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1. ZEM LB A 2 AR A BRI (RTK) (197732, BG4S TR SLENM A RTK 3548
YIF A RTK 55149

2. BURIELR 1 17732, Horz 7 1 iy i SLsha) o i e A sl 8 &k A=

3. BRI 1812 K732, Horp RTK 23R B AR KR F 52 4% (EGFR)

4. RURVESR 3 177, Hodb fudh RTK 5542 cetuximab. ABX-EGF. EMD 72000, h—R3
8 # Y10,

5. BURIEESK 3 ()51, b Ly RTK $55i4) 72 ZD1939 B 0S1-774.

6. BUFIESR 1 8K 2 [ 7572, FoHh RTK J2 HER2 521K,

7. BORIEESK 6 1771, o sk RTK F55id 2 =k 2 Am .

8. BUNEK 1 8 2 ({751, Horp RTK J2 18 P e ARl 52 & (VEGFR) .

9. BURIEESR 8 17712, HA fusbh RTK #5514 2 bevacizumab,

10. BORJEESK 18 2 (773, Hrp Ly RTK F5H0)30H] ras 85 H 8L ras—raf #8755,

L1, BORE SR 1-10 AR — I 7%, HorpiZ oy ikdt— S aRE 4 T HuE .

12. BFEHAE RTK FEHUALA RTK 55U 25459 .

13. BORESK 12 (25 A -G, Horh RTK 2R A B 1524k (EGFR) o

14, BRI E SR 13 K 29 & 4, Hoh 4k RTK 35 $14 /& cetuximab, ABX-EGF. EMD
72000, h-R3 5 Y10,

15. BUMZEK 13 8 14 MZ5Al-&9), Jorh o RTK F535140 72 ZD1939 B 0S1-774.

16. BUFJESR 12 29464, o RTK /& HER2 524K,

17. BORESK 16 2559, Jerb sk RTK 551492 7 4E = AT

18. BUNESK 12 (2551, orh RTK 2 M8 N K 732 4& (VEGFR) .

19. BUFESK 18 KIZiWZA-E4), Jerb Ma Ak RTK 4545144 /2 bevacizumab.,

20. AR 12 ZALEY), Hob N RTK 35510901 ras S A B ras—raf P55,

21. BURER 12-20 (B — I 25 A 59, Sz 2 & Wyide— A DU R 7 o
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FBESME AR RS HU D 2 KBS S B BB R 0%

[0001] AR HIIE H Ol 2004 4F 6 H 9 H 1 B LA HE 200480022754, 1 “ A RSN
DUVIANL ST 52 1 s 2 BRI 53R K70 S RS

AR

[0002] AR K AT RTK FEHTVIMULA RTK $55TY) 30 %] 52 (R BE 2 L e (RTKs) (19
Tride R, AR I BB 25T AL N RTK S50 K6 77 IR 5L a0 B 2 B
— WML IR AR DL TV o

BEEA

[0003]  RTKs 25 it (5, Howb K JLAN 40 Bk F2 0 4 A , 60 an 40 B B9 5 70 4040 (2
RGN B AETE S LA R 40 AR I AT . RTKs FRIC A 2 ] ¥ O B0 45 5 IR B AR R 2=
T, AR EE A B RTK b 5802 AR (1) 1% 2 R U s 1 » B i s 2B AL R ) B AR A 5 5
SRR, 5 FECDNA A ORI 40 i 53 3 o 1K A 32 AR 7 R 36 R AR KR 32 4k (EGFR) - Jif
5y 252 MR BT AR (9 42 K IR 75244 (PDGFR) ML N i A2 K- IRl 75244 (VEGFR) « i 4F 4
Ao A K732 78 (FGFR) JH 4 A K R348 (HGFR) LR A KBl 1 52 & (NGFR)
[0004] 3@, RTKs FA MIAMX I 5 58 1 6 7K 45 R RN LA i f Ak I e P X 8. 24
P 1 25 4 B Al RTK 40 Mo 26 1 19 B o &5 & DX, 7652 R gl 7= A2 TR %8 4L, 2 B L Y
P 22 PR AR &5 1) R B FR AT Ao S PP (AR R 7R AL AR RE A 7 S5 AH DG 1K RTK AT [F] B 5
TIRAE T A o X SO A Sl P Tl R TR R 2 BRI T, R — MR B A, R
5 DTS AR 4 e ] S0 P 2 I o 2% S50t M S T AN A3 A o

[0005] YA 4b, BCARII 45 & 5L RTKs 284k, SR S AN 52 4R B4R 1R 2 A BB AE — B8 4K
FC 8 A P B P DX 3 1t 8 A — R 47 R PR I 2 IR TR, I — PR O B B B A Y L AR
H GBI IE 5 2 A BOR Ao 8 5, HEALAT A5 B T PR ZE I R A 120 25 P T 2 IR e s ol
WAk XK FEHES) ATP B B TR S A B2k EI S AL

[0006] KRG BEERAL 2K ME N He 2 5 RTK- A S0 55 3 K8 A R4S € A7 . X e
|AERSERYE AR GRB2, B4 & 24K RTK i — /M5 2 IR 2 IR L IF 45 5 3
THh =N E R Sos I, X5 TIETEM Ras-GDP B AWAHEAEAH (Ras f&2—Fh GTP- &5
AR RE AR, £ 544 GTP 3Gt “ 7 RS S5 454 GDP B M “ %7 WA A
) o SRJE Sos [ SIS K1 G - AC B R T (GEF) W& AR BE1E 1 Ras—GTP E-A5 WK . R
J& Ras 5 FUEE I SN, B 05 MAP S8 . KRl kb, 3610 1K Ras 256 B —Fh 2 2401% - 75
ARG Raf BN K5Ik b o Raf X455 IR R4 —Fho0URe =1t 1 85 08 MEK, ‘& RE
g Tk e R 22 S R TR SE AR R AL O FLISE 73 7 — P 2 B R — JR 2 BRI MAP 4 . MAP
R IR AT 22 AN [F] B9/ 3 40 i S S R 2 1 0, B A% 2 S R

[0007] 5 RTKs AHKHIE ‘S AL 312 0 7 5 HA 8 FECT T 2 B R, e L 0 I
B RSO A e TS RS o AN, — 2 RTKs 28 A\ JRIERE o8 Fh 4l 2 A 5248 KR 1
ARG T XA O, B R R AE R AR 7 W A M R IR TE S S . —FITE neu JE[A
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Bl G R R IXAE (R R AR 52 AR B A R T BT 28 N FLI R BAN 245 i (R 355 » RTK s I € iR
15 & AN RIEIEAH S

[0008]  Z 55 JuRd T2 B — b RTK 2 EGF 32 A& S I, ‘B A0 4% EGF 3244 (EGFR, th#X A erbB-1/
HER1)  HER2 ( .0 £ c—neu/erbB-2) . erbB-3/HER3 LA} erbB-4/HER4. 541, EGFR F1 HER2
B A R AR R 4 B i AR RV I R R T ORBEE FH o e L, EGFR ¥ B 52 M 735
BT R R (BRI RIZB AR N ) BJLRRESE, EGFR 5 M4 Ak A s R i
Yo T BT VR = A e AT B S IV RERIRE A %,

[0009] T, P2 AR IR B &Rk —Fh B2 i EGF 52 AR KGR %« Rl L, EGFR
IAEAEARLT- 5 A R TG B B I8 7 R 5 L B Bt 6 248 70 v 5 R 1 3 (R A7 3 36 O
PN A X G 0 [ R AE AL ST RO FRIAS R IS SN AT BE A (R4 EGFR TR A A X Fibs
HETT VR T AR SRR IR 40 i NS B ARG IO RE o 9 4, B 9T 3R B HER2 BHME 46 88 1 5L e &
— P A AR TR PR, 45 SR S 20 HER2 BRI FLAR AL B KAl et B R W B 21
UG CAS R A — P A ar T« 7E 25-30 % 1 J5 & M FLIRE P M2 21 1 HER2 BR (R )it =
FKik

[0010]  VEGFR SKJ& s it 0 5 I L 1A oo 9 4, 3k 28 52 AR A g £E e 7 i« 1L 78 A
g A A Hh R o VEGFR's TEA Wi 2 A2 R0 Mg T Rl 1) It R P 78 Y B2 40 i B b ek
1K, DT R T FHIKT Y Bz 40 M b 3R IR 1) VEGF 52 AR IR 5 A s Ry 2 g A2 A 1) VEGER 55T
Y)o VEGF SZAAAE—2UqE Py Bz 4 B b R B, 4ny™ A VEGF [ Jiheg 48 i, Forp = A2 7 — B A
N B2 1) B WAk SRR IR AR K

[o011] PRI, a2 A0 1) RTKs 0 il50) o 15 1) s 54, T LAY RTKs M5 5 4%
IR RIGTT BRI PT IX 2o B 45 L . BRIk EGFR 1 VEGFR 23 55 Ied JE 1, iX 48 RTKs 5 5+
PESE ) H T HUR 2SI TT o X AT B R HE— P PH L LR 4 G B2 AR B A S R IR R
SLREHLA, BOR — R HEAEH T RTK B P X BCR 7 1115 5 5% 1A 0Es 22 BRI
Fllo

[0012] 7 4 [if 1Y s PR 1R 56 A A7 8% Pl 25 A 1100 B0 S B B AR S — AN KRR 1 40 - A2
cetuximab, & 2&—FHLE T (N / /N B rCREDUA, BERHIERCASE 4 2 EGFR |, B 1R52 44
P LR MR R A M AR o S A 2 ABX-EGF, & & —Fh i ik T REFH. 1L EGF A
TRFG—a 454 1 EGFRES S N o bk . Herceptin® ()42 47 (trastuzumab))
ST Mgl ALy A T HER2 PH MR 5% A8 1 1L R e v 7 B N IR AL B 44, G5 v O 3 v I FHL 1k
HER2 & F )it R IA I RE .

[0013]  5y4b, A HTHIIG R IR IS A2 A0 Bl 73 30 BT I P 2 R U1 sl 3R ) —
A F A2 Tressa™, Bt — P IE REPNH] BGFR M 2 BRI BV YE /N7y 3R B AR KR 7
AR 2 BRI AR, B T Y I R A D Re M EGER RN g8 480 ke i A2 41 A 41 il
5, BEH R 4 B E ok p27 bR A

[0014] & 4T AR IEE ] RTKs (/N7 97 V2RI AT 52 52 0ol (1) g, (0 R B4R 4L
2, AR el a8 R ENEER . s, — BT/ 0 a1 e S EidEL, B2l
TEVRTT Z AT AT FE S B . b4, FREAE /N 7 7 B 2 BRI B 41 ) 7)) 2o e & S B e
(R EIE R, W U R 2 VS R 98 LA R Hh MR 8 /Do
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XRAE

[0015] A I PR A i 8 H MU &k RTK FEHTYIRIML Y RTK 535 5T V0 R 1) 52 1A% s 2 IR i
(RTKs) (7715 L, A IR —FhiE I 45 3 M AP RTK 5500 K396 7 FL 30 )
FR U8 2 R A (1 I Rl — OB IR DL R T i 5 B2 T LA RTK 35504
SRS T U RTK FEHTAR L, SX AR T T332 S BT IR A Al PR 18 5 ) s Pl 7 11 2
Fio AR Bt SE AL HuAh RTK S5 BTN RTK K550 25450 o

BALHEAR

[0016] A/ BHERAL—Fi H a4t RTK F5 BTN RTK FEHUARIME RTKs [ 7772 RTK A2
— it BRI HLAE A DX 3k 8 T 7K &5 A R LA R 45 A % e P DX s A A AR 1 52
o BN SRS P LLE S El AR 255 B 5 55— RTK B RIEG R4 & 4, B e
P IO S R O o A P 5 A SO DA% T R IR e v MR A RS w7
RTK 15 5 He im0, MM 5P 25 P L S af 40 o J3 30 AT | 3 2% S 0 4t R B A A0 2044 o
[0017]  RTK fltik & EGFR KR A , i i1 EGFR BE erbB—1. erbB—2. erbB—3 B erbB—-4., RTK
FAR T2 BGPR, 2P 454 T 11 EGF. TNF-a XU (A« 454 AT 21 BGF (HB-EGF) . B
A YEZ cepiregulin LK NRG2- a [ 170kDa [ 85 R 8E 8% 11 . RTK ({01 HER2, —Fh 4w A5
185kDa % 5 57 7K 2 [ 1) SR S FE R o RTK 0] BLAE VEGF 5248 (VEGFR) SR I 5, HA HE
VEGFR-1. VEGFR-2., VEGFR-3 MR 2 1 -1 MM T -2. 455 T VEGFR-1 1 VEGFR-2
(RJBC AR A $E VEGF (VEGF,,,» VEGFR, 5, VEGF 4, VEGFR 4o 1l VEGF,o.) 1[I F 5L,

[o018]  RI&5G TR A K I IFEHI I E RTKs KIEFR $)4) 145 PDGF 5214 (PDGFR)
KRR, W 40 PDGFR- a ( HL 454 T PDGF-AA, PDGF-BB Fll PDGF-AB) F1 PDGFR- B ( Higs4
PDGF-BB) ;FGF 321k (FGFR) S5 Hk it , # U1 FGRF-1 A1 FGFR-2 ;HGF 324K (HGFR) ZX kit
NGR 524k (NGFR) % B 51, ¥ 4 CD27 F11 CDA0 3 LA MR & 22 52 AR S i 0, Wi i 252 4K
(IR) , 1 RIE S FEFEA KT 1 524K (IGF-1R) DL B E 2 kA2 4K (IRR) .

[0019]  HR#E A BHI) bR 30, fuak RTK $5 BTl RTK $55040 5 52 AR M dh 454 X Ik 2 7]
[ 208 Y BE B 2 AH BAE ISR 5 RTK BAN 5 DX BLAE A, S FE I 2 BRIl v T A
B ARGUREAN T2 B IHRR RTK $5504 5 Mas &5 -G X802 (R X Rk 22 AH B AR R 1)
BB FE 4 A B, XRIMA HEARA R, KA A S ras s A s UK
FKAA S .

[0020]  HR#E AR B F 30, ML RTK FEHTapid e By 152 AR B AL A / B E 2 5 % F
RTK {5 5 A& 2 A0 R 2 BT P B R A I ) 1 % 2 BRI PR o PN RTK F5HL0T RTK ()7
AR TR ()0 AT T8 e 45 -5 21 HL A e 45 A8 S8 I Py DX S b sl L L sl i
G225 RTIK (E S a2 I M a5 1 5 b B ) o

[0021] 48K, N E IR, 8 MLAME DU A I N F5 P AR S 290 i AH [F] RTK @42
[RIVE A, X 2L i 42 0] LR SR AS R RE SR T PR, X S A0 m] DA 5 A 7 i
YERT, Mo A4t m] DAAE J N 3R A0 A B0 IS sl 380 » [ 2 IR LA, B i iR 4k
FHALHI T DLASE 5 PRt 3 0AS [R) 3 A 5 o

[0022]  ELARANA BEAR P 10 BT A, AE2 4 A h LA RTK S5l 6 T RTK 05 f5 RTK Jig
AR BT G AR TR G I T A5 5 5 S Qe X PP dil AL FE R [ RTKs FHHRLL 28 4 41

5
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HE AL RTKs o 48140, 45 DA 3 119 RTKs B DL i B4 A% 88 A /N s gk N N Ak, |
TR R FFETHE FALIENE TR ENAZ G, X 2052 AR B I EA 0] 2141 i 2 i sl & /2% N
N R N R R T N o | B N T o e A N R VB NS e s W o N QI
B R ) SRS RXA AR R RE Bk RTK IR BEAE -

[0023]  AR¥EA KB L FSC, BEANATHL N RTK 55000 LU A+ /N o F B e AT
() L A2 A M AN G5 A DX AR BLAE 0 RTK S BRI AMEDY ) BBt 5 i i Bg
P& Ul 45 1) B B AT 2 5 %0 AR I ML Y 8 B A B VR D SRR Ak (B MR iy 550
W) » DT 55 2800 ) 225 BRSO S B ) 9 oo S8 S RTK S5 P40k RTK R0 » AN 58
Ay 1B 5 1 RTK O30S .

[0024]  HRHAEA KB RS0, W5y FHFE A 2 IR % B IR e A B K T 650D
SRR G . Bk, 2975 158G an SRR 2 Bk ORTER 195 % 40 DNA 1T RNA (1)
TR 2 12 5 R UL R SR 2 8 . A2+ ik — A48 RT3+ AT A .
0 FRT A SRR RIS ST A B IR Z IR IR E A . A TR — 8
ELHE SRR 2 B IR AT A2, B AN 2 k. S U ARV o TR A B D REMERT A2 o
[0025] A A< A BH 93X P e A4 AT DL 4] 4 R AR A7 AR B Ak, — 0 i (Fab’ ),
By B W 40 Fab, 8 8E BT 40 50 8% Fvs (scFv) , 845 /IR BT 1K, 2 0 5 BE BTAR, XUPT &
(diabodies) , =Hifk (triabodies) LA, EATH] L2 BRBON — Hr e HE), 5 PR
SIS G AR AR PR L B g bk, ‘B 45521 E, AR — MR b R4
SEA TR PR ARG M. R DU A SRR (R SR AR PR, SR D R R A — 1 e
AR

[0026] W, A B HIHUAELAE N Vi BV A ER X (FWs) , AL G N E A E X (CDRs)
HEAS Vy AUV, AR AL A N R B A RT A [RIFER, A8 BH PR 1) AT AR 45 R 3
AJ DL —Fh 58 BT 44 S R RE T AR S5 S, B R DL RARAT A IR 45 1) Bl D e 4%
WM ER SR BT AN, BUR R AT E AN 522 B AR & g a8 4, K
FHR Tk R 22 /D — AN FE TR (DT AR W] A 5 A6 S8 1) 6 ) Bz 4 31— S 2 mT BB o e EE By
TE 2 BG5S B AN R A S T B — N PUR — 456 AL s I e

[0027] SR BRI IE RV, AT Vy S5 R 0nT Bl A\ 21 B A DhRe e A\ S 1e e 45 74 15 ik
APk b AR PR AT LI AL, B & — AN E MBI AR (FRs) [E
HAEARI EAMIE X (CDRs) o B, NG5 & &5k dt iR n] LL i # IR RS 3545, R EFE
PN Tg ZEH A B oI AR b, 3 B LR s B Te BIKHE (25348 F Briggemann
Fl Taussig (1997) Curr. Opin. Biotechnol. 8,455-458) o FIXFli/s Bl AE [ 28 vo B fA S A
Lk,

[0028]  HUARII T eI M Pyt At Ak 125 181, AR HA 52 KPiEn 22 sim 22 X 2=
SERR T 5 AR R = B 1R 7 51 1 22 IR o 3% HL “IEAAH R i "= 5 1R 741 e o 5 0 — PR
BRIFHEA 2D 70% ik F /2 80%  HEARE R /2 90 % [FIYEPE H 741, H Bl Hi 4
Pearson Fl Lipman, Proc. Natl. Acad. Sci. USA 85, 2444-8(1988) ' FASTA ;& J7 VA€ o
AR PR AR AR Le g ST (B ansi FI PRI R e ) 8 AR SR AN ) G Ty
R R R BCE HE A (chain shuffling) 73 2IXGEEPLIA.

[0020]  PLIEAE HPUABRBUAIE S WE R Bt RIK F5519 . PLikss & RIMA &5 /5L, ik
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ORI RTK 0 » B i PR ES2 Ak — S84/ BRI S G M4 RTK F5504 B0 2 EGFR
g,

[0030] X Ff* EGFR $t 14 () — A 4] + /& cetuximab (IMC-C225), & »& —F ik &1 ( AN/
/B TeG B ba [ LK. 2 L 49 i 36 [ & A No. 4, 943, 533 (Mendelsohn 55 ) ;36 [H &
H) No. 6, 217, 866 (Schlessinger 2§ ) ; i Nos. 08/973, 065 (Goldstein Z& ) F
09/635, 974 (Teufel) ;WO 99/60023 (Waksal %5 ) F1 WO 00/69459, cetuximab 55 PE4s 4
2| EGFR b FFRH 1AM U1 EGF 1456 o X PHBHIT T8 T EGFR JE IR, 45 A0 1 b
AR R RN A G B RIS R A, Ak, BUE BB RE, cetuximab T]
Rl b2k — SRR WAL, By 152 Rl i FL AR B AT S e ML B i3k — 20 )
[0031]  EGFR HLAA 75 41— 742 ABX-EGF, ‘& A& — e 5 1 EGFR 42 A 1gG, 5 58 i
A ABX-EGF DAAR &1 %E 5 7 5 EGFR 454, BH 1F EGFR 45 & 2'e PN ECAK EGE AT TGF- a
o ZWHIN Figlin 28 2001 45 H 12-15 HEEIH 41, CA, ASCO {Y2R 37 JRE4S bR R I
%1102, ABX-EGF [1)J 7 FIRFAE i 2k 136 B % H No. 6, 235, 883 (Abgenix, Inc.) 5 28 £ 62
AT RIS 29 12 36 47 LLACBH ] 29-34, LLATVE A wif% E7. 6. 3 48 A%, 2, Yang 5%, Critical
Rev. Oncol. /Hematol. ,38(1) :17-23,2001,

[0032] Herceptin® (w=)4E2 A7) & —FrELL DNA- RIHM A JRAL 5 e b, HAE
FET ML) oMb LLssE AL (M K Kd) B REPE LSS & 21N EGFR2 &5 [ 5t HER2 [ a4 45
Rt b o ZPUAR— M EE ARZRIX Y 16, kappa, JFHA 454 3 HER2 ER BT (4D5)
P EAMRE X o 23 DL G [E R & A1 24 FF No. WO 01/89566 (Mas s) -

[0033] W] AR AERRE A< BH I He4h RTK [ & EGFR HifAfdE EMD 72000 Merck KGaA) ,
‘Bae — P BT —EGFR By [EHi ik EMD 55900 [ A AL X sh—R3 (TheraCIM) , A& —F A
JEAL P —EGFR v DR Y10, &2 — L e Bk, A2l Pt A\ EGFRvITT AR I i
[FIVE T = A2 (K. 22 0,26 [ % ) Nos. 5, 558, 864 (Bendig %% ) , 5, 884, 093 (Kettleborough
2:),5,891,996 Mateo de Acosta del Rio %),

[0034] AR A A BH I fL 4 RTK F5H04) 40 v LU VEGFR Uik, 7= 42 VEGFR Pt 4 (1) 41 e 5
ALHE = A R B BT — /) Bl VEGFR-2 FR 50 [ BT AR 1 DCLO1 %488 4 e & (ATCC HB 11534) ;
P AN BT - /N B VEGFR-2 B8 7 [ i 7K MAD25 ) M25. 18A1 2477983 41 Jfu 4 i & (ATCC HB
12152) 7= A2 /N L — 7N B VEGFR-2 B 50 [ 1 1 MAb 73 [ M73. 24 %% 52 J89 40 Jfd 410 i &
(ATCC HB12153) ;UL K= AL 456 BRI I1) A B3R 1] — R IA [ VEGFR-1 _E ) MAD6. 12 [¥14H
& (ATCC PTA-3344) o HE /™ AHL —VEGFR-1 HUAR IR AT 9 40 M A F5 (0 AN PR T 2 A0 e A
Jfg KM1730 ( {558 4 FERM BP-5697) ;KM1731 ( {38 A FERM BP-5718) ;KM1732 ({5 & FERM
BP-5698) ;KM1748 ( {3 & FERM BP-5699) ;LA A KM1750 ( {5 A FERM BP-5700) , ‘&4 1302
+ WO 98/22616.W0 99/59636 L K FIVE 57 FH I F1iE no. AUL998 50666 B2 LA & K HIiE
no. CA 2328893, VEGFR-2 r 74 LA 1K) 55 Z ) 40 K5 IMC-1C11( 2 W, WO 00/44777 (Zhu
2£) sW0 01/90192 (Zhu)) FT IMC-2C6 ( 2 WL Lu %%, 2002 ;PCT/US02/20332 (Zhu) ) -

[0035]  H:Z VEGFR 45 51 4 & A 4545 28 S0 . VEGFR 5 HL 4 1 — L) 7 ic 4% T 95 [
i# Nos. 07/813, 593 ;07/906, 397 ;07/946, 507 ;07/977, 451 ;08/055, 269 ;08/252, 517 ;
08/601, 891 ;09/021, 324 ;09/208, 786 F1 09/919,408( ¥ i Lemischka %% iH )
% [ & H No. 5,840, 301 (Rockwell 2& ) ; £ H i Nos. 08/706, 804 ;08/866, 969 ;

7
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08/967, 113 ;09/047, 807 ;09/401, 163 F1 09/798, 689 ( ¥J H Rockwell %5 H1i% ) ;3 [H H1i%
No. 09/540, 770 (Witte %5 ) FII PCT/US01/06966 (Liao %5 ) . ZEHEH] No. 5, 861, 301 (Terman
2 ), Terman %% Oncogene 6 :1677-1683(1991 4 9 H ), WO 94/10202 (Ferrara %% )
WO 95/21865 (Ludwig) % #% T VEGFR 4% Ft 4 4% W & $1 —VEGFR-2 $i 1. 5 4b, PCT/
US95/01678 (Kyowa Hakko) i#% T $it ~VEFGR-2 Hi{k. L -VEGFR Hi & thic 2% T 36 H Hi i
No. 09/976, 787 (Zhu %5 ) » 25 [H %) Nos. 6, 177,401 (Ullrich %5 ) .5, 712, 395 (App 25 ) #il
5,981, 569 (App 2§ ) & T AE N 110 VEGER Hifk. Ak, £%] KDR A1 VEGFR-1 [ XURE 7
PEbifk (BsAbs) J2 A KN, BAE A MWAARIPUR - 256557 Ea Sk, 2 041
U1ZE [E 1 No. 09/865, 198 (Zhu) ;60/301, 299 (Zhu) .

[0036] —Fhr 2 1) VEGF 35512 Avastin™ (bevacizumab, Genentech) , f&—Fh B 4111
Pt VEGF I NYRAL IR BB e BEDiAA (rhuMAb-VEGF) o %1t R &5 & FF i VEGE [ Avastin 2
SRR M A B e R Y TTT BRI ARAF ST, L TR 2 A R s SRV R

[0037] AN RTK F&HUINIE N+ /N FI— S0 F A UL &5y BB s
VA EAA LB ST LU TN G . N3+ R 38 e I R g
THEERAT D s BT RT3 W1/ 73— T 2l BRI 31 1) 55 () /N LA R U2 B BRY I
M a3 &/ NS S35/ A B T I HES W] RE SR IR A BE, 19l — Bk
BUR — 2R JRFBE, B AT RER I B A IR IR 1 1R, BN 2R e 2 A R, B2 IR % R 11
AR RE N A e ] i e L NP 7 RS = 7 N5 e ST W= R S S 1 o« PO (BN WG TR i
AN ALY 853 T BRAEEANN 2 FBEA KT 650D, /T EREHE B AR A IR
AP R NG T T R RIS IR VR IR AT AR WAHE AR R A NLA B AR
WIS HE RECE TR ALE A R & AL &%) . 2 WU Ganesan, Drug Discov. Today
7(1) :47-55(2002 4 1 A ) ;Lou, Drug Discov. Today, 6(24) :1288-1294 (2001 4F 12 H ).

[0038]  FHRAE AR 3 A& B ML Py RTK F5HT /N7y 7 SR 2 —Fh b5 ATP o4 45 &
B LA PN 25 M0 EGFR e 45 & IX 3 B84 &5 312 5 BGFR S 15 5 5% R &
0 ML EGRR 5514 . X FE 5 3 SRR H] T A58 ras— & 7> R R 3G 40 10 2L (13
(MAPK) 4% B IS BRI —3 Skl (PI3K) —Akt 4% N SR AL 1K 8% (IR (SAPK) 1842
JAE T SUREL B F] (STAT) @2, S 5EM@BERNEAR (RI\EARHK/N Y F
EGFR $5Hu4ym] LLgh& 23 b ) (AEPR A48 7846 GRB-2. SOS. Ras. Raf. MEK. MAPK F1Z&
J @ S Al (MMPs) .

[0039] /N3 EGFR $5Hi40 10— A1+ 72 IRESSA™ (ZD1939) , & A& —FlfE 4y ATP- #5147
il EGFR A2 AE FH 1w ek A7 A2 4. 22 WL 36 [ L F No. 5, 616, 582 (Zeneca Limited) ;WO
96,/33980 (Zeneca Limited) % 4 T ;7] 2 W, Rowinsky 2% 2001 £ 5 H 12-15 HAEIH &1,
CA Z8AT 1) ASCO 2 37 JmaFE4r L RER I EL 5 sAnido %5 2001 4F 5 H 12-15 H7EIHA: 1, CA
ZEAT I ASCO 26 37 JmeF & bR RIS 1712,

[0040] /NG T EGFR 455U 75 4 — A1 74 TARCEVA™ (0SI-774) , ‘&2 —Fh 4- (HURH)
ARIEEIL ) MR A [6, T R (2- A4S — L8RS ) — MMk —4— 2 1- (3— St - R
) JEERIR EL TEGFR 15 22 0L W096/30347 (Pfizer Inc.) BIWIZE 2 51 12 4725 4 51
34 AT LR 19 T 14-17 4T . A] 2 W Moyer 2%, Cancer Res. ,57 :4838-48(1997) ;Pollack
%, J. Pharmacol. , 291 :739-48 (1999) . TARCEVA™ w] DL it #7h] EGFR OB Ak & H: R il 1)
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S p27- 520 i SRR PI3/Akt FITMAP (270 2 sim b R A ) s 55 S
ke . 2 W Hidalgo Z57F 2001 4F 5 H 12-15 HYEIH4: L, CA 284711 ASCO 4 37 Jm
oy EREBRME 281,

[0041] 54k T & /4 7t m] LA ) EGER, o rb () VF 22 4 WA 4 45 & 31 EGFFR 1 5% 22
BRI R S5 f Bk o X S8/ oy AR I E W, W e 36 I £ R No. 5, 679, 683 i 2k
(RIA L4 5 s IR YT A2 40, 3% 40 A0 25 [ & R No. 5, 616, 582 HiC B IKI T A4 5 LA B2 W] Wk AL,
EW), WU AESE H L) No. 5, 196, 446 F I 2 4L G4 IXFl/N5r T EGER 485 B4 41 1
0#E T W0 91/116051, WO 96/30347. WO 96/33980, WO 97/27199 (Zeneca Limited) WO
97/30034 (Zeneca Limited) WO 97/42187 (Zeneca Limited) WO 97/49688 (Pfizer Inc.).
WO 98/33798 (Warner Lambert Company). WO 00/18761 (American Cyanamid Company) FH
WO 00/31048 (Warner Lambert Company) . FARICIRAT EGFR P 22 R Tk e ) 1) 577) A0 16 ek AR
PR A B RHIR R

[0042]  RE 2 K9/ 73 T EGER 5 Hu 4 09 4] 1 £ 45 C1-1033 (Pfizer) , & & — i & 2 IR I
A, K5 ) /2 EGFR [y nés Mgk (N-[4-(3— 5 —4- R — 2R & 55 ) -7- (3— ik —4- 5 - N4
B ) — M Wbk —6- Jk 1 T B i) 0  AR), LIl 2 T WO 00/31048 5 8 T 22-26 1T ;
PKI166 (Novartis) , & A& EGFR [RIHL g - i g $ il 551, o id 2 T WO 97/27199 28 10-12 WL ;
GW2016 (GlaxoSmithK1line) , & & EGFR i1 HER2 (#3111 7] ;EKB569 (Wyeth) , 4 ) ‘& W LA
361 78 1R P Bk Ah ok 2 R TA EGFR 3% HER2 (¥ 987 41 ff %) 4= 4 ;AG-1478 (Tryphostin) ,
B oae — B ok B EGFR FI erbB-2 [ 15 5 & i (1) M Me bk /)N 73+ ;AG-1478 (Sugen,
Pharmacia andRepligen), ‘& s& — FF 1 #& # i & A ¥ B CK2 19 X JE & #6571 5
PD153035 (Parke—Davis) , #E 3Rk 5 & 0] LLIM ] EGFR ¥4 B3 ME A R A= K, i S B 7 TP 40 i
IR T, 35 AL 77 500 6 40 B 75 72k SPM-924 (SchwarzPharma) , ‘& 42 — Rl ¥4 77 51 1) i
e P % 2 1B T8 B 910 1) 5771) sCP—546, 989 (0ST  Pharmaceuticals) , i # S8 J& — F A IT SE 4k
Jeq IR1 4 1) 71) sADL-681, ‘& A — Bl H T+ 96 97 Jag hE 1) EGER I g 0 1) 57 sPD158780, 4 i T &
e —FPR] DUAE /S SR 9 F0 ) A4431 S o B AR i R A= K T (1) L 0 I g 5CP-358.774,
P A2 n] CLHD I TE /S BLR Py HNG S i A R 1) 1 B 9% I8 A0 1) 1 Wk bk 5ZD 1839, i3
T A AR /N B PR A A A AL R 9 1]« NSCLC. 1if A1) iR« 51 R0 45 B s b B i
I 96 3 T T MR sCGP 59326, HE AR T e A2 — A il B A4 Y EGER— BH % [#) 7 B B A
W) A K 1 I W 3 B E SPD 165557 (PFizer) ;CGP54211 F CGP53353 Novartis), ‘&A1&
dianilnophthal imides,

[0043] MOy TRK FEHLMET] LI ras S KHHIH], ras SEE & — M2 5 EGFRE 55 T
AT B . XM EIR Re 08 28 v SR FR R B, — BT LLBOE ras S A IR, X 40
HIFEFEFI a0 R1 15777 Zamestra (Ortho—-Biotech) , ‘B4 H k5 & FifthiE (gemcitabine)
WA IRIT ras— MOBIMEIE ;SCHE6336 (Schering Plough) , #i4k T H T-16 97 & Pl SL k98, £
FE R R 5 I e « o A R e DA A% S 3030 S8 IR 40 i g sBMS-214662 Ptase (Bristol-Myers
Squibb) , ¥ T H T 7 S0 B s B R T R 45 A TE DL AN 8 40 ML 1 e
L-778,123 Merck) , ‘& & — Pk BEALE e SE R O B A Bl (FPTase) #HI5, #54R-F H T8
7 53 R PR VA IR S 4498 ;CP-609-754 (0SIPharmaceuticals and Pfizer), & &—Ff ras
VEJRFEEALFNHIF, ST TR 7 SRR RE s LA A& AZD-3409 (AstraZeneca) , ‘B e — i

9
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THRYT SR VA JE Bt SO R g A )

[0044]  HUN RTK 5Pt n] DLAE ras—raf {8, & W 43-9006 (Onyx Pharmaceuticals/
Bayer) , & /& — B 4L ] ras &k R B A3 AL 1) 40 i LA ) raf 35 O B I8T ras (5 5 1%
1 318 AR KA T G5 W il R L e o DA R LR B B K B/ 43 sras FE DL
FTS(Thyreos) , #i#lk TR E AL ras 8 BURIG FH TIRTT RRFE IR 451 il LR L &
[0045]  ANhs2/N oy TR/ SRR S T EGER (WS U KL Y RTK $5 54 16 3 ) 7 2
RO FE - BB 2% 07 AL &4, W anid 2 T 35 | %R No. 5, 656, 655 11 4L &4 5 XL
B DR IR 5 FE R A% 057 AL A, W anid 2 T 26 B E R No. 5, 646, 163 F1 LG s 7E
Fry &% (265 Sciencel093-1095 (1994 ££ )\ H )) iZ# I PD 153035 ;i AIARLEAE Osherov 4%
(J.Biol. Chem. , Vol. 268, No. 15pp. 11134-11142(1993)) it # [¥) tyrphostins ; LL } 1F
Panek %% (J.Pharm and Exp. Therapeutics, Vo. 283, No. 3, pp. 1433-1444 (1997)) "t #L 1)
PD166285 (6- 7 2& —pyriodo[2,3-d] MEIE ) .

[0046] MY RTK FPidth ] LU /N7 VEGPR F5414, i i AXD-6474 (AstraZeneca) , 3%
) T AR — PRI K AEFEIF sCEP-5214, B & —Fi 5 58 ST s 50#F 706474, & &
— 7 VEGFR 1% 22 B i RT3 1) 511), $8 41 3 e BRI A8 R AR IS S A% i Ae ] iR 7 IR sk
(NP

[0047]  FIRMISMAINLA RTK 55540 DA A2 TE P PR 5 e 00 ) P56 22 P Al v A 1 B o
ML RTK FEHT N AR ARN T2 R U2 A FIEIAT / BEES Sy %0 1 5 PRt AE A< e Bl 13
Bl W o BRI ERXFE RS, AT LABEAT & AT AR N D3 2R ) s 2 R g 1) 11
I3

[0048] il a1, DX 4 A% % W ) FS HL Al 2 5 B IR AL A () 0 0 B Y, B AR R A 23 i
AR 8 CE A I B SCA RS B I A F IR o S 43 A7 mT DA ) 250 20 it <2 14
(1) B BERR AL KA/ BURAR A U () B R AL o W IR A W] LASE 1 491 G 7F ELTSA 43 #7 88
western E[1ZE AP A H A% R TS 2l FRARE 7 1k PRI BT AA SRS o 3Pl 2 T el R VR Bt Vi P P B PR A
4y MrAE Panek 2%, J. Pharmacol. Exp. Thera. , 283 :1433-44 (1997) Fl Batley 2, Life Sci. ,
62 :143-50 (1998) iR . & WUIRAE A T8 R AL AN ELISA 23 M7 i 20 B PR i itk ]
DL Z R F3k15, .45 Sambrook, J. 2%, (1989)Molecular Cloning :ALaboratory
Manual, 2™ ed., Cold Spring Harbor Laboratory Press.

[0049]  ih4b, WT LI RS 25 (5T 3R 2k 1) 77 925, He Bl il e 1K 2 1 5 E G 2 R I
P, S L R R R R RS (THC) TR T R 34
eGR4 AT (FISH) 3% 4 1 505 PR L A &5 & 43 B 1 40 Northern I Southern E[17E )
[ 4 5 it BV 43 A L 100 %0 SR g 2R 5 Wl A X S Y. (RT-PCR) BA B¢ ELTSA. 22 W4 1 Grandis
£k, Cancer, 78 :1284-92. (1996) ;Shimizu 2%, Japan J.Cancer Res.,85 :567-71(1994) ;
Sauter Z%, Am. J Path., 148 :1047-53(1996) ;Collins, Glia, 15 :289-96 (1995) ;Radinsky
4, Clin. Cancer Res.,1 :19-31(1995) ;Petridesetal. , CancerRes. ,50 :3934-39 (1990) ;
Hoffmann %&, Anticancer Res., 17 :4419-26(1997) ;Wikstrand %%, Cancer Res.,55 :
3140-48(1995)

[0050] i H] LA FH A4 PN 23 A SRS 00 P 2 R B 1 il o 4910, 52 A4S TS 2 R U g 47 it ] AT
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Sk A5 P 2 A A 5 4 40 L 58 A A 30 11 SR 3 A 0 0500 R 0 IR A 22 0y 4 0 ok
MEL . 40, VEGF RI¥E*) HUVEC 4h Jia w] LA K 43 #r VEGEFR #1034 —Fh 753580 A&
1% EGFR 5. VEGF (1] [ 988 240 e i) A A ol A5 A 9 i /S BRUAR N S A PRg it . 25 WL 36 [
L H| No. 6, 365, 157 (Rockwell 45 ).

[0051] 57 I, A BHER AL It 25 7 V67 A A E I LAk RTK S5 5T AL N RTK F55147)
TRV FL BN S BRI — AR PR LRI ) 7 75 o AT IR LER I RN 2R R AL > B 2
T3 AT AR S0 9 P 552 ), YO 57 P ) P 2, P ST 4K 2 s (0 7, Bl e T 2 PR A A
ST T PRER o ANSUTE AR T2 BEIR 2% 2 s A5 FH 2 0 10 DN SR 12 Wi FepR 2 0 %
il o

[0052] 257 Ju AR P RTK 5350420 6056 18 o A1) ] LUK 2] B8 SR 45 R 14 5 408 RTK 45791
YL LT FLEN . RTK 550 m] LA an OO i s (K BRILIA N ) W JRiilgh 25 . 4
AN 2. JAN RTK SEFTANL N RTK F55040 0] AR B sk 45 25 . 3% FL AT FH AR
EHILIT EAFEEAR T AN ERIY KRRV U EKE . 46 TiRTaRErE L2
Y25 T FLBI A K AL A V) B & Be A 0™ AR 1A T ORI T
[0053]  JRUEFANHT A PR e BT s AL b, AT DL E A BH 59 75 V246 97 BRI 15 995 F
DRG4GB B T AT % 5 9 FUIR 250, 8 0 R /0 i 7990  98RE DA K T e A B M R e o
AT LLYAT 1R IR A G T R T Ao e R A B e DA S HE YA TR BB o X 6 10 P g 55 I 56 A
ARV TT ) B A BT B MU B e AT AL G v 7 A O B A POtk i g o
AT 8 B FE TS LU R R A FH X PP A 8 I P i e g, ER AR 1 RVRTT R e %
SRR, AN R%E 10 FFEH K,

[0054]  JA, AT LA AS & B O B AR I Y RTK S5 5001697 i T8 A0 46 TR 46 DL IE 3 K P26
1% RTKs A RTK 375 14 () 1E 5 A R AR (R e o 3550 V6 77 i 23R 1K RTKs [ hed i
F S BIA0IE S K1 104100 8% 1000 5 (17K F o 3 ik 3R 1A W] fE A PR A 9 an 52 PR R 4
SRS N B 5 SR PR (SRR E RSN ) .

[0055]  JHhAb, A& BH BIFE U F 3097 SR 460 Gt A B5OAS 5208 4 (19 52 R0 T 1 AR 7
A 1 52 A8 S A 3 B SR T s HE B B RTK 35 PR R o 3Bl 9828 52 4K AT LAAS K S i 44
GELSR . 2 0450 Pedersen %%, Ann. Oncol. , 12(6) :745-60 (2001) » (ITI % EGFR 58
Ap—— AN [F Hu iy 44 A EGFRVITT, de2-TEGFR 8k ARGFR——i/b i 4h &+ 2-7 it (¥ e 4 M
IREs A GERIBR I —30 2 ) st A LS L Wikstrand 2%, CancerRes. ,55 :3140-8(1995) .
[0056] 51 {1 EGFR fy 384 i yif M RN ok & 3R 18 287 55 g () 28 A 5, iy 40 A 2 I 1) EGF
ARG/ B 8RR 5 AT B BT (R R N AR ORI . AE 55 A — M+
o, 7E 25% —30% R A PEFL YR T ¢ 2] T HER2 &5 1 i) i B AR 1A, HonT I ik H THC 43
MrifE (51401 HercepTest™) , Z2 PRl 4 34 w] 18 iok s A 3] 22 Ji 83 Be 1) FISH 43 #r e e (0 2
PathVysion™) .

[0057]  EKluth, 487 A AR A BH (4 M 10 Y S LA ml v 97 1K) 4R 18 EGFR JF F EGFR Bt A4 Il 3511
8 0, 55 e AR 22 T TR PRI e R AR DA BB o IR AR IR SE AR BT R AE T Bk
7RS5BT T N RPN 77731 7N U= N 7 N S DT N g 21 N N
7= N = N 7 R ) S = AN S R = < B T (RSN S R N R <
ok FE 1A BGFR 1 e 0 R (E AN R 1 45 B LA R SK 30050 I8 5t 1) 2 Sk 3500 1) S DR 4 e,
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0 R 00 MR TR, L I 40 7L 30 I I O L 9 58 T 2 SR T
SUNREG TR o WS EAT LRATE YR (ISR 1 ) 2 i S A M o
UL ) T 0 4 28 R /N MR 5 S0 L T 51

[0058] K WIIMLAMRIIL I RTK $5 504 (4497 ik VEGE 52 4% 5 J& KDR (st 4 .
SRR F A 15 A2 7 BB o ) VEGE S8URK, I FLIE— 25 M T B 4 1 50 WA
BRsP 7% AR H VEGR SIS . BRI 1267 BT T 77 WA LB T IR T 7543 1) L T e 5
PRl ST ORI A T LSSREYA 7 B S PR 019 7 605 LI s 45 e i
S PG TR E 80 0 SRR 19 60 55 11 0005 « 42 e M R R LT o 1105
Fg— ) T 2 PR P L (AML) M6 0 P L7 (CML) itk L 40 1 1
(ALY B 96k B 40 M 3 05 (CLL) 240 M 101095 35 26 G 0 D L1095 o 38K E R0 19— 2491 743
FTA 4 (Hodgkin' s) I 254 I EL .

[0059] A I IMRAMFRL A RTK S50 o mT F T4k & 2 LB A B2 4 VEGER
SR 5 7 L R LB T A 5. ST, B ) g B 5 407 3k ok
el CETARNE ) B VEGE MR I o BRI, A I 1977 EE T LA A s FLAT LB e
SR A S L BRI o 35K RV A 5 1 S T R, i
oA R R AR, D% LB RV Ao T AR I 7 VT R AL 4 1
i BRI AR 0 73—
2 F RERE IR R 5 1 S TS FORE 25 T 0 T 9 MR L s o £ 3 i
A L% /N M /0 ML TR . TR A 99 560087 L A% T

[0060] A% BT (9 74 ML T FE 397 ML B A /5 R A0 LR 40 A B ]
5 3o NS A 0 M S £ L A K T 0 BT o B T B V7 FO
S T AR+ ONS 6200 P 28 40 L8 B0 L P LA 4 T i R L % i
TR ) SR A R A SO AT L4 2 T e PO TR A R 1 POt R 4
1 LB LR

[0061] Ak Jy [ 1k % T 5 FR B4 Ly RTK S50 403K v 77 s 00 L i B o 2 5
KB A FO A FELUR 0, A0 0 05 S P/ G, 0 0 R T A SR M S %
(RA < 977 L5 7 I 1 5 P95, 10 B 1 0 0 S 5 B o
B LT SR D B2 Bt L0 e A L 2 P 3 R S 12 5L
BERT (R LT AR ) « A1 TR RCHE R I 5 22 M S % R PERB AL AL )
5 B [ G P 26 JEU R PR TR AL 2 0 26 DR 5 AR R I ek
o PP B 6 RS SR BRI I 6 T 95 S M O 3 B IR BRERAE B SK1 %  e
G5 M JOE T R IR BB Os Ler—Weber S5 i FEBRAS, LU ZL B M 25 s MR 75 6
Yot JE EAN AR . RS AR SR BEMERG , AR 9 197 AR T 7 1
HEFER AR, b5 e 5 Y7 FO AT T 75 SR

[0062]  BLAT, 1A PRSI T A W E L 2 PR T BT H A 4 0 ORI i 5 77 1 th £
FEAE AR B

(0063 A TS 53—y T B 2D 0, Ve ) S A e O IR B e E 22 T
B 1 Hh K SR 2, 36 5255 AT B AR A2 4 o ORI AT LU IRLSM RTK 55
IR RTK $E 504004 TF RO 4400, SR — R &4 Ak S A TP RTK 504 i o —

12
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HED.

[0064] A WIIALG AT LU A B A TE X (TR BGRTER ) o a2y ie i dhe
M fgiE Al (RN BTN B2 BN ) JRihen 25 48 i LA ST I N 25 25

[0065] T [IHRZE 24, RTK F5HT4RT LA LIS 40 s 760 1 o R B m WA AT 28 7 IR AR T 2K
o524, BCETR A B AR o T RBP4 550 28 P 491 B, 55 401 A s v BT VR R L L
PRI FIVEER 2 (CRLRE R I3 ) DL AR o IR 28 m] B ol B SR T8
LA FH A9 G B, 4 fe IR J3 i B I AL S AT B b, A ] LA FE S .
[0066]  T] v 5 5| L Fi 48] 4 5 I B XY R VA S VRS, R 0 s LRV R VR o PTVE
SR AL — 2D A AR [ 4, 48] e S T A0 VR P b E B S A BRI DG RO R o I B ) AT S
TR A& T e TR = RTK 355005 B SCH 28 1 &R0 e B 4618 M 3R A
BRI T B AT ok i K B o A R b A RS540 T B K Bh K TR S A A LS AR
BT LR R o B2 Pl ) B B R LA S R AT LA AT 25 25 T X G EN . C Bl
) 49 il 8 ] A O A S RO R/ BOE I N A5 R R R R LR ) 4 R R A
X IRES T BE A5 (AL ER R AN R LA R

[0067]  XI TR &4n 24, A% B (1) RTK F5 B4 ] 1 dn DL S /7] BRECE 57 BRI TE
A2y, F 3Pl R AR P 2R R K IR B8 K (R S5k YR 1R B30 2 B O DL R
T8 o RIK FE B AT I RN BE I BE S b T 258 AR e e 4t 1 T4 S 18 B ik e
B ) 52 R0, RTK F5 5t T A 50 VARl s H T B 25 .

[0068] X T A 452, AR U RTK F5Hi4 v T BOETF T 808 W B TG 1 2 ik,
FERRUE S N | B b L AN 3

[0069] & {57 & 1T LA i B Il B A% T B 2 Bl N SR e, FR IR T4 Wvh o7 I 0
(R 25 253840 IR T RSN 1R LR SR R DU FE R 22 o AR BH I RTK $55L04% T 75
[RARIR 25 25 CASRAT S BB IR VR 7 RCR o 25 290K B e T A5 FH P 3 280 1 1k B LA B 7
(R 2 A H ML 4h EGFR 5904 1 i 84 55 & 2 400mg/m’° i 2K & 250mg/m” 4 J& 1) 4 v
(cetuximab) ;1. 5mg/kg & J& F%E (ABX-EGF) ;LA AEN 90 73 Bhiaryd (#) 4mg/kg INZH) &
CLEAE R 30 43 Bhiid 1) 2mg/ kg HI4EREFIE (RI4ERAT ) o 4AT LA EGFR F5 Pt it ML Y
A2 250mg/ K OMRE 25 (Tressa) 5150mg/ KI5 (Tarceva) ;LA K& 560mg/ Ji ik
#5% (C1-1033) ,

[0070]  PRIA A/ BHAR AL T ] LLIE 1 R AleAS [R] R 7 ML VR T 69T IXFE VR TT sl de
BT 5 s 7 M AN DU SR P FE BT AR e 5 1 B B (R R ISR . i HL
AR R T F R A RTK 55U R B 9 RTK $5 50 8E4T 03697, 1097 A 8GR & rT DAL 5
IS RTK FEHU 8 AR LN RTK FEHu a7 6 300 21K .

[0071]  ANZYHTHIIGTT A I K TR B e Sh 25, AR IS VR TT SR VE A AT
P RTK S50 A1) 25 25 R 0 g 2R 1 9 n, PRIRIGYT n LARIRT 45 25 B3, PRIRIATT
AT 25 25 o 10 L, PRIRIGTT I VT LRI IR 25 24 3K, AP S B mT DLZE — BUIN 1R) J5 [A)
25 24, SR I B2 T — PP ElaE  — e 4R, AT LA AT A 25 25 40 & 307 .

[0072]  FEA I 55— J7 10, A R AN FIL A RTK 5 HTECHI R 5 H e by s AL
EILFEE A, 88 BeA eI BRI N T4 25 AT BRh A 5w ;G 7
HmT LA AR B ) BB A AT

13
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[0073] 521, MU A MU A RTK FE 5L A & — Ml 2 e BRIk & 2525, 2 WA
an3& B % F No. 6, 217, 866 (Schlessinger %5 ) (¥t EGFR HiiA S HUM B HIBE S ) K EH T
H) & No. 09/312, 286 (Waksal 55 ) (Ht EGFR HUK 5 UM & ) o A LT FHAE AT & 3
(RSB IRE 351) 5 48] G A o SR BB e o AT TR I 491 1 AL FE(HAN R T 4A (cisplatin) | Fil %%
% (doxorubicin) %8 2 % (paclitaxel) . ff 7. & E (irinotecan) (CPT-11) . £ ¥ R H
(topotecan) LA B yPFIH (oxaliplatin) BRE EANNLALE « APUIREFE UM 26, HUR
PERTEIT TP I R SR U R LU AN (AN 88U 72— EBRT) B35 WK (JEFEL
SHATT——BT) o 25 T[RRI )55 2 Bk T 2 B 2=, R A0 40 il n) 2 280 L YR 97 14 g
(PRI A B 1 DGR 25 250 A0 AR N A U 1) A2 » AR BHAN PR AR R s 7 =
[0074] LA, USRI RTK F5H0 W] 5 — Frek 2 Bl & 18 A 71 3G 45 25, 191 40 40 J X
+ (il TL-10 1 TL-13) B e il . 20w Larrivée % ., Int” 1 J Mol.
Med. ,5 :447-56 (2000)

[0075] ki i BH A5 B i BH FRAN SR B E AR S BH ), FEANFT SRR o X0 i 28 ) S it 7
AT DL ARG AN 52 AT HLAR R I A S B (R RS ARSI BT PR B TS, XA 1) B DA A R
a2 o e4h, IX B 5 | ITA 228 SO DL EAA S | \MMEA S5,

14



