EXEL-3885.EXEL-4451 .
NV-128. 0XA-01. PKI-402. SB-2015. WYE-354, KU-0063794, X—387 BEZ-235 ;

[0459] B AU PP IR AL & W B L AR B 2E M 4 52 10 2R VA W0 KB BT AR S i
25 5

[o460] BB XFEMNAGHIAMAED,

[o461] 7R+ FH T6 7 R IB e (sl s Reml e R PR FLME  — B It LIRS |« Her2
2R BH PR L R R S AR LR ) B2 R i

[0462]  7E— LIS T7 Z 1, AR R BHAS AR A g ME— 35 50T 24k & A sl AR 38 2T
B2 E EFIE Y K ST AR SR A

[0463]  N-[7— AT 4 5 —8—(3— M Wpk —4— K& T 40 55 ) -2, 3— — S R Mk I [, 2-c] nds
Wbk —5— F& 1 HHWENL 5

[0464]  N-[7- AT 4 & —8—(3— M Wbk —4— & 4 40 25 ) -2, 3— — &0 WK Mk I [1, 2-c] s
Wbk —5— 2 1-6- FFIRMH e ;

[0465]  5— FR4EZE -N-[7- 4L —8- (3— Mk —4- FE N4 FE ) -2, 3— & KM IF [1, 2]
Wbk —5— 3% 1 RN

[o466]  N-[7- AT 48 & —8—(3— Mg Wbk —4- 55 N 40 255 ) -2, 3— — &0 WK Mk 3 [1, 2-c] nds
Wbk =5 F& 1-2, 4— ZHIHE 1, 3— WEME -5 T ;

[0467] N-{8-[2-( —HI &KL ) LA 1-7T- FHEE -2, 3- ZZA KM I [1, 2] em
Wbk —5— 2 | IR

[0468] N-{8-[3-( —HIRE& &) WA I-7T- FHEE -2, 3- Z& KM I [1, 2] em
Wbk —5— 2 | RN

[0469]  6-{[( 5 N ZE & &) ML ] & 3 1 -N-[7- F & & -8-(3- G ik —4- 5 N 5
5= ) -2, 3- ZEKMETE [1, 2—-c] memitk —5— 2% 1 MR

[0470] N-{8-[2-( Z R & &) L5 1-7T- FHE & -2, 3- ZE KM If [1, 2-c] em
Wbk =5 2 } -2, 4— AL -1, 3— WEME -5 I ;

[0471]  N-[7- F 48 2% —8—(2— W mhk —4- & 2 4 55 ) -2, 3— — &0 Bk M 3 [1, 2—c] W M
Wbk —5— 3% 1 MHWEN 5

[0472]  rel-6- & & —N-(8—{3-[ (2R, 6S) -2, 6— — F FL iy bk —4- & ] N4 3E | -7- 44
Hs -2, 3- KM [1, 2-c] mEMenbk —5- 3L ) HHBENZ ;
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[0473]  rel-2- 4 % -N-(8—{3-[ (2R, 6S)-2, 6— — F LN ppk —4— F& ] N4 5 1 -7- 4
Hs -2, 3 KM [1, 2-c] mEMERk —5- 3% ) mERE —5- FIEENL ;

[0474]  2- 280k -N-[7- FI4UE —8— (3— Mgibk —4- JEINAEE ) -2, 3— & BKMEIf [1, 2—c] M
Meistk —5— ik 1 mERE —5- FITREAZ ;

[0475]  N-{8-[2-( ALzt ) L5k 1-7- A -2, 3- Z & KM If [1, 2—c] e
Wk —5— 55 1 WERE —5— FELIL ;

[0476]  N-[7- F¥ 48 & -8—(3— Mg Wbk —4— & N 40 255 ) -2, 3— — &0 WK Mk 3 [1, 2-c] nés
Wbk —5— 2 1 WERE —5— I

[0477]  BF FAIALE -

[0478] &) IXFEM 2, 3- ZEUKMEFF [1, 2—c] MEMebk At A5 4 Bl G AR 38 22 M 52 11 36 VSR
W) KGR SR AR

[0479]  b) — ik 2 Fh HB VG PRI, e 2 16 B PN A AL k2 B BRI 2 B R 24
IR BT 24 R PR 25 P/ AR 2 P e R [ i 2 L B S 24 L BB PR v 25 Bl
R iR | Bk S S [P LlE e A L B v S D S N R R i i P

[0480]  —Bcl 47, {1 ABT-737 . ABT-263 (Navitoclax) \EM20-25.YC137.GX-015-070 ( &
Bz ) iR A AL UCB-1350883. AT-101 ((-) — #3) ) « SPC-2004 ( DI hzi#E ) < 16-105.
WL-276.BI-97C1.I-VRL (Immunovivorelbine) \DATS ( K###iZ ) .CNDO-103 (BT MG T )
D-G-3139 (#RZI=JE ) .Evotec.PIB-1402,EU-517 ;

[0481] —Bcl 4550k ;

[0482] —Bcl siRNA, 1 PNT-2258 ;

[0483] - X MELRZH R, W1 BelKlex ;LK

[0484]  —mTOR &A% il57], 4 75 R 2% 22 B R R 8 = 2R, il an v in & = (PH 2 %] ) |
K HEFEH) (RAD-001, Afinitor) (Mt % BEH] (ABT-578, Endeavor) B pH % 5w (CCI-779, 5k
¥t ZE R ) LM T 5 ) (AP-23576, MK—-8669) . TAFA-93 ; 8% # mTOR Ik 41 ) 7, 41 WYE-132,
0SI-027. INK-128.0S1-027. AZD-2014.AZD-8055. CC-223. ABI-009. EXEL-3885.EXEL-4451
NV-128. 0XA-01, PKI-402. SB-2015. WYE-354, KU-0063794, X—-387 BEZ-235 ;

[0485]  BRAE AU P IX AR AL A W B L AR BE 25 M 42 52 19 3R VA W0 KB A BT AR 7 i
25 5

[o4s6]  BUFH B EIXFEMA A I AWAEY,

[0487]  FEHil#& FH TG 7 R IB e (sl e Rl R PR FLMRE  — B R FLIRSE | Her2
2 AR B T S P ER S AR BH ML ) 25 i iz .

[0488]  7E—MMRLESLIE T Z=rh , Ak B A6 AR A E-— 3 PRI R )40 & P sl HL A B 2
Bl e oS/ €2/ YR N AR N

[0489]  2- 2k -N-[7- A —8- (3— Wk —4- EENAEEE ) -2, 3— &K It [1, 2-c] %
Penbk —5— & ] WERE —5— FELIZ ;

[0490] B AU X AR AL & ) B LA B A mT 2 52 10 3R VI & W0 K-S BT AR S i
W2 &Y,

[0491]  FEHil#& FH TR 7 R PTB e (sl e Rl e R MR LR = B It LIRS « Her2
2 AR BH T L R S AR BH PR SL e ) i i iz .
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[0492]  FE— ML SEH T b, AR AR R A4lLE -

[0493] &) 2- G -N-[7- R4 -8 (3— Wbk —4- RN ) -2, 3— —&mkmeIf [1, 2]
W ARk —5— 55 ] WEIE —5— FF LG BIL AR B 2R W 52 K 3L L B K BB AR F R AR
LL %

[0494]  b) —FhER 2 ML TGRSR, R 20k B B A A R 2 Bl FE T 25 P R 25
IR 24 B IRTT 2 VR PR 25 BT/ A 2 Bt e R T I 2 L B G S 24 S OB BR v 25 Bl
a3 2 R PRSI, SRR — e Ak B DA e i T

[0495]  —Bcl k7, {1 ABT-737.ABT-263 (Navitoclax) \EM20-25.YC137.GX-015-070 ( B8
By ) R A AL UCB-1350883. AT-101 ((=) - #3) ) . SPC-2004 ( DIHzi#i 4 ) < 16-105.
WL-276.BI-97C1.I-VRL (Immunovivorelbine) \DATS ( Ka#i £ ) «CNDO-103 (BT FME T8} ) «
D-G-3139 (fR4N =/ ) .Evotec.PIB-1402.EU-517 ;

[0496] -Bcl 45401k ;

[0497] —Bcl siRNA, U1 PNT-2258 ;

[0498] - Jx MUELHZ IR, W1 BelKlex s LA K

[0499]  -mTOR &AL 5, 4 75 F 2% 22 B i iR & =28, Bl inE & & (PE2 %A ) .
K HYEHH) (RAD-001, Afinitor) .M % BEH] (ABT-578, Endeavor) &4 % % H] (CCI-779, Bk
B ZE R ) LB 5] (AP-23576, MK—8669) . TAFA-93 ; 8% %% mTOR I i 31 1 31, 41 WYE-132,
0SI-027. INK-128.,0S1-027AZD-2014,AZD-8055. CC-223, ABI-009 , EXEL—3885. EXEL-4451
NV-128. OXA-01. PKI-402. SB—2015 WYE—354, KU-0063794 . X-387. BEZ-235 ;

[0500] BN A 5 IX FF I A A Bl G AR B 25 Rl 42 52 10 3h VT A 0 K G BT AR e A 1R
WZ5AEY) 5

[0501] B HL & XFEMA G HAMAED,

[0502] TRl e FH ¥R 7 BB C anFLIRes , e a2 R MU « = I VRS | Her2
2R PH PR T R S AR M FUIR ) B2 R i g

[0503]  FE—AMLLESEH Ty b, AR BALERE R A4 E -

[0504] &) 2- Z(FE -N-[7- R4 -8 (3- Mk —4~ AL ) -2, 3- &k MeIf [1, 2—c]
W IRk —5— 2 ] WEIE —5— ARG s AR B 2SR S K B LT A W) K S W BT R R A
L%

[0505]  b) —FhEZ ik B AR HEE TR

[0506]  —Bcl 47, {1 ABT-737.ABT-263 (Navitoclax) \EM20-25.YC137.GX-015-070 ( &
Bz ) iR A AL UCB-1350883. AT-101 ((-) — #3%) ) . SPC-2004 ( DI hzi# L ) < 16-105.
WL-276.BI1-97C1.I1-VRL (Immunovivorelbine) \DATS ( Ka#i £ ) «CNDO-103 (BT FME T8} ) «
D-G-3139 (fR4NI =/ ) .Evotec.PIB-1402,EU-517 ;

[0507] -Bcl 550k ;

[0508] —Bcl siRNA, 41 PNT-2258 ;

[0509] - Jx MELRZH R, W1 BelKlex ;LK

[0510]  —mTOR AN, 405 WA 5% 22 B 75 IR 2= 2R, Bl indm iS5 (PP 5EH] ) |
K HYE = H) (RAD-001, Afinitor) .M % BEH] (ABT-578, Endeavor) &4 % % H) (CCI-779, Bk
I FE /R ) L L B H) (AP-23576, MK—-8669) . TAFA-93 ; 8% %% mTOR ¥ il 31 1 71, 41 WYE-132,
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0SI-027. INK-128,0S1-027,AZD-2014,AZD-8055. CC-223,ABI-009, EXEL—-3885.EXEL—-4451
NV-128. 0XA-01. PKI-402. SB-2015. WYE-354, KU-0063794, X-387, BEZ-235 ;

[0511] B A XA B W B LA B A T 52 10 2R VI & W K-S W el A S i 4
2 &Y,

[0512] B A & XFEA G AMAEY,

[0513]  FEHil+¢ FH TR 7 BRIB i ( nsL e R i R e FLMRIEE  — B e FLIRSE |« Her2
2R BHPE TR R S AR M LR ) B2 R i &

[0514]  FE—AMLESEH Ty b, AR AERE T AI4lLE -

[0515] &) 2- ZJE -N-[7- R4 -8 (3- Mk —4- AL ) -2, 3- &k MeIf [1, 2—c]
W Welbk —5— 25 ] WERE —5— F LG Bl AL BEAE W9 2 (M R VI B W) K G BT AR R AR
L%

[0516]  b) —FhEkZ ik B A H B SR

[0517]  —Bel #4I7), i1 ABT-737.ABT-263 (Navitoclax) \EM20-25.YC137.GX-015-070 ( &
Bz ) iR A AL UCB-1350883. AT-101 ((-) — #3%) ) . SPC-2004 ( DI hzi#iE ) L 16-105.
WL-276.BI1-97C1.I1-VRL (Immunovivorelbine) \DATS ( K # £ ) «CNDO-103 (BT FME 783 ) «
D-G-3139 (fR4N=JE ) .Evotec.PIB-1402,EU-517 ;

[0518]  -Bcl 541k ;

[0519] —Bcl siRNA, 41 PNT-2258 ;

[0520] - Jx LEMFR, W BelKlex;

[0521] B A X AR AL & W B LA B A T 52 10 2R VI & W K -G BT AR S i
2 EY) 5

[0522] B LG XFEMAGHIAMAED,

[0523] 7Rl e FH T30 7 BB C anFLIes , e e R LIRS « = I VEFLIRSE | Her2
2R BH T S A R S AR BH L ) i iR & .

[0524]  FE—AMLLESEHE Ty b, AR AR T A4 E -

[0525]  a)2— & & -N-[7- FA % —8— (3— bk —4- ZLN 42 ) -2, 3— &K meIF [1, 2]
Was Wbk —5— 2 ] WERE —5— B AL Bl AR B 2R W 2 1 R VI A K S BT AR R I
L%

[0526] b) —FhEk 2P EE MR, 2o ABT-737 ;

[0527] B A ST i AR AL B W B L AR B 2R mT 2 52 19 3R VA W0 KB BT AR S i
W55 5

[0528]  BUH L E XL A A I AMAEY,

[0520] R+ FH T¥6 7 R IBr e ( sl e Rl 2 R PR FLMRE  — B It LIRS |« Her2
AR PH PR L R S R LR ) B2 i

[0530]  7E— ML SEH Ty b, AR AR R AM4LE -

[0531] &) 2- S -N-[7- R4 -8 (3— Wbk —4- NI ) -2, 3- —&kmeIf [1, 2]
W Ieibk —5— 2 ] WERE —5— AL Bl AR B A W 2 1 R VI A K G I BT AR e R R
L%

[0532] b)) —FhEkZ Rk B T HI LB

44



CN 103608018 A OB B 34/70 T

[0533]  —mTOR & AP, W1 FE MAFF R B E IHEE =250, wl i maE = (FH25A) .
Yt 525 (RAD-001, Afinitor) .M % BE5] (ABT-578, Endeavor) < &7 % 515 (CCI-779, Bk
B 2R ) HLBE B E) (AP-23576, MK—8669) . TAFA-93 ; 5 & mTOR i s #1) thi) 1), 01 WYE—-132.
0S1-027+ INK-128.,0SI1-027,AZD-2014,AZD-8055. CC-223 ABI-009 EXEL—3885, EXEL—4451 .
NV-128. 0XA-01, PKI-402. SB-2015, WYE—-354 . KU-0063794 . X-387. BEZ-235 ;

[0534] B AL S XA AL A A Bl I AR B 22 mT 42 52 (1) 6 VIR 0 KB W) BT AR R R A
WIZ5AEYD 5

[0535] BN L& XFEMA G IZAMAEY,

[0536]  {EHi|#¢ FH Ty sTBEE ( anFLIes , e 2 R ML . — DI MEFLIRSE | Her2
SZARBA T LI RS S 2 AR LY ) 28 &

[0537]  {E—AMLIESEHE T b, AR HAHE N AIMAE

[0538]  a)2- Z(FE -N-[7- F4HE —8— (3— MMk —4— FEN 4L ) -2, 3- —&BKkMEJF [1, 2-c]
W ARk —5— 2 ] WEIE —5— FR NG B AR 2= e 2 0 3 L A W) K BB R T A
LK

[0530]  b) —FhEEZ R EIEMS), HOAFEME R (PP A ) ;

[0540]  BYAEA0S IXFE AL A ) B L AR B 28 mT 2 52 1 3h VI T A W K G W BT AR A 1R
W29 EY) 5

[0541] B ELEXFEMNAGHIAMAED,

[0542] TRl 25 FH T y7 BB e ( anFLIes , e a2 R LIRS « — I MEFLIRSE | Her2
2 ARBH M LR R AR LY ) 25 i

[0543] 4k 2 F IR AL 2 S5 3 22 5, W R AL 2 gh AL oG T45 R AL 2 & o
[0544] AR PR F RS sALEE, S5 E0E IR LeAL & AR LG, AR BG4 A5 ) 3R D0 HE A A
VA ROl IR TV LIE —3— S ) Vs 1k L B Ak 25 g Mg M o AHAE I A NI v 26
TR AW G580, B B IX S A BRI A T R AT Mgl R A RS R g
MBS AN, T IERE R R EFXTIE 2 1 B R AL A B I, L= AR v

[0545] AR A K B AT b 7 i sl I St 77 28 19 LR St 7 28 Pk FLIR e 2 R L

Wit
lo546  H§IF AR O FE-8 -3y TSR B 5 U SR000 PRSI 1 56 R SLIRAE A =9
TR

[0547) 45 A WA I A 2 7T SRS 58 0 LA 5 5, B LR Her
ZRHIPETLIR

[0548] MR A I AT 13k Ty v sl S it U7 2 ) AR S it U7 52, i FLYE 2 TR %
PRRA LRI o

[0549] EX

[0550]  ARIE“LEAE” FRA HH iR SR 124 e i B RE B RE R e e 2k ], HA B S i Al R
T ANEEAWARE, 54 1 2 8 MR+, JF Rl gt 5 70 v AR A8 40 AH I , 4] 21 /1
B CEEVIENEE - B CE (RINES) VIE T2V IERZEM 1, 1- ZHIE LI (BT HE )
[0551]  ARiE “Midk” da & AR R IG D ke 2k 21, T LR & H 2 2 247 10 Mk R
T BB, W I - NI 2- TN (BTREE) LRI 2- 3L -1- R
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1= TR 2- TRk,

[0552]  RiBE“UIL”RIGEH 20— ANk =B8R B s s, FHSFL 28 1241
IR T (HRMRE S HL 2 2 10 MRIE FHIEEHE] ), Wl n 253

[0553]  ARif “ Bt ” R IRIE A 5 0 1 W H AR AHE AR SCrb e etk . fe sk
AR M S 9] 2 PP AU TR RN AU

[0554]  RiE“Ledldbbeit” gl i 40 5 e A I A SO 8 e 4k, JLREAE ik e
FERT BB R AL 5 R SRR, TP 00 FH A IR B 450 . IX SR IR &R
52461 & —CH,0CH, —CH,0C,H; o

[0555]  Rif “IIids” BRI SAH N 3 2 12 MR FIAES B RSB Z IR R, WIRA
TV T R VG RZE IR CEE, 2 MBI S A S5 2 (perhydronapththyl) &N
PR B UK A R B8 — R A (4, 4) T —2- .

[0556]  AIE“FRGAEpis” et & S HEAERN BA 3-8 MR 7S A, 1
FHE TR B AT Bk IR AL 5 G50, I~ AEAeE 454, WA R AL, 3T
O, MH K,

[0557]  ARIE“F I IR EA 6-14 MR 7 17 R P, B 2058 458 U S 2808 | el
[0558]  AEE “I7 ISR TR 5 ARSI B R E A IE I AR S e SO D S, B
FAEPT R G B R 747 b5 = S5/ AR I, I 7 28 43 HoAR 8 o A8 8 4544, 41
U1 —CH,CyHyv —C,H CHs 0

[0559]  ARTE “INEN” SRR AR IR TR 15 AN 38 & B SRR Y 2% IR 2 R R AR 1Y
3-15 JUM M. 2 T AR KB H K, Frik 24305 0] Do B A B = A R, Hr 45
PHER A R BRI AR 2R, FF HPTaR 28 A2 o 1) 280 ol ik 280 Bt J ] DU 6 b A4 A 25
P s i4b, ik EUR 1 ] DT i 4 2= 5 Ak - 9F LTIl B ZE R DL 45 10 F 8 58 42
TELFN R 2% 07 Mm% 07 28 05 B0 ) o X FE I 2% BRI A S A FEAEAS SR B - AR T 2
WY WE 5 2% 1 B 5 A% B0 BOMG 256 2R JF @R 55 R IR R 25 (benzofurnyl) | M3 | 1
WRRE . AR BRI M R | 2R I | A G R AN T L Wy R R |y IR IR R | W R L | Bk R
(phthalazil) I WE 55 W J | WS04 JE | s I bR WA WRRIOBR 5 | s R 5 S s p o ) W 56
WK IE | DY S S MR (tetrahydroisouinolyl) (WRIE L WRIEZE | 2- SRR IE | 2— SR IE
HE 2 SN R 2 AU A I A RIVE I I S IR
W 25 | ik P | W W ARIR A WE M eI (oxasolidinyl) « = MBI B M
SRR R EE (isoxasolidinyl) bk | g8 e L | I IR bk L | VB8 WA o 6 | S W WA L | % 1 A
ST e NG [ S a e e 1 ] 111 SN~ e 1 ] 1/ SNANE = 11511787 SNANE~ B 2 G 1R
BEWETRREL | SRS L S MR IR L 2 IO M L W R R IR I R L 2R R L L O
T MR TR IR | DU SR IR I DU SR e L IRy i 2 Ry SR % P IR T | 7 b I I
(thiamorpholinyl sulfoxide) fifi "MAIEHA (thiamorpholinyl sulfone) . 4 MEILIF L
fiHt (dioxaphospholanyl) (g MEJE (A 3% AL

[0560]  ATE “ 0737 SRR A AN A SO I e SR AR IR IR 2% 05 FE AL ]
DAAEAT B8 R 7 ol JR 1 b 5 R g R AH T , M= AR Aa e £5 44
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[0561] PR ¢RI v] DIAEAT B A% 5 1 B0k IR 7 b 5 R gh MAHE , A = 2B A2 e 454
[0562]  ARiE“I% I R PR " e 5 e A A AR B I WA S0 2 LA D7 BRI A P
IR A 75 FE W] AR Pl e B AT Bk SR 107 5 = 25 R AR , AT = AR de e 4544 o

[0563]  ARif “HFAIL” AR WA S 8 LA EE A o Pk 295 B 0] AAEAT B4R IR 1 R
R T b5 GRS, = A8 e E5 0

[0564] At “ PR IELEAE Y B Y SR BB A WA SO 8 LA EE A Prid g%
SEAE N IAE TR e (AT B0 IR 767 5 = 4 R, NI = AR AR 451 o

[0565]  AE “FREL” FRiE L WS 4> TR IR T 45 A AR T

[0566]  AIE “pize” 2T AL R S IR,

[0567] A SCHE LAY Eh 2 WU KAV A SR B EOE I, 3 f#
NIER N BEALED B 2 B R IR KGR S .

[0568] Ak BH AL G AT AL — AN B AR A L, A0 B 1 S PP A RS () R
JRIT 2 o ARTFRIRR TR LL (R) - B (S) — M BUAEAE, £ BA — DA FRHP OIS OL N 15 2151
IR G, 7 BAEBA Z D AXNFR OGO T SRR B R A R R A Y. TER 25
s BT SRR i B T i 52 BH A ] B A7 AE AN RRR I, 49 iz b O B R B R e AL A T
MEEARI D7 B o 3 B RHCREEIS W] DU BUR S RAFAE . TUNITA 8 2 (A
FE 0T B S A PR R HERT B A R ) AR T AR BHYE I N o DRIE I G0 7 AR SR
A T RS o AR BAL A 9 4 B 1 L 004 ) 330 20 A 1) S A PRI ST A S R A | 3
AN ETR G P BAR XS B 5 44 AR TR S 8 s T AR BHYE TR Y o R 24k Fi 2y 5 ] i
kAT O PR R R SE IR

[0569] AU BHIEI B WAL FF AL A0 A TR 2K, 490 i A s g A0 & 40 16 245 2 ]
P2 ) 3 ILUTHED) A K G RV EFIRT 24 o AR5 2525 52 I 2R 7 FR A R 4L
EIARRT T B AR BCH WLEE In £k o 040, 20 S. M. Berge %5 N, “Pharmaceutical
Salts, ” J. Pharm. Sci. 1977, 66, 1-19. 420452 (1) S A FGE AR A ) 2450
TENUER B HUIR S5 7 LA ik 1 45 280 f0) 0 2t s, 460) 4 6 6 7 I A RS P R % A o R
BR LR IR BRI BRI AT AR IR 1 2k o 25 mT B2 1 3k 1.@%35%%’*%1’@'3@&%%@:.8’]
B N T R ) RS 2, ) il £ B V85 Eh VBE R A% 2R B chorine # . AAUIEE AR A FRiE
SUGRE], P BSR4 E P R I a3k T ik 22 0 O 40 g v E’Mia*ﬁ@ﬁﬁﬁi%é\
Y538 M I TENURBCE HLER I BoR il 4% B3, AR B R AL S i 4 8 h R i+ 4
Ji& R 3E ik & AN I T VA AR A BH R AL A 0 5 1 2 AR S N R i) 26 o

[0570] AR AL G40 B AR T 1 3560 475 491) 2 3 Tk AR Al 2 S0 ) 7 325 e HLECA BILIT R
SRR ) R e B B Eh s 2 b, B, SRR kB AR AR L © R Eh R
ERPUIR IR #h R A 2R 2h 2K AR 2k R T R £ Tﬁ@z“z TR Eh A R Eh A R R
(camphorate) A& R IR £ N EEIR 2 1 SO be TN 1R EEL - Eﬁ‘i Jr PeIEmn IR 2 LT
B Eh & O R Ak A B IR A L T R 2 LR IR AL L PR R Eh L TR B L &AL IRk (L
V). 2- Rk CTHIR 2 A RRIR #h  FLIR Eh . Tk ER £h L bk ‘*E&ﬂﬂﬁ,\@z‘i%ﬂ& 2- E%@&i* ﬁl@&
ViR @2‘2 INER B BURR # (pectinate) i B R £R 3 K

PR R TN R 2k DR F IR 28 T IR 1 VAR R Eh L I A R R B U IR

e
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[0571] kb C0 T 42 8 2k Jor B R AR kL ok 1= 4 8 R 48 4 3 Rk L | DL 5 A WL 8
U BR U N= FREE —D— R RE 0 B 3 o eAh, i 5 U2 A mT CAA 9 DL R R RI R e Ak
RGeS i A, RS £ 3 VLB T BE ) IR R ) s — B R mi IR &, n —
O O3 T SRR B B T AR R s KB i A, 19 B3 L RS | A T A
T )\ E A IR RO 5 75 Bt 17, 491 G RSV 2R S B IR A

[0572] R T AR B B I SR E RS IR R AL SN S8 5. R BT
FEVEFEAR T ARHLED S BTN EGW. KEW TG WR 2 E
A, HA TR F &K o

[0573] L & Fr 2tk & ¥ W & Ak 1 br & R H3F PCT/EP2003/010377 ( LA
W02004/029055A1 AFF ) LA [H bR & H) Hi i PCT/US2007,/024985 ( LL W02008/070150 /A FF )
TR, P 8RS AR .

[0574]  ARAE F5 — S0l 77 58, AR R B B AR Ay W — 9tk ) AR A AR ST s LI 2, 3- AL
KM [1, 2-c] MMk ik 54 (e 2 2- & 58 -N-[7- 4R -8- (3— itk —4- FE TN 4
) -2, 3— ZEKMIE [1, 2—c] WEMenbk —5- 2 ] mEig —5- ML ) B AR BEAE W42 [ L
RGN RGBSR A, HH T a7 e (gL, Re 2 2 ME LI . — Btk
FLIRIES « Her2 52 0 P M LR e P 2 52 AR BH PR FLIR R ) o

[0575] AR A B AR B bk Uy T Bl S it 7 22 B AR S it 7y 48, Pk SR 2 R S

i o

[0576]  HRIEA A B AT dk Tl sl HL S S i) L AR S ity 5, i LR 2 = A Ik
FLBRIE o

[0577] AR A W A R L 3 7y T s St 5 S ) R AR St 5 565 BT ik FLIREE /2 Her2
SEARBAPEFLIRIE o

[0578] MR A B I R Lol Uy 1 sl S5t U7 2 i AR St 7 58, PR FLMR e R R %
PARBH P FL R o

[0579]1 HEIEIT

[0580] 4 LA ER BN, A KW LU TFRAE -

[0581]1 &) 1 b e SCIF) 2, 3— &K Mg [1, 2—c] W membk Ak A5 49 Bl G A 2 2% ] 93 52 1)
VBTG K EECTAR AR BT A5 XA AL G Bl AR 2 2 ] 57 1) R
G IKE SR FTIRKI 2 A EW

[o582] LA

[0583]  b) — ek 2 Fh Hg v PRI, e 2 16 F BN A AL 2 B BRI 2 BT R 24
IR 2 ST 25 VR PR 25 U0 O 2 Bt e IR [ I 2 L B G S 24 L BB PR v 2 Bl
TTE 2 PR, SER A — e Ak B DA e RS T

[0584]  —Bcl 47, i1 ABT-737 . ABT-263 (Navitoclax) \EM20-25.YC137.GX-015-070 ( %&
Bz ) iR A AL UCB-1350883. AT-101 ((-) — #3) ) - SPC-2004 ( DIhzi# k) < 16-105.
WL—-276.B1-97C1.1-VRL (Immunovivorelbine) \DATS ( Ka##i £ ) «CNDO-103 (BT FME T8} ) «
D-G-3139 (#RZI=JE ) .Evotec.PIB-1402, EU-517 ;

[0585] —Bcl 4541k

[0586] —Bcl siRNA, 1 PNT-2258 ;
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[0587] - Jx MEMAFIR, 41 BelKlex s BLAL

[0588]  —mTOR & F= il F, 405 WA 5% 22 B 75 IR 2= 28, Bl in w2 (VER5Ew] ) |
K HE = H) (RAD-001, Afinitor) (M % BE5] (ABT-578, Endeavor) &7 % % H) (CCI-779, Bk
¥t ZE IR ) HL B 5 H) (AP-23576, MK—8669) . TAFA-93 ; BR # mTOR i s #1117, 101 WYE—-132.,
0SI1-027. INK-128,0S1-027.AZD-2014.AZD-8055.CC-223 ABI-009. EXEL-3885.EXEL-4451
NV-128. 0XA-01. PKI-402. SB-2015. WYE-354 ., KU-0063794 X-387. BEZ-235.

[0589]  FE—AMLLESLI Ty b, AR RS T A4 E -

[0590] &) 2— & -N-[7- FA % —8— (3— bk —4- FL P42 ) -2, 3— &K JF [1, 2]
W Weibk —5— 25 ] WERE —5— FIBERZ B AL BE2E W R 2 (M R IR B WD K G BT AR R AR
S A IR A Y sl AR B 2] B 2 10 3 S S K S s ST AR R A R 2 A
E

[0591] LA

[0592]  b) — ek 2 Fh H v PRI, e 2 16 B BN A AL 2 B BRI 2 BT R 24
IR 2 P 25 VR PR 25 U0 O 2 Bt e IR I 2 L B G S 24 L BB PR v 2 Bl
s 2 PR, SER A — e Ak B DA e T

[0593]  —Becl 47, i1 ABT-737.ABT-263 (Navitoclax) \EM20-25.YC137.GX-015-070 ( &
Bz ) iR A AL UCB-1350883. AT-101 ((-) — #3) ) . SPC-2004 ( DI hzi#E ) < 16-105.
WL-276.BI-97C1.I-VRL (Immunovivorelbine) DATS ( KF##iZ ) .CNDO-103 (BT MG T )
D-G-3139 (R4 =JE ) .Evotec.PIB-1402.EU-517 ;

[0594] —Bcl 45&0k ;

[0595] —Bcl siRNA, 1 PNT-2258 ;

[0596]  — & MUELAZFFIR, Wl BelKlex LA K&

[0597]  —mTOR IRALFPHIF], W75 A R B E IHE R, plnEmmER (WP 5EA ) .
K YE 5w (RAD-001, Afinitor) .M % 55 5] (ABT-578, Endeavor) < &P % 555 (CCI-779, Bk
5 22 R ) VLB 55 H) (AP-23576, MK—8669) « TAFA-93 ; B % mTOR 5 /g #1171, 401 WYE—-132,
0SI-027. INK-128.0S1-027.AZD-2014.,AZD-8055. CC—223. ABI-009. EXEL-3885.EXEL-4451
NV-128. 0XA-01, PKI-402. SB-2015. WYE-354. KU-0063794 ., X—-387. BEZ-235.

[0598]  FE— ML SLH Ty b, A R RS T AI4lLE -

[0599] &) 2— & -N-[7- F4E —8— (3— bk —4— ZLPN 4 2E ) -2, 3— &K meIF [1, 2]
WasIelbk —5— 2 ] WERE —5— FIELIL Bl AR B 2R W 2 () R VI A K G BT AR R R R
ol AL E XA AL A Y B AR B AE T B 2 K 3R AW K B W) BT R SRR 1 25 2
E

[o600] LA

[0601]  b) —FhEkZ Ak B A H BT

[0602]  —Bcl 47, {1 ABT-737 . ABT-263 (Navitoclax) \EM20-25.YC137.GX-015-070 ( &
Bz ) iR A AL UCB-1350883. AT-101 ((-) — #3) ) - SPC-2004 ( DI hzi#E ) < 16-105.
WL-276.B1-97C1.1-VRL (Immunovivorelbine) \DATS ( Ka#i £ ) «CNDO-103 (BT FME T8} ) «
D-G-3139 (R4 =JE ) .Evotec.PIB-1402,EU-517 ;

[0603] —Bcl 4Gk ;
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[0604] —Bcl siRNA, 1 PNT-2258 ;

[0605] - Jx MEMZFIR, 41 BelKlex s BLA

[0606]  —mTOR a4 il 57, 4 7 P 5% 22 B 7R R 8 2= 2R, Bl an v in & 2 (PH 2 5] ) |
K HEFH) (RAD-001, Afinitor) \M:Z BE5] (ABT-578, Endeavor) &7 % % H) (CCI-779, Bk
¥t 2B /R ) HL B B H) (AP-23576, MK—8669) . TAFA-93 ; BR  mTOR i s 31 ) 7, 11 WYE—-132.,
0SI1-027. INK-128,0S1-027.AZD-2014.AZD-8055,CC-223. ABI-009, EXEL-3885EXEL-4451
NV-128. 0XA-01. PKI-402. SB-2015. WYE-354 ., KU-0063794, X-387. BEZ-235.

[0607]  FE—AMLLESLI Ty b, AR AR T AI4LE -

[0608]  a)2— & -N-[7- FIAFE —8— (3— bk —4— ZLPN 4 2E ) -2, 3— &K mMeIF [1, 2]
W Welbk —5— 2 ] WERE —5— B IL Bl AR B 2R W 2 () R VI A K B BT AR R I
ol AL B IR AL A P B AR B A T B 52 0 3h AT AW KB W) BT R S R AR 1 25 2
E

[o609] LA

[0610]  b) —FhEkZ ik B AR H B ISR

[0611]  —Bcl #47), i1 ABT-737.ABT-263 (Navitoclax) \EM20-25.YC137.GX-015-070 ( %
Bz ) iR A AL UCB-1350883. AT-101 ((-) — #3) ) « SPC-2004 ( DI hzi#E ) < 16-105.
WL-276.BI-97C1.I-VRL (Immunovivorelbine) \DATS ( Kirifi 2k ) «CNDO-103 ( B MG 1) )
D-G-3139 (#RZI=JE ) .Evotec.PIB-1402,EU-517 ;

[0612]  -Bcl 4550k ;

[0613] —Bcl siRNA, U PNT-2258 ;

[0614] - X MELRZTFIR, W1 BelKlexo

[0615]  7E—AMLEESEH 7y b, A R BALHE A4 G -

[0616]  a)2- 2k -N-[7— A4k —8— (3— bk —4- FLPV 4 AL ) -2, 3— KM IF [1, 2]
Was kTR —5— 5 ] WEIE —5— LG B AR B AR W 52 I B B K G BT AR S AR
oY AL IR AL A B AR B A T B 52 1 3R AT A K B W BT AR S R AR 1 25 21
E

[o617]  LLK

[o618]  b) —FpEkZ M By MEF, Hoh ABT-737,

[0619]  7E— ML SEH Ty b, A R AHE T AI4lLE -

[0620] &) 2— S -N-[7- FAFE —8— (3— bk —4— FLP 4 2E ) -2, 3— &K mMeIF [1, 2]
W Welbk —5— 25 1 WERE —5— FI LG Bl AR BRAE W 2 (M L VIR B K G BT AR R A R
o A IR A sl AR B AE T B 2 10 B SRS K S sl ST R A R 2 A
EW

[o621] LA

[0622]  b) —FhEkZ ik B A HEIE TR -

[0623]  -mTOR &A% i3I, 4 75 R 2% 22 B iR TR & =25, Bl inE a5 (PE2 %A ) .
W HEFEH) (RAD-001, Afinitor) .Mt 55w (ABT-578, Endeavor) B 7H 2 5w (CCI-779, 5k
B FE /R ) LML 5] (AP-23576, MK—8669) . TAFA-93 ; 8% %% mTOR Ik /i 41 1 1), 41 WYE-132,
0SI-027. INK-128,0S1-027.AZD-2014,AZD-8055,CC-223 ABI-009. EXEL-3885EXEL-4451
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NV-128., 0XA-01.PKI-402. SB-2015., WYE-354 ., KU-0063794, X—387. BEZ-235,

[0624]  TE—AMLIESEHE T b, AR HALHE N AIAE

[0625]  a)2- G -N-[7- R4 -8 (3— Mk —4— FEN AL ) -2, 3— —&kmedf [1, 2]
W ARk —5— 55 ] WEIE —5— FEELIG BIL AR B 2R W 52 K 3 L B W) K G B AR R AR
B AL B IR AE (AL B ) s AL AR B T B 52 1 AR I A W K B ) T AR S A R T 25 ) 4
HY)

[o626] LA

[0627] b) —FhEZFIILEIE MR, HOGEME R (FEPEA ),

[0628] WM AK BRI GIE N B — AN A B 5 —FelZ Al e 257 (83 “He
TEHER) AEes ), Kb TR A AR5 RA AR KN Bla0, 84K L
WS O PTIE AE p 2y P EE B 2 PR 2 VR 2 L R Y 2 R R 25 L HTL R
S 23 P A B 2 P G e 24 DU PR 2 B R 25 SR UL TR S 4 &
AT A

[0620] S AN —FRELZ P25 (B “ I EiEMkR”) nAK4ESEE] (afinitor) (Bl
ANZ PSR, o - T (alfaferone) BT 4E A B 51 P04 B | v 56 FH 3] M s 1 4y
(aloprim) « Eh BRIV i 7) BE ST 7) (aloxi) /N & MG B E KB &M R R LA 220y
WE TS e, 2 7 7] B (anzmet) B2 IA DIYATTVE S5 (aranesp) « arglabin, =44k
TR KT SEIE 5 AL MO TE BRI RS | BCG BR tice BCG.IMEIkEE (bestatin) \EER
FEABKAR AFA K AR BERR B LD B VT VAR IR 1ok 87 25 VRR AT VIV oKL v &2 B4
FBTSBPL (campath) « REHRIE R ILRE . cefesone IR AN E LA F 5= K
TERETTBUEA T bz i | o B Y SR ER IR IR BB i L IA R R AR R R M
VTR 2 445 % e AR (DaunoXome) « ML ZE KA | Hb ZEKAA SRR N . R M — B LB AN &
2(denileukin diftitox) . IEEALIKEFS  HUIE AR B ZEKAS (dexomethasone) £ B ik
AL O MY R M, 2 T Ath B L JS AR RUR T 2 R LA JE R BRIBY « DW—166HC. [l R 7 1A Hit
MK (eligard) «prAG 7 BEE G5 (elitek) \ EhER R LA VEH T (ellence) B Fifi ik HH iR 8
(emend) VR F LA FIVEMKARTT (epoetin alfa) JuVEMKAATT (epogen) AKAE Ao HEBK ML |
M W% (estrace) «MfE B M 5 =) VT BERR AN W MEE L ZU YT AR BRI AR HT YA R B 7).
WFCIATE I ME . farston AFME 7] L ARTSMERE  AERS ) 5 UK T J0REME L FlIA fuise L B
WEIR 5 AR 5~ FIKWERE (5-FU) | 30 B S2 W JAth i AE 3540 fosteabine 4 %% w]
T R4Er) B v - BKEEE (gammagard) « & PHARYE  H @ FR P FIER TS )2 (gleevec) .
FEITE KR EER (gliadel) Koo B Ak 2h BR K 7 3L AR TR VT W AL & B AR IR &%
(hycamtin) & AT [RHA 052 2% F FE IR NE WS (eyrthro-hydroxynonyladenine) \ 2 ZE IR
BHERP AR RHBEBK, « THE, a2 FHE, a 20 FHE, « -2BFH0
F.a-nl TR, a-n3 TR B TR, vy-la THHE. ANE 2. THE o (intron
A EHAERJE i (iressa) I L8 B4 Fr w350 B 0 JB L IR A 2k 22 SR oty L R R
DY S B8 5 A B PR < TS TR S TR B PR R TS R e« A T WK M 20 3 i PR 45 36 (levofolinic
acid calcium salt) ZEFRIRZEE (levothroid) AEFURIEZEEN (levoxyl) I HVT .
SUCTEBH i KPRy BT TR0 I 6 TR PP % 2 ] e R PP M 2 ) S8 v B AL BES R A
(menest) \6— FHAENEM 36 w) B FHZUMEWe LSRR 4E v KRR KR R 2R E R CoK
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FEH K FE R i A 3H (Modrenal) | Myocet. Z8 1541, 3E#% W] 2 (neulasta) A A H
A% 11 (neumega) « AEA% 7] 5> (neupogen) « JEEKHF At 5L 25 NSC-631570, 0CT-43 B il
JIk ERER B P A B Sk AUV e (orapred)  BYDREH RSB IR RS BEIREN (pediapred) (4%
VAR Z R B Rl T S RER (picibanil) \EhEE B R SSHML MR L E R EE b
Wy 484N IR JE BERTT VIR JERA TR IR B AL B ES R A R P AR A A A R a
RDEAL19\E S 1 28 \EEANTINER B la VEGW (rebif) Bk —186 2 LML #h 125 HLHT.
B E (roferon—A) B EEK. Eh IR B R ZEH I (salagen) Bl JIK ¥ H% =) = 7] SEH)TT S
VIR« BRATHE A IR JEAA B i R AR T A My v e 2 L &AL 89§ e B e /2
FRODR IR 22 B A 55 25 B B i R A BH L S2 N B 2 PR AL IR ST (taxotere) VB I T
FOEBEM B VAT N IR S L P S L S JE R ORI R B S IR T
THE B FCETOK S5 P S B BT 2 Bk R B il BET L 4 R AR &S (trexall) \ =
Rk = B U = il b (TG IR ot B AR L D R it B AR URTL SR 1 R H 2 4R w) Ak
KA KA B K A = KR I v 4 B R 28 0 A AR iR T S (zinostatin
stimalamer) \ 537} 7 B ABI-007 acolbifene. T4 % Yy —1b(actimmune) .affinitak.Z 3t
WA B4 B 25 . asoprisnil. Bl il SE L FA] A= 4H . BAY43-9006 ( ZH73EJE (sorafenib)) .
TR ER BP0 (avastin) « CCI-779. CDC-501 . ZER A5 . 42 & BT 70 3 G B IR IR TR 44
i\ b PG At 5. DN-101 2 2 L 2 -MTC. dSLIM. &t i i . edotecarin. ik 5 5 & Fa . Kk vb
R4 A i R TR A i 2H 2 B AR K B IR N )L BK —166DOTMP (R B IR . v T4k
=\ PEG LTI E a —2b(intron-PEG) ¥V ULFE (ixabepilone) GFLIM #5251 (keyhole
limpet hemocyanin) . L-651582. % % Ik 7 &R & 2%\ libra. v J& B2 & A ¥ % & 9 &1 7
(lonafarnib) <K& B35 K &S (minodronate) « MS—209, MTP-PE JIgJFifA& . MX—6. A%
MO Gk EMh P2 i 3E . oblimersen. onco—TCS. osidem. B2 B EIZEE
KRR AN PN-401.QS-21 . VG R-1549 i B 45 VB R L 13- =l — A3 R V040 g
B ALEE . T-138067. EhIRLIE e i (tarceva) | taxoprexin, YPA . a —1 [ 25 (&
IEIEAR BRItV JE (tipifarnib) B2 LA TLK-286 . FC3i K25 . TransMID-107R % =) Fhik o
Rk FCf e (vatalanib) JHERRIASS KR T Z-100 MR BB s B AT 404

[0630]  ARE — A5 77 5, Pk 7 A — R ER 2 Bl 2530 (B BT &8
131T—chTNT . Bl £ Fri 5, « ] EL SR 2 < B 22 BE A2 L BT b 1 A 25 BI04 2K 2R T BT A 4E A B2 /N FR
NGRS KR R Y g TR i arglabin, =44 TR R ARG BT L AR
T R BHT . BAYS0-6946 . BAY1000394, BAY86-9766 (RDEA119) . NIy& & HE (belotecan) .
FIEFEFYT S DR AP Wy BT B R Rl EL AR RE TR 8 2 VIR A K A S B AR T
%7 R EAhFE (cabazitaxel) EMRES 2 WM BRES . R Rt . RAA R 3R R AT R
ZRHBPL (catumaxomab)  FEK E AT PH S A 21 02 & BP0 K T B AT S 22 A
T WA 5 Pr e Ve S SUBS IR L SUVA VR e LA EE (crisantaspase) IR EEIZ IR A 22
BAPHE B A R R EAF R GAVUAYT o GAVEE (dasatinib) (R4 EF £ MGl
He s 50 (degarelix) «HiJE A4 2% 2(denileukin diftitox) . £ J& 8 $H7 (denosumab) «
Hy S AR T IRIR S 2 P EE AR 2 R WA 2 A + MEFT K I ST
(eculizumab) K ¥y bt MRS TR IR (eltrombopag) « PR T M i flise R %
LU ERBR B A S o ARIAE B KA SEH AT (eribulin) (32 B JE M L M

52




CN 103608018 A OB B 42/70 7T

TERTT ARFETAE A AE S ) AR P S5 T V2 M A ) 52 L G PR S PR MR E | At i A
Fr] AR SR TT R AE R R IR K I e B v AR E AR 2 BB B M H IR
(glutoxim) \ I Ak . — Eh MR A i A i AR PR 2R IR . T-125 L D BEIGRIR 25 P S B
PR LA T A 8 e R SR AT L TR o VTR B TILE v,
PRUCERPT A S B AP T I | 22 B DR P JE SRS B Jig Rkt =) 2 B 2 2 0 ke e
Se N ETAR ZETE K M 22 A SR W B I SR T W SRUB IR B L S R By | R R Al R R A
VI TR SRR | R NS | AR D RR L S BE I IR R PSR R AR AR IR K AR
B oKE (miriplatin) VR HBREECOKFENINE IR DOP B, 22 248 3 OKRFEHH KR FE &
RIEH P JEI e e B K B ZBR B JE ST Ve fITIE (nitracrine) (BVE
ARERHL B LR M B 5 A 38 BLYP RIS pb3 ZE T VL VEAZRE A KB VAR —103 FF
MK IR « 1 JE BT i Mk JB L 35 T T &R . PEG- kA5 B ( AL PEG- kA= B) R &
TEEERE E S (pegfilgrastim) L EET LR o —2b K535 #h WAt Ak =E BRI T
B R VR R e VR 2 AR VAR R AR R 2T (poliglusam) .
SRR AE W 2B K 0wy A RN b b IR BT T R BRI R L VS AT
B 2R S AT N B R B R ZE IR A2 B T B K B TR e K E L b
H)] . sipuleucel =T VoM RATE A= H 200 MR  RPFEJE VREIR & = ET e B e b hr
TS R YT AR & 25 AR AN R I B R VIR R IR+ SR + B
VB SV 25 B S e B V0 2 S E] Y RV T S SR it B VDR R i FEE IR L R
(thymalfasin) A S WEM B VU BB 30 0 B FEEOK 5 FEPE S bt il DU 2 | i Z 2k
BT I BT PU A B R ity ) B, s B AR | S B L LR L B R SE E) R L A LR
e R IR BT HE JE S KRR KT KR e KRR T KR I R A A R
SN L 90 BEEESRER R Al T v R Ath TR MR B RR A R LL A2 .

[0631]  FITik 73 #2570 w] DU 75 PEAYE VERAZIE AR R IET T IR BN 5-FUL £ L
B RN ARFE T I ZER R PL E AR B NS AR IAAE F L 17-AAG, U0126. JBE B
RS REATAEY) S PPAR FCAR EABEIRIR 25« o — R E R I 48 — K. PTP-1B HDii
) DPP-1V #MI7) . 11— B —HSD #M#HI7). GLP-1.GLP—1 f1/E4 . GIP.GIP {744 . PACAP . PACAP
TR gl 22 BRI = AT A o

[0632] W IA FriR 20 G40 AT i b B G 7E 25 ) B FR AN R T 28 11 MUK R 5
(1996) ($E5IIMAAIT ) FRFEIENTT 2599077 2 AN -E9), B0 T 1 A BT e | ok
F RN R ATV R T RRETT WA 1] A TR I Bl e i DB i 17 2k R R L B AR
R RUFER . ZRUE (MER) KEWE AKSTIATE 5 FURMERE N PR REER .7
PRI A7 e B L DY IR % 5 R VT BT 6— SHENEENS (36 ) B, g | 22 Y
Bz COKFLREBE IR B8 Je IR JERS AR EDE S B v & o5 A 2 VI S0 55 Vit S5 NEEe (T
TR R AR KA LA S K AR =

[0633]  I&& 5 A KB AL-G Y — A0 FH I Al P B 3 0 25 57 AL 5 H AN PR T Goodman
and Gilman’ s The Pharmacological Basis of Therapeutics (ZE9f), Molinoff Z& A%
&, McGraw—-Hill HAR, 55 1225-1287 5T (1996) (51 IMAAIL ) AN TR IRIT
(I LEAl 5, ) 28 B oK L 1AL It MR e\ 5— A I 17 b Pz SV s I VH 2
CGEIERY 2, 2" — M A TF . 2 T Ath 8 L 20 FE 0 TR Hnsend: (o BT L 5 SR 1T R
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IR 5— TG PR 1 B IR SR IS T e el AR 2 0 Je At i RG22 i L Pk b &2 T3 (I
PR PP 2 2 ] T TR PP S 2 il L 2675 ORFBIE VRS IR L EIth T N- RIS A - RA
ZIREL (PALA) Y R&E R A SERlVT e yH VRS2 W IR  — A 28 = R J & R LA
N AT

[0634]  JE& SAK A A Y — Al A i H Aok B 3458 25 57 A F5 (A PR T HAh b i
P 3 (AR 2 R AT AR ST R VS S AT B

[0635]  — 1M &5 » 4 40 i B R SR AN/ Bl B 3D I3 5 A & B AL S sk A S A S AE
SEBIPLNMER -

[0636] (1) ‘5 heh 25— Fh 2550 AH LU 7080 e 2B < B3 22 v Bk e 7 1 = A2 SE 4T
I

[0637]  (2) SRVFZL 2 5 /b &I AT e 25 AT 25551,

[0638]  (3) $_-AALITHIVGYY, Hopl B ATt 52 3F H RA WA B A IR RAE L AE 5
— AT AR e A 20 A R A BT E2 3 1 /D,

[0639]  (4) ARVFIRITIEE ) I FLahPRE a2 AN AS R E R Y,

[0640]  (5) $RAEZIRIT I E P H RN ER,

[0641]  (6) SFrAERIALIT VRI7 AH ELER L2 ¥R 97 B3 b S8 KA i 1]

[o642]  (7) HRAHSH IRy Ihdeg ik R INFIA], A/ BY

[0643]  (8) SILAtyEE 2554 A7 A HUBN I AN SLAR LL, 15 2 22 /D 5 B —A{F A 1)
)RR () D RCRH R 52 1

[0644]  HRPE—NSLHE 77 58, AR W A A, Horp Pk 2, 3— & KM If [1, 2-c] ik
WA 2- A FE -N-[7- FETE -8 (3— Nk —4- LN AEIE ) -2, 3— KM I [1, 2-c] n&
Wbk —5— 55 ] WERE —5- FRELIL

[0645] MR ¥E — AN S 7 &, AR B M A, oA BTl He v R 2 e A R Bk
ABT-737,

[0646] MR — NS 7 &, AR AW A A, Hp B 2, 3- & KM I [1, 2-c] ms ik
B 2- B EE -N-[7T- FEEEL -8 (3— Ik —4- FEA AL ) -2, 3- & BKRMEIf: [1, 2-c] &
PARIRR —5— & 1 mEIE —5- FIERE, JF HoPr b H e v PR R B A& R B ABT-737,

[0647] AR HWEVHIZIVHEY)

[o648] 1 bEJRERE], AREHW K -

[0649] - ZiMd &), HAEE -

[0650] 1B A ME—VEMEFIN 2, 3— Z&KMe I [1, 2-c] M mmkAb & ek H AR PR A2 T 52 1)
VBTG K GBI AR TR, S T RITEE CUrFLUeE, B2 28 MR . —F
PEFLIRIE | Her2 S2 R MR FLIR e AR 52 AR FH PR FLIRSE ) » LR

[0651] - 24 &), HAS A THNA G A MAEY)

[0652]  a)2, 3— EMKME I [1, 2—c] WMk G470 Bl L AR 3 25 ] 12 52 1R 3 VI R A 10 7K
e//EmR LS Al N

[0653]  b) — BN 2 Bl & i A, Rl A2 2k B PUm S AR 2 UL B 2 B AR 24
IR 24 e R T 25 R PR 25 Bo/ O R 24 e e L ] I 24 L B I T S S 24 O R 2 Bt
R 2 ITE TR, SRR AR — P ek Z Bhik B CUR e i PR
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[0654]  —Bcl 47, {1 ABT-737 . ABT-263 (Navitoclax) \EM20-25.YC137.GX-015-070 ( B&
Bz ) iR A AL UCB-1350883. AT-101 ((-) - #38) ) « SPC-2004 ( D hzi# 2k ) < 16-105.
WL-276.BI-97C1.I-VRL (Immunovivorelbine) \DATS ( K###1 2 ) .CNDO-103 (Bl MG T )
D-G-3139 (R4 = ) \Evotec.PIB-1402,EU-517 ;

[0655] -Bcl 4540k ;

[0656] —Bcl siRNA, 41 PNT-2258 ;

[0657] - & MUELRZ IR, Wl BelKlex ;DA K

[0658]  —mTOR &A% i3RI, 4 75 P 2% 22 B 108 2= 25, il inEin & & (PE2 %A ) .
KYEFETH] (RAD-001, Afinitor) M B 55w (ABT-578, Endeavor) « &8 & 55w (CCI-779, 3k
B FE R ) M BE ) (AP-23576, MK—8669) « TAFA-93 ; 8% % mTOR I g 31 1 7], 41 WYE-132,
0SI-027. INK-128,0S1-027AZD-2014. AZD-8055. CC-223. ABI-009, EXEL—-3885.EXEL-4451
NV-128, 0XA-01. PKI-402. SB-2015. WYE-354. KU-0063794, X-387. BEZ-235.

[0659] R4 57— St 75 %8, AN KBS R MG, Frik 948 & a5 AE I ME— 5 2
FUI AR SO 2 LI 2, 3— kM IF [1, 2-c] Mempibkib &4 (e 2- &3k -N-[7- F
A 8- (3— Mk —4- ZETAARAE ) -2, 3— AUKMe I [1, 2-c] WEmenbk —5— 5 ] meng —5- AL
fi ) B AR A A B2 () 3 AW K S SO SR A, HH TR T e (sl e
5 ) 2 98 PEFLIRIEE = BH R FLIRIE  Her2 32 4K PH M LI AN 2 32 AR BH MEFLIRIE ) o

[0660]  HRHiE A< B (KT 5 Ty i sl HL ST U7 22 ) AR STt U7 58, Prad FLI e A2 R PR

s o

[0661] R A B AT Lk Uy iy s P Sy S ) L AR Sty 5, ik LA 2 = PR 1k
FLBRIE o

[0662] MR A W I A i b3k Uy T s G St 7 S I R AR S T 5 BT IR FLIREE i Her2
SEARBAPEFLIRIE o

[0663] MR A W XA A L3k iy 1 s FL St 5 S AR S % b SR R 3 %2
PRBHPEFLRRE o

[0664]  JITIRZMAH WA —FhEZ b &4 PR IX L2048 i 1o A b 75 2 1) AR
Ten 2 UL R (25 B AR o A BT &, AR 2 W7 VA7 A0 0 B0 9 1) A 4
NAERN I FLEI . BRI, AR SR IX AL I AL G0, FLAL B 24 25 T RS2 I a8 PR 242
ARUEMN A K ARG D B R 2522 B2 B AR A2 XA I 84, AR S5 PRI
A O T B BT 6 AR AN TR B, CLEUT TR B A R AR TR E AN 2
MR BT IR VG PR A RIVE R o S VDB 2525 A AR L 2 X IE AR VR T I HAR e - AR 45 3L
B AR R ) . ] A R B R RS L SR AT o I R SR SRAE P TR R R
R, AR RN EY S 4 B2 A — R UL~ 7 45 25 - DR E 4h Rl &
fE R #D (ophthalmically) JHE#B (optically) &5 N EH 7. HiEZs 5%,

[0665] X T+ [1HREE 24, W] W v ads Ak 400 ol s [ A% 980 A ol 351, 491 4 i 3351 AL 771
EAE (troche) EEFH (lozenge) IEIEFH (melt) « B W TREF ST, 3F H AT AR5
AU LN T il 9 A SR D7 ER 8 o [ A4 SRR TR B AT A IR, Hon] ki
VA P 3 Bl s 2 7Y, B, 5 A1) Qa2 T i R ) S R R R R AR SR G LB | R R | R G
R KIER -
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[06661  {E ) — Sl /7 b, MU AS R AL SR B0 TR T (490 o UM R A R OK
VERY ) —RIF SN YALA O ) RS I B R AR R oK TE R BB, T
B #5245 Ji i 0 23 R HE PR i SR 400 4 DR TR L T KR R TR g T i
BT AT s F 4 e v U sk (Rt sl 1 3 EL I3 1 3 R0 85 RS L A v Sk 1 28 1D RS B 1
JFE R TR G A T TR et I TR M T PR A iR IR R, Gk, S AR, DA R ok
TR BB PR TR A A1) 525 5 Ak A8 3 2 I TR A SR 8] A i AT I SRR AR . R T
R8T 28 (10035 VR TR T 70 i 8 1R 0 AR R RE 49 A A RHRE (81 £ e 245 PR e 0 2
LIRE ) 5 TS I EANGS N 2 5 n] 4252 1 2 T MR ) B A R s g LAk e o] IAFAE S AP )
JRAE A AR sk 3 2R 5 2 A (A B X 0 nT A RS B B R R LR R
A

[0667] W] 73 BRI BRI BIOR RS A H T il s K MR & e AT 4 5 23 BN S )
BB R —Fh sl 2 B 7 1 VR B B3 5 o 335 4 1) 43 B B Y 57 A ) B ) s 45 oA I
SCHR BB I T AEALE 5 AR A A ST 1 IS e ) TR TR R
[0668] A% BH 254 AW id vl Ry KA LA B o AT W] A R A0 3 451 S A e
BREDI MR G .. WERIFLWFIRTA (1) RIS, S anBl fr AT e F v s & 1, (2) K
SRR, A K G IR RO BN, (3) ATAE IR 7 B RN O e I ) 6 B O B 49 0t o 7K L A
W MR G, (4) Pk s 53R SBE 40 & 720, 90 0 B8 48, L0 Ft 7K L B s 26 ik 1R
Bigo FTIARFLIIE AT AL FH R IR R o

[0669]  T] e Job b i b i e 1) R V- AE A A vt 61 4 4 A e RO ek 22 B Y BRI Tk B
BT AE i ) L A il R B S e P YRR R . TS v e YRR T L B R ) kg
o R S S T o BT IR VR RN W] AL — B RS BRI, 4 X PR T R R R L R BRONS
FRIER PR IE NS — MEk 2 Mg R s — R 2 B AT DL —Fpal 2 Rk ), 4]
[06701 ] &M RG] dn H vbh « PR « Ly 2Rl T TR0 St 5 A R R o 1P 28 SR
AT A G RN FE 05 G JE v 4 R S R JE YA 4 T T LA S TR TR R G

[0671] B RRE A& B (AL A 40 UL TR Ak &40 () S 50 30 AT T B8 A5 245, BB T L i
P HR P 3 R P UL PN BRI P 25 24, BTk v S ) AR IR 70 & 1 2 W) 3R ) AR B2 T 52
A R T 5 BT I 24 W AR m T kg TG WV BT AR (PRI B 1) s I B A K, kK, 7 2
TRHE TR D (O V5 9 A9 0 e e TR R Bl 7S I, o) an T — R B & e, H
Famafaan 2, 2- L -1, 1- AU —4- FFRE, BEEIWER ( S8 ) 400, 1, TRIER, JIE T
P TS 2T 07 R H Y s B L I A T 7 B SR B, I R R RE RS I BRAN 8 TN 24 25 m 52 1) 3
T ¥ T A o A R B 2275 ), B o i R R R R AT e R R R A R BUR T
S, BRI e 2525 5

[0672] W FI A< 2 BH 1 Jiza T A1 i) 300 o 00 7 461 2k V6 9 2 T 895 5 9 S B A A B G
w3/ Yo P P R o1 Iy NI Nl 7 11 N 1 12 I 7 1IN 3 RN W w7 1 7 AR O P ey
() 1 T R AL 55 I R R AR IR . S M IR IR AN A i IR » 38 & I R iy PR B A2 191 4 W R & B R 1A
GRS A IR RS T I R 4 B Bh B B = A i AR, B AT A
FEBH B 1 L y5 7 o — S R A e e B i A SR RGeS e L R ER SRS T s
V) e BEAH R £\ 0 SETA R R RN A SRR IR 3k e SOt R Eh Rse SE T SE BRI R 2 I SR il IR
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R R i EE DR R 2k IR I R R0 A Tt L D% 30 19 &k DL B SR IR H ol s I 32k R B 1% H yh 15
Fea BE BRI #h 5 B 1 2 Ly R A i 07 e S A ) R 7 IR bt e i LA B B (AL Sl — 4R
P ) R SR R A S B 2L B8 5 LA S P 2 v ml g e 2k — B — 2 SE A R SR A
2— BrIEBK ek = 3, LR HORG Y.

[0673] AR BHIF B AN AWl SRR A S 2 0.5 A % £ 25 i % TR
PEFR . s mT A R AE FH B S FIRI G2 v o A T B/ ML B B X S S A I s, R A
WAL oK - SRR ST (HLB) ARG R A 12— 29 17 IFES FR IS MER . HRmFHIh %
TS TR R 2 5 i %2 15 B %, TR mEIE MR 4 BA L HLB s —
A, B A PR ES 2 Rl B R I HLB 8o RS

(06741 FH T Ji7 B A1 500 %) 7 9] A 28 TR 9 P 51 2R 0 M 7 L Ao T Ty 1 s 2241 ot
A BEBEEE B IR R, DL AR S 5 K M N & 2 NG, Prad B 7K 4 225 5 v
AR TR BERI A B G685 T i o

[0675]  JriR 5 &4 v] e FEwK MR BT RTE . nTARYE i 7 A - an
) B 1l b VR T <3 A 1) 2 SR B N )R b A 45 e TR IR AT R R IR AT 4R R
FRN AT YR BRI B8 SR e i D B AT AT I o SO sl ), HLmT A
AR R 460 an OR B B A 0%s 5 BRI R 1 4 5 P SR 4R O IR R R M SR e 5 K
BRI BE 465 7 W -6 A AR IR T PR AR S S A AR BT T BR AN OB I 1 vt P
(45 G 7= W) W 8 48, L4 |1 BROBE T M R G SOV L S AT 2R B IR T R RN B B 1T P
B 0 406 A= A8 0 5 0 I 7K L B0 e B e P 5 o

[0676]  JG v 5 il )3 AT A8 JCEE I i 40 W] RS2 0 8 T s 35 b R B FH S T
R B VR AT o AT A FH R RE RIS 35 A 90 Gt 7K S PR S5 98 A B A Y8 RN 55 5 i 5 B
W A6, B o B AN R A AR SR BRI N e UG &, ] A% P AR e sl /)
FRIANFAE S 3, B35 2 R B 1 H O B B H v 8 o Y5 40, WK I 07 R 190 2 st e P T 5 5 )
il

[0677] WK AR BIIMA AU T 240 B 25 R A8 25 . nld i 259
SRR A T AR AR B RE TR A AR IR LRI AT 78 B A TR BT IR 2 1
T A RS IR TR SR A X Sl A . RSB TR A m] A IR RNEE £ R
[0678]  AJ BH ()5S FH ) Oy — PRI R RO B s ik e & ( “WEH7) o IS0% Bz G 71
A T AT S A R A S I S B AR I S N o« FH T8 255 102 B2 WS 55 ) A 1
AT A2 ARSI 2 iy (2 WA 4n 1991 4F 6 H 11 H SIS 5, 023, 252 5L EEH], H
PRI UMAARIL ) o WKW R aE e T3 S b | ik X g 75 1 2557 o

[0679]  FH T 17 Ah o 24 I 45 B il R A0 18 A 8008 0 O IR UK L SR & IR R &)
EEIES ) o

[0680] W] Ry L Bl AUE I WIS IR B ik G A G ik 2 R . TRk 257
(AT Ul it 126 26 7 T R i A FH AR AN ST 2 S o 490 Gy 25 ) B 2 2 R I ) EL B R ARl
W RCE 2Rk S ENB BN E ARG LIS R . TS 2550)isH £ 8 KR e
AR 2 AL B — AP SR AR IR R 03T 1991 4 4 H 30 H AR 5,011,472 5%
& A

[0681] A BH ¥ 4G 4 0 0 BRORRL 2 30 T A 5 38 A0 PR AR 280 0K O RE R 1 L
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1) 24 2 ] 32 52 R R R o T ASE R e S8 A B A i A S A R 2 R R R, itk
KR MR AE AR IC BT W 225 SCER P IR 28, Py ik 2 25 SCHR B4R 51N A3
Powell, M. F. 28 A, “Compendium of Excipients for Parenteral Formulations”PDA
Journal of Pharmaceutical Science&Technologyl1998,52(5), 238-311;Strickley, R.
G”Parenteral Formulations of Small Molecule Therapeutics Marketed in the United
States (1999) —Part—1"PDA Journal of Pharmaceutical Science&Technology1999, 53 (6)
, 324-349: DLz Nema, S. 2 A\, "Excipients and Their Use in Injectable Products”PDA
Journal of Pharmaceutical Science&Technologyl1997,51(4), 166-171,

[0682] i 4 ] HI T-Ks BT i 405 e il i F T TR K125 2 3 A2 1R FH 2590 R 23 A0
[o683]  FRALF) ( SLHIAFRMEALR T L AR & SR HhR HIR )

[0684] B ALF) ( SEIALFR(RAS BT 20K B IR B« — LI B LT Ji s SR AL T R
B IR ER N A B AL = 2% (triethanolamine) . = 4% (trolamine)) ;

[o685]  WRPMFH) ( LA AFRHAIR TR R 4 R FIE PRI )

[o686] < Z I ( SEBAFEHEA P T 440K . CC1,F,. F,C1C-CCIF, # CCIF,) ;
[0687]  BK*#/Ffl (air displacement agent) ( S EFHEAMR T2 THET) ;

[o688]  HLEL R (SEHAIEEAR TRTR. BHe T . Jeme otz Bgmesd
s JE V< AR AR IR AN )

[o6801 LB M1 (S A FEAEAS PR T A 4L SV R R AU 48 T L o b S = UL
THE KW A SBE IR 25 R MR R )

[0690]  HrAl AL ( SEA A FEAH AR T HLIN A B BN M BR R AR BR R T 2 il T 2
R R B AH I P BRI R  DUOR IR A R S YR KA PR S B £ Pt iR
W) s

[0691]  KiGH)ot (S A FEHAN PR T ik B B ) RARAN& MR IS TR TR I 28
W A RIS LA SOR O - T ZIRILERY)

[0692]  ZZifri) ( S AL FEAH AN PR T I B R . B IR Sl — 4 . SR o AKAT AR BB LA S AT
BRI —IKED )

[0693]  Z A (S A5 AH AN B T Bl FrArt R 2R 0 i R 2% L 0 7 710 st ) Pk B R
ABEI R RHE 2K BRI TR A il A e R 0 R 1 S B 3 S R R R 19
STHAK)

[0694]  ZEETF) (SLAIAFRHAIR T HCH BN K IR ) ;

[0695] {05 (SLl A E(EAPE T FD&C Red No. 3.FD&C Red No. 20.FD&C Yellow No. 6.
FD&C Blue No. 2.D&C Green No. 5.D&C Orange No.5.D&C Red No. 8.£EH#E UL M S ALkeT)
[0696] P&V ( SLHIAFEMHARR TRAE L) ;

(06971 AL (S48 A FEAELAS BR 3Bl o7 A1 JB2 « 2 00 FE I o i I Bl g 7 T el 75 O g
G Wi 7K L ALRE B B R 1R L SR 4 &0 50 AT IR I ) 5

[0698] il IRFEH ( LA AL FEAHANR T B R AR — I IRBR IR AT 4E SR )

[0699] b (S AL FEAEANFR T 1 7 vl - AR VR ) ] L SR A e A ol e i A R )
[0700] V) ( SEAAFEEANRR T H il 9 R L ALRERE )

[0701]  HHFEEF] (LR EARR T b Al )
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[0702] i ( SEEIEFEREAFR FIE4EM (arachis oil) A )il BICWE I f£2E 7 (peanut
oil) \ZRRMMANFEY M )

[0703]  HEZE (LB AFEEARTEEBIR OKKE B L ZRE LR 8K
MM A ECE R ERE DUREIKRE )

[0704]  BIERISRF] (FE R BE ) (CEHARRMEART— ol £ ohEds . — ek Z ik,
R 0 AN VA R TR 7 T S A AR BB AN VR T I 1 245 R R B AN TR R IR IS R 28 L 1l IR T
FTEEAD) Il I <TG 23S IR R S L A W 2R R RS )

[0705] YA ( SEBIEFEEARR F40K IR = LBEFH )

[0706] &5 (SIS FRHANBE T LT K AEFT I Hv e B A 03 S R R R 2
T ALK RS K R RS KRG R e K )

[0707]  fEALT] ( SEBEREEHANPR T o i /S oe S5 MR A 0 A s Al R I« 1 o
Tl )

[0708]  FRFFIZE ( SEBIEFEEARR TRl JERIER 4 B CREY)) 5

[0709] R THIVE P (S A FEEAN R R S « T AR BA 10 =F 2887 B 9 5 (LA HE 80,
| T SRR BRI RN B K L AR B AR RIS )

[0710]  BhEif (SEEIFEHANR T30 WA Ry R FIRLT g Rl R SR 4T 4
R RNEAER RN TFA4ER . SE T FREA YR E RS ) ;

[0711]  FEHRFA (S A6 G A AN B 0] ) e L 67 250 B8 9ok H B S T I R RS
AR R M )

[0712]  FFRIBURL BT ( SEB AL FREANRE T REIRRR BRI A ) 5

[0713]  F RN G0 (S ARG AR AR T B0 hr A e a8 R AR JE AT 4R 22 T R 4 B L &
SEATYE R BB AR AR L T I AT A 31 AR AC R LI ML s B R RS ALTE RS )

[0714]  Fy FUFH IR BEF A R T ( SEB AL FE(HAS PR T I R AU A « v U L PO 28 T2 it
RUER RPIR AT YR 2 DU I RS IR PR BN R BN - (L BB B AN GE R )

[0715] R FfEACH] (S A FE(E AR TR M2 0 R SR AT e = RN g R RN
REYE R FIRLTYE R LI YR AR — IR R AT 4 2 A e )

[0716]  Fifl BB IO ( SEB AR HARR TR EEY ) S

[0717] R AR (SRR AN T 3R 0R 2 IR 4R 2245 U 4T 4 2= L IR hr so bR
(polacrillin potassium) AZHEEE 2 G MLV el IR AN VM 2 SIRBNFITERT ) 5

[0718]  F BG5S A REAEAS PR F sk — A Al hd: s FORTER IS AT )

[0719]  Jy SIS ¥ 71 (S A /B, 458 E AN PR - JIS P 45 10 JI8 I 55 0 420 vl o T 1 R £ T PR
BE)

[0720] i) / BegE e ( SEB AR HAR T 408k )

[0721]1 Rl ER (Sefl s FEEA R T B PE AR R )

[0722]  MEAEF] ( SLBAFREAFR Tl B BEAA ) 5

[0723]  SRAEF) ( SEHELFREA IR T8 2 B sl ) s

[0724]  HERGF) (SEBEFEEANPR T80 W 1 R 2 TR AT 4R 2 R IR 4T 4 52
IR I BE R | BRI FI B R ) LA &

[0725] Y1 ¥ 5f (L B A FEH AR T+ & & %5 g i B (heptadecaethylene
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oxycetanol) « DN NG L ZRLAE B 50y R 5 2R 4R & L) 2R T 2 v TR i N 2R 4R, L 0 Tl I TR
5 ) o

[0726] ﬁﬁ%ﬁﬁﬁ%éﬂ/\%T%‘é{ﬂﬁuT

[0727] it VIR < P A FH DG TR 1 S A % AR e B IR R AL S ) ) Bmg/mL 3§
W, T%ﬂ%%ﬁﬂ pHo FHIGCHA 5% 1% B0k b v A B 22 1-2mg/mL F T45 24, 3F HAEZ
60min P LAFHITK NS 25 24

[0728]  HTEEAKN A ZGIE TR T H (1) 100-1000mg [T T 2 A A BH (1 35 224k
E1), (11)32-327mg/mL AR R AN, F1 (111) 300-3000mg i FEHE 40 & T Hil5. IR
V5 FH R K R 5% 8 2B IR B A 10-20me/mL UK B, 4R S5 FH 2R 7K B 5% 6 25 Bl i3k —
ARRER 0. 2-0. 4mg/mL, F H K P HEE B7E 15-60 43 2P P f Ik Y T 45 25 .

[0720]  JLPN YA SRIVERLAGHH] < 7T il 4 LA VA vBoR) sl s i T LA S

[0730]  50mg/mL  HAEEMI KGR AR L EY)

[0731]  5Smg/mL &M AELT 4E 2= Y

[0732]  4mg/mL TWEENSO

[0733] 9mg/mL  SALEH

[0734]  Omg/mL 2K

[0735]  f gt <3d i % H H 100mg K fRIE 14551 150me FLHE \50mg 4T 4E A 6me FH IRTR
ERIH 7S FRAE T A 3 e i) 25 R = 1) SR e 3 7)o

[0736]  AKBCFET - il 4% V% TR AE P V5 A4 1Ry b 48] 2t O S el s iR Yo SRR vk b KR S ) 9
B AR AR E NS B DU LS 100mg P v PR R 3 e 2 . F I B i It
T, WK FTIR TS TSI T 58 £ H AT L BLRE B IR A U % K TR TR 259
RE

[0737]  Jo 7] - d8 a5 R AR A& K ), A0 1950 & FR A7 A0 7 100mg 35 PE 57 0. 2mg R A4
AT Smg B IR R L L 275mg S AR £T4EFE 1 Img JEKS AN 98. 8mg FLHE . WA IE 24 KK P
FIHEZK PR AL LSS I i O L 2 A MRS e M B IR R A

[0738]  JURE 3 / B BER] 1k 6 i ok T VERUE vk A I AR CUIRGRI L . AN A
KA X e AT 1R, FH T 2 1 R 203 B o o0 T a9 ek VR A5 7660 5 1 i B
G« SR B AR WA TR 40 8 20 PR A HP o T S VA AR T 38 A ] 285 A Rl AR o8 T S 93 i1 A ol [ 4
FrRIBREE ;o T 25040 G SRt R R B M (R R B S ) B 4 2 — R R DA A
TEATTEIKI A T B 2 ALEE T

[0739]  JAITIEIAER JT1E

[0740] AR WIEWE K AR S a7 BB e hE (R 77 V2, B i Jee e 46 an L e, HLAE
Il R 50 g BORP AR, i 22 52 AR B FLRRE Her2 2 R BH ME L  — A M LR F 2 M
FUIRIEE , BTk 7 R 45 25 0 A ST AT v SUIY 2, 3— &K IE [1, 2—c] MEmsIbk L & 4 el &
AR AME—IE MR AAEY), & 4525 THIMAE o) Pridb &0 et & iridib &9
RIZ5AEY), UL b) — ek 2 M A i @ SR e g )

[0741]  HRHE A B AR _Eak Ty T sl HL STt 77 22 1 AR STt )7 58, prad FLI e A2 R ML
e o

[0742]  HRHE A I AT R 7y i sl HL ST 77 22 i) ARSIt )7 58, prad SLI e A2 = 1
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TR
[0743] U4 AK WA 307 TSR35 28 0 FL A 5 98, P LB Her2
ZRHIPETLRE

(07441 U AR I IOE 85 37y TSI 6 7 00 B S H )7 56 BT LI R 2
PR FESL IR

[0745]  LIR¥GIT sk PP EE (WnFLivE ) W7 AR SERE T RWE LIRSS T AT / A
(1% FH i 1 S e 7 2 TR

[0746] AR BH¥S R A AR B4 &40 B Fo 4 & W06 7 " LB R LIRS 18 77 Vs 4E 3L
e (967 BB B W R BT IR AL A 03 BEL B k> (55) 4 i B3R / sl
W73 340/ B AR T TR T AR A I TR E R ILS (RN ) SR RERTT B
TR FLIR I I B B A Rk B AL S B A, B 25 25 nT 2 1 Eh L R A AR 2 S A L AR
=) KRGV EE A EE .

[0747]  ZHRIE CLE A R UG RAE , (BB 7E L e i FL ) b LAARRL 395 IR 24 A7 AE, JF
Heg AT Ll i 25 25 4% % B ) 25 40 S AT VR 7

[0748] AR LFIARTE“IRTT (treating) "BL“IGYT (treatment) ”IIAd FH &5 #LHT,
4 Ay T HEBT AR D SRR O 1 e i ) R RE PR D5

[0749] FEFIZZ

[0750]  Z& T AN HISR VPO H T30 77 BB FL MRS AL S P PR HE S0 S HOR, i i bR
R0 UL R 1k - s 6 R L s R S AT IR RRE (YR 9T IO BRUE 25 BE ARG, O HOdE
X s g I 5 B TV T7 IR SR K O AN 250 1 45 ST LA, TR S i o TR TT T
T IE IAE A R B B 0 ORI o AE IR SR IE IR VAT H BT 24 (A0 T 90 1 = m T R B v
AT A ) ARk S AN e B L 25 247 3T R S VAT R (A R I S DA B iR T
T PR JOORIRE P2 1 2% s T i AR AR KAk o

[0751]  FRZ5 245 KINE PEFI I S B — i 24 0. 001mg/kg— £ 200mg/kg 1A / K, I HALIEZ)
0. 01mg/kg— £ 20mg/kg AAHE / K. WK EHHMA A T ESREH -2 - RNG A2
VU —IR 2525, ok, “AF 25807 (P AESE— B R AN T B 254 ) X T 253253
IR0 52 M2 TR i SRS ] BE 2 A A . BRI R AT 2 0. 5mg— £ 1500mg 375 7,
I BT R H — R ek 2 kb es 25, sk /> TR H — ks 25 B REHE K e LR L J2 A
1V 8 AN AE Y B 5 LA B AR v H R EE 25 1) 38 H SRR AR IE v LAk 0. 01-200mg/ kg
SR, EXEH B BT ZE R 0. 01-200mg ke MAAE . XA H BIER &7 R
4 0. 01-200mg/ kg AT IR H R E T £ H— 2 TIRE 25 0. 1-200mg.»
3% R A A 4EFF 0. 01-200mg/ kg [9RE H & T & B AR E . P38 HWR A& 77 L0
K 0.01-100mg/kg AT,

[0752] 48R EF—44 B W HAKI ARSI B R 4E FE 0 & 7 SRR 4E UL T RIS ARk 6K
W B A T D R PR e JOR P T L P A P PR B AR A S 4 13 S T I R T A RS R
HEARAE FEIR I 25 2T TR] 25 250872 29 R HEIIEE R 25 AL 5% . TR, AR B IAL &40
FL S mI 32 1 6 BR AL A W R 6 T T SR 25 25 02 mT e AR AT AR 52 )
TR TT SR A 0 o

[0753]  AEWIATAL -
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[0754]  HI T i 43 )2 B0 AR W bm a5 A0 0 o FH T T e i A6 3 8 Pk A 45 A0 1 R0 sk ek R/
Bl 52 1 AT A A AN SC BT s R T B 1 P R 20 5ok s IR 52 M 16 Bel 2Rk HER K
WRFEEA / BUEAL  PIK3CA {5 58 S A1 / 5 PTEN B2k,

[0755]  SEjitfs]

[07561  Ji ok~ A1) I e 451 i) B AN B, 328 2 S it 48] I AR 2 T AT AT 77 2 PR AN & B 19
[l

[0757]  Sijfsl 1

[0758] AR HE A< B, 70 25 1 40 M i 30 5 YR Ak S A, B I R I RS A i 2 R
T 254 72 /W S I AL S ) B0 b R 4N B 5 AR Y B8 ). 8 ik Invitrogen (breast
Oncopanel, Invitrogen, USA) il 4h fiuvs 77, 80 W M AF A CellTiter-Glo® Luminescent

Cell Viability Assay(Promega) Jll5E. HR4 40 /M & sl fLARk (96— £ 384— fL ) , K 41 fw LA
300-5000 M40 / FLAE 100 1 L A KT FREE (96 FLAkALAR ) F1 20 v L AL KGR 5 (384 FLTH
FLAR) A BIAR . RE TR RI E FRTAH H AR, K 4 A SR R AR T BRAROR I SE =0 /NPT £=72
NI TR R RO SRJETE 37T°C R 5 7%, Ml =0 IN AR ROG(E . HIAEAE K 7R
AR AL S AR PR t=T2 /SIS TR) RO SRI AR . AR IS A AR 37°C TR E59E 72 /. I E
t=72 /NI R SR R R OGAE . X TERE 431, T & 2, X T AR BRI AL PR KT L AR AN =72
ZINESY B TR) 00 5 R FTIBR =0 ISR A3 2590367 IO BRI ROG B 70 R E ok
M AALADHE 753,
[0759] AR 40 M &R, 4 Mg 4h i LA 1000-2500 40 / L /25 u L ik BE R P A 384 L
M. TR, RGBS Gul) AP, KRG, 755 0B 24-48 /NI, A8 H
Caspase—Glo3/7 ¥ Illi& 7 & (Promega Cat#G8212) & Caspase3d/7 yi 1.
[0760] ¥ 454520 (combination index) ZE7 4k KIfE ¥ (isobologram analysis,
Chou %% A, Pharmacology Reviews2006) V¥4 PL3K )il 55 F L& 5 44 30 2R *&
51240 (efficacy parameter) & W1 b TR 72 /NI 40 Mo 6 5 0 52 F1 24 /NES BY 48 /N
Caspase3/7 ¥ E WAL BN (median effect) o T F . AN 250 1 $EFRELE
384 fLARH B . 24 /NS A AL S 254 1 (D1) Bigyd) 2(D2) B35 D1 A D2 LIAS[R] LLAg
(0. 8xD1+0. 2xD2, 0. 6xD1+0. 4xD2, 0. 4xD1+0. 6xD2, 0. 2xD1+0. 8xD2, 0. 1xD1+0. 9xD2) KIH &
VIR 5w L SE R 7 i AT M S ) AR RS, LLAE R 7 s i 4. — N A hdi AT 555
K T 5E ECsq T TCq0, 48 FH e 11 V3 23 B A I 2 5 550 50% FN B 50% 2500 I 25k g o v
5 E (1) Cso/E (1) Cgo N1 D1 FH D2 AH N2 4350 1, H BB L T2 S8 326l 4% Chou
2 N (Pharmacology Reviews2006) iR K102 EHYVERH (multiple drug effect),
HHAH T EA G
[o761]  ZH&#E% =[D1x]/D1” +[D2x]/D2’
[0762] M D1x Al D2x 43Sl HRAE ECs/ 1Csy B ECeo/ ICs, T, A& HIZIY 1 RIZHH) 2 K
J& 3 H DL A1 D2 73 J3l 48 D1 A1 D2 AR 4y 88— 255 ECyo/ 1Cy, B ECoo/ ICoo fH o FEIZITHTH,
ANT L0 BER B R BEAEH, KT 1.0 e R WIS HUM BAEH, IF HORZ) 1. 0 a1
INAAH EAE R .
[0763]  7E R 3CH, “I TG TR ELT G50 ) 2- 202k -N-[7- 4 -8— (3 Mk —4- ik
AL ) -2, 3= ZEUBKME I [1, 2-c] mEmentk —5- 2k ] meng —5— LI sl RS9 K&
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Y AR SR
N
>
N0 | N//L\N SN
O\) O\CHs ; N/)\NH2

[0764]
D).

[0765]  {E F3CH,“ALEH ARUL R S aNIY 2- &k -N=-[7- 4k -8 (3- Mk —4- 2
P ) -2, 3— “ZMKMETF [1, 2-c] MEmppbk —5— 5 ] mEnE —5— FI LI ER IR £ sl 71 59
IKE WAL SR

[0766]
N
>
N o
r/“\N/A\\//\X) Néi\N ‘ N
O\) O‘CH3 i A

“

NHz «2HCI,

(A)o
[0767]  ALEH A -G RAE RN & ) 1 25 EP11161111. 7 ‘5 rhid g, HBAS 51 A AR
o
[0768] ALEW) A HIA K -
[0769]  FE=IEHEFE R, X (D L& (400g) £E/K (1. 1L) P AETEI A I 32% [ 2h
FRIK ST, ELRNE S pH A 3—4. I 4h 90mL 7K Fl 32% 5%, H 334 % pH K 1. 8-2. 0. [f]
BEWH A 160mL LB, SR 5 N difh . Bl 30 7380, SR J5 17E 5 /IS I VA I
FiH1740g LB (2. 2L) , Bl J K A3 VR S RE 1 /DI o R i v, F B ok
H 130g 7K1 215g LRERITRGWIVER:, A5 FEH 80g /K 2558 LEESE, SR G H 3208 4 &
BEVEVR . FIETRE 40°C T BT, 153 457g 749 (99% FHIBIE ) o
[0770]  {LEH A IERAE -
[0771]  CAF A CE 50 7 BT 0 7 VEHE T AL &) A AL 225514
[0772] IR GRS i
[0773] TR &&F0 &4

[0774]
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FT-IR / FT-$7 861X

Bruker IFS 66v / Bruker RFS 100

MR i 2em’/2cem™
T B R 32/ 64
Ve Sl 4000-500 cm™ / 3500-100 cm™
GBS - /350 mW
FE & KBr F / V& 1 Ak
[0775]  RRLE{EAT (U
[0776] KA SR ETEMEIRB A B B SE A, v =45 ; 6 =T HIEB) j0.0.p. =
Ak o
[0777]
HJE 25 IR B [em™] P2 A E [em™
v N-H 3336 =
v=C-H 3176 3090
viC-H 2942 2990 — 2963
vNH" 2687 — 2474 -
v PRz 1 1669 1664
vC=C., vC=N. §N-H. Bz 11 1618~ 1477 1619 ~ 1476
v C-0 1285 1291
d=C-H o.0.p. 812 -
[0778] v ={H4{ks)) ; 8 =% RSN ;0. 0. p. ="F[HIF}
[0779] IR GIELFERE 7 H4EH.
[0780]  Fr = GiEAERI 8 A H .
[0781]  284b / m] WOk
[0782] i & FIE L
[0783]
e CUIVEIR a2 Varian Cary 4
E vt Quartz, 1 cm
P 200-800 nm
FE e 4.67 mg / 500 mL 7K
Ty 309 nm
[0784]  284) / W WOGIEAER 9 Hhan .
[0785]  NMR it
[0786]  'H-NMR— Ji7i
[0787]  [UAFANSLIG Z4L
[0788]
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[0789]
[0790]

[0791]
[0792]

NMR 4% Bruker, model Avance
TAEARR 500.13 MHz
Sl TR AR(DMSO-dg)
NErL &Y VU F LA LE(TMS)
I 3.08 mg/mL %K
FERE HAD 5 mm
T 75 25°C
BoR i B AR 15 5
W 20.65 ppm
EEE S 0.079 Hz/Pt
ik o 4.5 psec, 30°HkPh Al A
H st R 6.34
5 T 5] (1] 0.5
H BN S 32
NVR 5 5 AR 4

HCI HCI 2

32

WAL E S

Z N AN AL
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HJR (a) [ % EIEAT 23
S (ppm) &5 2(b) H/ 7 ¥

H-26 2.32 M 2
H-29; H-33 3.11;3.48 M; M 2;2
H-30; H-32 3.83;3.98 M; M 2;2
H-27 3.29 M 2
-OCH; 4.00 S 3

H-25 4.37 T 2

H-2; H-3 4.47;4.19 T; T 2:2
H-9 7.39 D 1

NH, 7.54 S 2

H-10 8.21 D 1
H-16; H-20 8.97 S 1;1
HCI 11.1; 12.6 bS; bS 1;1
H-12 13.4 bS 1

[0793] &) Fr'5 S L TUHJE NMR- {5 5 44 :X
D= XN &

[0794] b)S= %
[0795] T= =g M= 2 EiE

bS= % HLleg

[0796] LA A ) 'H-NVR S HELE I 10 Fgh .

[0797]  “3C-NMR-— i

[0798]  IUESAISLIG S -

[0799]
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NMR 343 Bruker, model Avance
TAEMI# 125.76 MHz
sl IR R-dg (DMSO)
WML &) VY A EL R AE(TMS)
WP 37.2 mg/mL ¥
FEME AR 5 mm
s 71 27°C
B il B AR AR
T 240.95 ppm
A= 0.4624 Hz/Pt
Wik e 11.0 psec, 90°HkyP Rl A
HH ] TR) 1.08 #b
b ¥4 ] TR) 4 b
H RN R 5 256

[0800]  fhZEAiRE M5 % EmME AHNAZ Y

[0801]

C-J5i¥(a) 2R £ E A %

8 (ppm) A EA(b) C/orF
C-26 22.73 T 1
¢-2; C-3 44.96; 45.65 T; T 1:1
C-29; C-33 50.84 T 1: 1
C-27 53.01 T 1
OCH; 61.24 Q 1
C-30; C-32 63.03 T 1;1
C-25 66.81 T 1
C-10a 100,79 S 1
C-9 112.17 D 1
=15 118.16 S 1
C-10 123.86 D 1
C-6a 132.43 S 1
Cc-7 133.95 S 1
-5 148.58 S 1
[0802]

67



CN 103608018 A Ww P P 57/70 T
C-11 156.29 S 1
C-8 156.89 S 1
C-16; C-20 160.20 D 1; 1
C-18 164.61 S 1
C=0 175.65 S 1

[0803] a) Fr'5Z WH TVHJE NUR- 15 ‘5 ) 45 44 =X

[0804] b)S= g (C) D=XU (CH) T= =W (CH) Q= PYEIE (CH,)

[0805]  ALAW A 1) PC-NMR VRl £E B 11 R 12 shgh i,

[0806]  Jiiiik

[0807] [ 25 52

[0808]  JHiiE{X Waters 7Q

[0809] B b EST( Mm% - &11k)

[0810] ¥ CH,CN/H,0

[og11] i K| AT

[0812]

JREE (n/z)  |[AXRE %) B R
481.2 46 (M+H)

354. 1 5 (C16H16N703) "
261.7 26 (M+2H+CH,CN) ™
241. 2 100 (M+2H)

[0813]  ALEW) A HFIELE I 13 Fea H o AR IESE 2 B 1

[0814]  JLENMT

[0815]  FH Bayer Industry Services, Leverkusen, Germany BE4T JCE 73 HT -

[0816] 48

[0817]
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mE MEAE[%] HRAE[%] THEAE Z
5 7.0 %I K[ %]

C 475 49.9 46.4 1.1
H 5.7 5.5 5.9 0.2
N 19.1 20.3 18.8 0.3
0 18.1 11.6 17.0 1.1
Cl 11.9 12.8 11.9 0.0
it 1023 100.1 100.0 .

[0818]  JTEMHTH & % KEMLE A HH—EL.

[0819] 1AL B “A” R H Y

[0820]  |r] 366g =\ (I) AL EHAE 10158 K FRETEE T I 183g EhIR K (32%) , [F]IN
TRFRELEE N 20°C (+-2°C ), HRIAF pH=3-4. $ T SHIR G40 =00 FHHEL T 10 230 5h,
i yE I H 54 82g /KRR UEDE . AT H EhIR/KIEIR (32%) W4 UE pH AW &2 1. 8-2. 0. KRG
WITE SR FPOEE 10 4080, i 146g ZEE (100%) , 3£ HFHiEE 10 480, oA 1g &Fh, ARG
765 /NI 1592¢ £ T8 . Bif3 i Bod ot il g5 bR, FK - CBEHR G0k, 7+ HAE A
T, 135 410 (97%) BIALEH A, I HPLC I4HE >99%,

[0821]  AL-5W) A 1E 24 B L Wi 40 ML R P 18 2 73% 73 1 (molecular profiling) 3K HH
A PIK3CA 5875 FI1 / B HER2 2% 12 (1) Ji J68 4t B & Ak G400 A AR B R0~ 38 TGy B 53 SN
170M (n=7) F1 19nM (n=8) . 5 IAH 52, BF4= 7 PTK3CA Fi HER2 [ 11 L AR 40 it 4k &40 A A
X AU BRI 52, T34 1C,, {E24 7T73nM( T2 40 £ ) o A H — AR ZE R 2 AR R R
FIFE PR A (1) PIK3CA Fl PTEN [ FLIRSE 40 B 28, (54 590 A IPu s fga T/ . i
TIE SN, AP A AE PIK3CA SE48FRFN / 8% HER2 FHPEFLARE 41 (41 BT20. BT474)
FEI R

[0822]  #RJ5, A T T4 &4 A TR VR T SABURRN / B A2 10 FAFIE . RI A2
Bel-2 [IZRIA AN AR Me 1 =1 BRAZIE 8 T XA TR BRI o AT, B2 Bel-2 RIS i 8g 4n
Jfg (41 KPL—4. BT-474 F1 BT-20) ( H: 4575 BT-20 48 i s 4745 = /K F () EGFR FIRERE —ERK K]
THOLT ) fERETHAEY A GBI H—5H, RAEEY A RA SRS husg s v
(AMEEL oM 1Cs,) > (HRIA F7KT Bel -2 B4 (1 147D (PIK3CA™)) X F4b&49) A 15551
FTI 5 A& A5 ABT-737 (Bel-2 [P, 45 T47D 4 fux A T-RUek ) W&t
R T AF Bel-2 PBH M FU AR AP RIS P05 PISK AT Bel-2 w] bl [E] 3855 b ogg % K A8 AR %
[0823] % —J7TH, PTEN™', EGFR"*" Fil Bc1-2 [ ) MDA-MB-468 fity& 40 Mo A4 ik &
V) A 51 R FE PP AU 1 BT A A SRET S S 5. 18k T =0
mTORCL F1 / 8iE i Rictor Fif (knockdown) 7] mTORC2 {8 MDA-MB468 40 Mo T4k-&4 A
V) 8 B 0 SR 5 S U T AR o

[0824] 2, HbEW) A X TAEAAFAE Bel-2 (5 &L N AEZR 1A HER2 Fil / B PIK3CA ALK
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FUREA N E U TR A 0. A6EY) A 551 Bel 2545 mTOR #1151 (¥ 415 7] BE
53 S A AE Be1-2 BHPE BRI 5 EGFR i /PTEN™ L Hi g Hh s I e . 25 (1) Al 5 R 728
XTI R VAT FUIE 7 A A AT V2, X e R AR A T BRI FEAE
[0825] RS T A0 L M e 4 T 2R V) H T 00 s I A PR, A6 G40 A IR TCs, FRAH ELK
o
[0826] 2 JEIR AW A A ML ALK DB )% A1 Xcelligence 2R (Roche,
) kRIS AR S ME 4 AEK EREM. 15 2 BRI 40 i e
¥ (CD ( 5 0 7 “F M E #6140 i 20 45 ¢ ) (Giordano C,Masi A,Pizzini A, Sansone
A, Consalvi V, Chiaraluce R, Lucente G.Synthesis and activity of fibrillogenesis
peptide inhibitors related to thel7-21beta-amyloid sequence.Eur J Med
Chem. 2009;44:179-189) , #F4L 80 /NN ITEST FE I o K CT AF T Ab BRI [R) siARifEdl (7E 24
/NP, CI=1) .
[0827] W& 3 J&7~ T AET /i () 5, 18 145 F GAPDH 1 2 P31 8 1 ) e 1 2 (1 B B 28 73 A
FITAF9T 14, 4 BT-20.BT-474.ZR-75-1.T47D FI MDA-MB468 40 i1+ {4k &4 A % 5 1) PARP 24
it o
[0828] [ 4 JEI/R T AEARACFELN M A 5T Bel ZKIEFMEAEIE 77 F (A) o K4l s, I+ H.
AT R A RN A3 1, LU Bel-2Mc1-1 FAFiE % (survivin) » 8 GAPDH {E 4 Pk
HAf R
[0820] ¥ 5 78 T 4L &4 A R ABT-737 X} T47D 40 i F 1) Caspase3 1 7 i S 4 &
MBI E RSN (O, 11t Caspase-Glo ® 3/7 (Promega, 2% H ) i 57 3F H i@ i % {F
Analyzeb (Bayer HealthCare, fE[E ) 73 MribA54 A FTABT-737 {54 — 254 UL J LA A
NFAETE S B2 B i LR FE T Chou iC#H (Chou 25 A, 2006) XTI & 45
BORFRA AR . AATRE <1 =1 LA >1 43 IER B PR [R] IR DL S dsHi/E A
[0830] 6 JE s H12Wi 58 (Lentivirus) 4% ) MDA-MB-468 4i M3 1A X Bt Rictor [
shRNA, 3 ik 28 1 B EN 728 20 B oA 1% 40 a6 18 mTORC2 4143 Rictor (A) o M ALAY) A AbFE
At mTORC1 8% mTORC2 HI4H 41755 5 PARP Z4i# (B) » ¥4 shControl Fl shRictor MDA-MB468
Y0 M PR 25 AL B 48 /NI, I H 43 AT PARP R4 . 4% FH GAPDH VE b PN #1585 (A %7 e .
[0831] X[ HEMJH
[0832]  {FFH A Sigma(St Louis, MO, USA) SR1GFH B IHEE = /EA S HLADHIFH]. M Selleck
Chemicals (Houston, TX, USA) 318 ABT-737.
[0833] 2, b EW) A X TAEAAFLE Bel-2 (5L N 7EZR 1A HER2 FiT / B PTK3CA S8R 1K)
FUBE 4R RE T 2R AN LAY A 530 Bel 25495 mTOR HHI51 K245 M 73
S A AE Bel-2 BHE AR Bk EGPR 263k /PTEN™ LI 2 o s bl g b 242436 T R St
oo X THERIGTT SR 77 7 B AN AT V2, IR e e e 14 1 PR 24
[0834]  [AIUL, 4 - TR BT, A K WP B AT Bel ik JHER KRR LA / s8liG 4k \PTK3CA 15
G/ B PTEN 6l 2% (KB ol K B A b s T P0ee e Can LI, el & R MRS
Wided - =B FUIRIE  Her2 S2 AR FHPE FLHRIE AN 22 2 AR PE FLIE ) B XA SCHT 2 X
(1) 2, 3— KM [1, 2—c] Wbk AY A P R AU PR I/ BN 52 14 AT S L A S B s X
(28 T B I P R 4 DA e IR 52 14 1) FH 32
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[0835]  HRHE— AL TT 5%, A K HI B AT Bel 318 VHER KRR LM / 8054k PIK3CA &
TP/ B PTEN 6k 2% (RE A ol K B A Wb i T IO eeE. Can Ll el & R VRS
Figes « = BA I FUBRIRE « Her2 52 44 BH 11 LA 82 A 32 32 AR PHME FLIR R ) BB X A S 2 X
(1) 2, 3— KM [1, 2-c] WEMsmRAb G40 (R B0 FT /BRI 52 2tk AT H 38 dn A ST e X
(12 TR PRI A L ki szt ()2 ) B E.

[0836] MR — NSl 5, Ak I K N5E Bel ik, HER K EFIAEF / 80% 4L PTK3CA
555 S/ B0 PTEN Sl (1 — sk 2 Fh 4L 53 A1 5 v, S

[0837] - 7EATIR Bel kb, ATiddd 7 M Bel,

[0838]  — 7EJiTik HER F L LA / B4k . PIK3CA 15 5% S b, BTk 404y i EGF-R, JF
H

[0839]  — 7Efrik PTEN @2k, Frak4H 43 24 4n PTEN.

[oga0]  ih4h, 4 b prde 3], Ak B R UL K4S

[0841] &) b e A 2, 3- “&UKME I [1, 2-c] W MRIpRAb A 4 B AR 3 25 mT 2 57 1)
BTG K GBS AR TR B AL E X R A ) BRI AR 3 2= mT 7 1 3 R
G IKE SRR A S

[0842] LA

[0843]  b) 1 b s SR —FhEk 2 P e v PR, Re R B DU A a2 i AR 2
PUR 25U 20 o AT 24 R PR 2 BL O R 24 VP e IR BT R 24 L B I T R 2 VBB IR
T4 2 B B 245 S PR, SRR — PR Rt B DA e e PR

[0844]  —Bcl M5, W1 ABT-737.ABT-263 (Navitoclax) \EM20-25.YC137.GX-015-070 ( 3
E vz ) iR A AL UCB-1350883. AT-101 ((-) — #38) ) « SPC-2004 ( D hzi# 2k ) < 16-105.
WL—-276.B1-97C1.1-VRL (Immunovivorelbine) \DATS ( Ka##i %k ) .CNDO-103 (BT FME T8} ) «
D-G-3139 ( #R441 = & ) . Evotec. PIB-1402, EU-517 ;

[0845]  —Bcl &E& K ;

[0846] —Bcl siRNA, {1 PNT-2258 ;

[0847] - Jx MUELRZ IR, W1 BelKlex ;DA &

[0848]  —mTOR &AL, 4 75 P 2% 22 B 02 &= 2R, il inE & & (PE2 %A ) .
KYAEFEH] (RAD-001, Afinitor) .M B BEw] (ABT-578, Endeavor) <& 75 &' 55w (CCI-779, 3k
B ZE /R ) CHEBE BE ] (AP-23576, MK—8669) . TAFA-93 ; 8% % mTOR I 31 11 31, 41 WYE-132,
0SI-027. INK-128,0S1-027AZD-2014,AZD-8055 CC-223, ABI-009 . EXEL—-3885. EXEL—-4451
NV-128. OXA-01. PKI-402. SB—2015. WYE-354, KU-0063794 X-387. BEZ-235.

[0849] AR A B AT & bk Uy T Bl S it 7 28 B BRIt 7y 48, Pk SR 2 R 5L

it
(0850] LI A FERE b TR B HE 7 50 PG 5 56 T8 LR A2 = A
TR

(08511 505 A K 0 FE5 b 7 T S 7 56 0 P S 7 56, T FLIRABE A Her2
AR LTI

[0852] AR A B AT 3y T e M Sy S i) AR St 7 55 iR FLAReE 2 Bt 32
PR BH A FL R o

71



CN 103608018 A OB B 61/70 T

[0853] =

[0854] 1. Abbosh, P. H. ;Nephew, K. P.Multiple signaling pathways converge on
b-catenin in thyroid cancer. Thyroid2005, 15, 551-561.

[0855] 2. Ali,I.U.:Schriml,L.M. ;Dean,M.Mutational spectra of PTEN/
MMAClgene:a tumor suppressor with lipid phosphatase activity.]J.Natl. Cancer
Inst. 1999, 91, 1922-1932.

[0856] 3. Bachman, K. E. ;Argani, P. ;Samuels, Y. ;Silliman, N. ;Ptak, J. ;Szabo, S. ;Koni
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ma, C. ;Woodgett, J. R. ;Rana, A. Negative Regulation of Mixed Lineage Kinase 3 by
Protein Kinase B/AKT Leads to Cell Survival. J.Biol.Chem. 2003, 278, 3897-3902.
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