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B IGF-TR ik L H Al
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L — PSP s — Mo ge v B AR T, B & — PR, I E R 575
SEQ 1D No. 2.4 16 [ =/~ CDR, Jf H'E & —Fhie8E, 4558 5741 SEQ 1D No. 1.3
F1 5 11 = CDR,

2. FRAEBCHIESK 1 PTAs I —RhDhRe v B R A E AR S BREAERKR T 1 24k
(IGF-IR) [I&5A AT, AP AEAE T, 7E 456 ik TGF-IR I, & BA/NT 0. 3nM ) IC50 #H]
FIREEA R IGFL 5 BTIR IGP-1R (454, JF BB ie Li/hF 0. 3nM (¥ 1C50 $PIRAR & &1
16 IGF2 5 FTik IGF-1IR ({45 & o

3. MRIERREK 1 0 S PRSP ohBe v B HEA ARS SZEAERKRE 1%
& (IGF-IR) &2 BRI ID v Tk , A IEAE T, 7R 45 & ik IGF-1IR I, ' LA/ T 0. 3nM (1)
1C50 FMHIRAREGE A 1A IGFL 5 TR IGP-1R 454, IF He ik L/ 0. 3nM [ 1C50 HHIR
SREEE R TGF2 5T IGF-1R 45 & .

4. RPEBCRE K 1 RPUR s — Mo Re )y B, HARIELE T, BIE R 100 % HHi] IGFL
1/ BY IGF2 15 31 IGF-1R B BERI IR o

5. MIEACHIE K 1 ML — R Zhie v B, HARHIEAE T, & AT N AR TS
TG
6. MIERIZ K 1 WL —Frohie b B HARREAE T, 18 R FACS 2304 77 s
K, ERBIE T

i)HT29 40f % /b 30% i IGF-IR Pk, Fil / B

1) MCF-7 40/ % /> 85% i) IGF-IR N4k

7. WRARBNESK 1 pL ks —RhThe b B, HAREAE T, B R I FACS 234 77 2%
K, ERBIER

i)HT29 40 b %2/ 50 % (1) TGF-TR F&#f#, F / 8%

i1)MCF-7 4l i I %= /b 65% ) IGF-1R F&fi#.

8. MRAEBCHE R 1 ks —Rh hie b B, JRFEAE T, ‘& Re0% LAEE X TGF1 AT IGF2
Oy WA /DS 1D 0. 5nM ) 1C50 ) TGF1 AT TGF2 % S () MCF—7 41 o i 44 S B85

9. MIEBAE K 1 PRSI —FrIhRe b B HAREAE T e AL %77 B T A%
BEfk (IR) .

10. MRIEBCRIE K 1 PRSP B v B, AR IEAE T Rrid Dhie b Bk B v BL B,
Fab.F(ab’),.Fab’ | scFv. scFv-Fc FIXLIhEEHTIA

L1, ARAERRIZSK 1 LA — M DhRe b B JRFEAE T rid it & — Mg s, 1%
BT AE SRR TH) SEQ 1D No. 7, 3F HE A& —FERE, ZEH T H0 &2 LR T
SEQ ID No. 8,

12. ARPEBCRE K 1 P —FZhie b B, AR EAE TR Su s 2 ik & diia it A
AL I T XTI BROA IR A 2 LR I R R B E X

13, MRABEBRMIZK 12 K-S PRI — M ge v B, LA IEAE T ik IR A2 N .

14, MRAEBRZK 13 B S PRI — R D) e v B, HARHIEAE TR T A B R R
EREEEX A2 « Fy -1, y-288 v -4 X,

15, ARPEBCHE K 14 B NIEAPTR B — Mo ge i B, HRFIEAE T e 5 — Mg i,
A EERIT S SEQ 1D N o. 17, I HE A& — P ESE, ZER T8 & 2R 75
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SEQ ID No. 18,

16. BEAE /AR SR 1 IPUIARRY 2%ACH, HE T 2005 4F 6 H 23 H U4 5 1-3466 £
AT CL BRI L SO B 53 B BT CNCML

17, —PhpitAsi L —Fr ohBe v B, HARHIEAE T TR B ik s RO 223K 16 Jridk 1) 24 A 983 4
3 o

18. —Fh o B AL IR , SRR AEAE TE 1k B LU M XIR -

a) G BURE K 1 BTk eI —FThie i B AL IR

b) 4 a) Jit e ORI L AMZIZ -

19. G BF TR 18 Frid iz IR AR

20. AL AURIE R 19 Frid A TE 40 .

21, AR R 1 T ik sl L — P Zh e i Be i i, HRHETE T e R LU R B -

a) {EEGFRHE PRI Y B IR 451 B IR BRI 3K 20 40 g s F0

b) M5 FEIE B BT IA S 77 40 L [R5 E b= A I BT A Pk sl L — R Th e A B .

22. AL EAE MR AL S A, Tk &9 EBCR ZE 3K 1 [T AR s —Fh
e i Be4L R

23. WRAEBAE K 22 A EY), R IEE T e 2 0E WG, TRE L&Y
% [ Be SR S ] IGF-IR. EGFR. HER2 / neu. cMET F1 / 5% RON (1) /& 22 Ba I B ME 1AL,
“Wo

24. WA ER2MA AW HFFIEE T AR - HEDE A 7 EB
Pt —BGFR. ~IGF-IR. -HER2 / neu. —cMET F1 / B¢ —RON HUik st oh g8 A B, HLRE a8 3060t iy
RS2 ARAN S IOIETEYER / sRBTRE TR/ s B A A/ SRS TR EUE S T

25. MRPEBRNE K 23 WALEW, HARHIEAE T, 10 H T [R5 8 ik S 45
P, B AL TR IGF-IR. EGFR. HER2 / neu. cMET Fil / B¢ RON ()% 2 BRI e v M 1) 28 2 —
Rl o

26. IRPEBURNE R 25 WZ4L-E4, FURPAELE T Ik 1 I 0 B B v 1k P skt e 1B — 2K
File FEAT R R e R A0 ML M I — B 38 EL g b e i g 240 6 A 3 s Wbk 2 4
=x//B

27. WRPEBRNE R 23 WG, HARFAEAE T, 1B 8 F T RIS 20 FF B R H 4 &
P, L A MR RS /4 AR R

28. IRPEBRNE R 27 WALEW, HRHIEAE T Pk 4 o s e / 40 A KAl B 5
DNA AH B AE F R B Ia D S A T 8 1T $005050) B3 45 4 R ) 5 e A s ) el
e Rt H AT AT AR

29. MRIEBRNER 27 WAEY, HARHIEAE T Pk 4 Mo s e 77 / 40 B A iR ot 4k 2%
BB TR A -G R 2 D> —Fh A5y T RN R

30. MRPEBANE R 27 WAL EW, HARHIEAE T Pk 4 Mo s M50 / 40 f A3 HlF1iE B &5
BRI R Bl AR E 7)o

31 ARFEBRNE SR 30 WAL G, HARHIEAE T Pk 4 Mo 2170 / 40 B AR K ililiz B K
B KA R T B

32, MREBANE SR 23 WAL G, HRHIEAE T IR sr A sl —Fohae v Bum 2 /b —fh 5
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MMEE A/ BB T RS A

33, MRIEBCRIEL R 1 PRSP IhBe v B T & 2 i, R IELE T P ik
2y T TR 53R T 1 BT B i TRR S BN N g L g B 4 e TR

34. MRIEBCRE R 33 I I&, FRFIELE T Pk i 2 45 Wi o

35. BWAIE K | Ptk Tl & A a6 n Hi, Frid a9 TR Wi i 7E T4H
T IEF M G IGF-IR 75 RIS I BAR DL 7735, ik Jr iz a5 i se &4 IGF-1R
(A2 R 5 TR S W AE A R T T IGF-1R / FiAh 2 S 48 T 4, 37 H A
VERFR/NERTIRFE S P AFAE TR TGF-IR TR R &4

36. MRPEARIELR 35 (19 HE, Hom i Hopk L] R it 77 X ednic o

37. MRPEARIELR 35 [ A&, Ho IGF-IR [ 575 R IA 2 IGF-1IR it Kk

38. MRPEARIELR 35 [ A&, Hoh IGF-IR (1) 575 R IA 2 IGF-IR IR KA.

39. BUAESR 1 bk Tl AW A, Frik 469+ 50 a7 5 B 40 ke
(B M RSN W 7 v BTl i AR LR PR

(a) $&AEAIHETL DS AR A

(b) HEFE i R TAEAE IGF-IR, ik D IRALFEAL Jr i i 5 PR A & WA R T
B IGF-1R / JUR S AW A4 N e fil, I Brd &2 6 W (A7 E T 7 Frdk 40 i 78 ik 20 21
BRI T .

40. FRIFEARINEL R 39 &, ik 5 E e n B3 BA R EBUR /R
FE T AT TGF-1TR Job 2232 9 B9 1 UG

A1, BREESR 1 BB Tl A i, BriR A9 T ERER G IT 7 SRR
0515, TR IGTT 77 2V FH R R R EAE T TGF-1R 1A 55 % IR0 FH500 , Tk 75 A0 4% LA

(a) 43 M=k H G i DA E 76 55— I R) 2311 TGF-1R 7K 5

(b) Z R AE 3 I [R) s (9 BT B i 5

(c) XHAEFTIASE IR S I BT IR AT 526 (a) A BT 2 AP BEAT LR A, 4 A 5 BTid ia
7 77 SRR 2, SLrP 7 TR RE b TGE-TR 7K P 1 F Fe#f T 76 Bl %k % v i ik o 2
P IR , B8 TGF-TR ZK P IR N 2 T 76 Frd i S A B o 3507 9 1 ik

42. — PRSI G, A TS Wi i+ IGF-1R iR IA B R RIE P IR
(%77 158 TS A I AT/ BoE B AR IGF-1R I R IABE KRR IA 7325,
IR G B A IR IEAE T e B G LA R

a) BAER 1 PRSI —Fh DhRe v B

b) AFiE L, F T Rea BT 52 N A B

c) ATk, RVTUESE B 7% OV =421 TGP-TR / TR SR

A3, BORIEESK 1 MHURE I —FhZhae i B T 4% B 704G AL 00 AL S 0 R 3 P 1)
PR IL B E T RIE TGP-TR K40 kb 259010 i .

44, — PP IGF-IR RN VEMFLa 4 Mo b TGF-IR #& M TR yT B I 5,
HALKE R4 M 5 AR B SR 1 B BOARTEAR XS T9E TGF-1IR S S 1 48 Ma iy & 2 BLR 45 Bk
TGF-TR 5 Pk (45 11 £ ik o

45, — iR T 1E 5 40 M T & FRAIK TGF-IR e PRI FLah 4t i rh IGF-IR 3& PER A T
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B30T H B T7iE, FOAHE kg SEOREE R 1 P
46. — Bl NFERLZEAL TGF-TR W57k, iZ 7R ) £ESRVFPUIRRI S R 7 PR 2 5

FAF TR E SR L PR SRR I, F1b) APTIRAE N P 7 S PR 3R A3 AL i 32
(3
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#in |GF-IR Lk R E &

[0001] AU B BoB IR, FRE e ME 45 A N =R IR 7~ 1 324K (IGF-IR)
/ BRRERE R S PE A T IR TGF—TR FRY Pt 2 v 12 » DI L SRR 5 PR Y5 SR )
BT BEDTR, DR i Seh TR 1) 2 FE R AL IR 7 91 o AE— S AR T 1, AR W98 KT G
itk , HAMERENS A OB INHIBCAR IGF1 5 TGP-1R FI45 4, T HLIE RE s A o i He il A4
(#hn, 1GF2) H5PTidMH R AR S G AR WIS AFEX LR I %, Brik 254
TP / 8ay7 PEALPEAZ TGFL R/ B IGF2 R i Rk TGP-1IR FRdE 8 5
FIT IR 52 A4 F B AR R AR AT, LA T2 W TGF-IR M/ 8k IGF-1/ R B R 45214
I R IEAH PR I T VR B GR & . A R U] B Je i A0 5 A 3 1K i A4 5 491 Bt EGER B4 A
/ B SIS B A AR R AR R/ s A, LU T B A/
BRIR ST HE LSRR ) H i

[0002]  #FR K IGF-IR (RS ZFAE KR T 1 248 EE R iR k2 ik, B 5HES %
SEAK IR 70 %6 A Y5 A I S R BRI 1k o TGF—TR 243 T 244 350, 000 (I8E 82 (9. & 42 5
FRZAR, il —midrER i RS o - WEENPSIE B - WIEA B, IGF-IR LA
EH mE ) (Kd#l nM) 254 TGF1 i1 TGF2, HALBEAE LUK 100-1000 f5 128 F1 ) 454 1
oA TR VLR B oie fl ) 45 45 L 5 35, 10 TGP AN LMK 100 £ [ R ) 45 & 2 R B R 2 44
RYER T a - IR E & B a B2 X IR B — YEIE C— ui il 773 7 A B AR R o X B, {H
& IGF-IR 1 IR H M8 2 B Pl &5 i s VA AR H PR A RIS o AE o - W2 PO B e
F 72 A FROAR S & X B, BRI E TGE-TR AT IR 43 SAT TGF IR & 22 (AR 518 R0 ) [
JEALe B - MEE C- Il (2% ¢ SEI AN 2 AR5 5 AR 7L s IGF-IR /A 2270 2.
SIAGTE T-AE A, 10 IR WAL 28098 M2 K HI/EH] (Baserga et al., Biochim.
Biophys. Acta, 1332 :F105-126, 1997 ;Baserga R., Exp. Cell. Res. ,253 :1-6,1999) .

[0003] A 55 52 (R0 i A1 25 A6 S PR 25 G0 A T 4 B D I 2 R U £ 1 0o YR VS A S
ORI AN TR] R 40 B N A, B34S IRS-1.1RS-2.She F1 Grb 10 (Peruzzi F.et al.,]. Cancer
Res. Clin. Oncol. , 125 :166-173, 1999) . IGF-IR (¥l 1 B2 TRS A She, Hl i i1k
KER T WA, T I6F B RZSZHAHR R KR AL ER . PRI A ]
FIPE AT 5 TGF-TR VG ALAH S A B 8 AEWE I o 2 TRS-1 (AR F I, 40 i [ ST M AL
M She 50T, 40 fe & ) 404 (ValentinisB. et al., J.Biol. Chem. 274 :12423-12430,
1999) » BIFZ 5 HuiE TR R H ) 3 Bam e 2 W R BEULEE 3- Wl (PT 3 Pl ) &4t
(Prisco M. et al.,Horm. Metab. Res. , 31 :80-89, 1999 ;Peruzzi F.et al.,].Cancer Res.
Clin. Oncol. , 125 :166-173,1999) .

[0004]  ITH4FEr IGF RGAESAE R AL HIE ] C4 o KEWTFT E R X R A
RIMCLNT L2 )G B TACA 20 ZEFPTIH TR R LAAL, J8 A Y F S A 3R RSPl 75 22
IGF-TR. 5% I, DAL KEA RN U, IGF-TR i & R IX s s AL, 33
WLAE TG A MLV A B 7R 58 Th ARG T SRR AR, I P EUERR B B R . XA 5 A
e A P, PR A R AN [R] ) i 3 s B DR ) 4 ] LUEAG AR I, B4R 2 i AR R 132 1K
IR, C2 AR SE TGF-IR /R4 4t =22 I B S B A B CL R IR SE, IGF-IR 4w i A

6



CN 101238149 B OB P 2/99 Fi

28 K ) R— 4 0T 30 e 2 A 40 AN [R] BT 58 42 A B, 3K S8 PR 4 A= S Sk 98 i 55 1
E5 £+ EGFR B¢ PDGFR )i 31K SV40 1 T il idifh ras 8B g MR Rl 7414 (Sell
C.et al., Proc.Natl. Acad. Sci., USA,90 :11217-11221, 1993 ;Sell C.et al., Mol. Cell.
Biol. , 14 :3604-3612, 1994 ;Morrione A.]J., Virol.,69 :5300-5303, 1995 ;Coppola D. et
al., Mol. Cell.Biol. , 14 :4588-4595, 1994 ;DeAngelis T.et al., J.Cell.Physiol, 164 :
214-221,1995) .

[0005]  TGF-IR 7E K& AN e i & 32 ik, JF B IGF i 5 IGF-IR i & {2 1F
PR AR Ko TGP-TR RS e & A2 HPE FH I At 41 ok B A0 A Bz sz AR 1 BB v B b ksl 3
] TGF-TR B2 01 SRR 9T, S2FR L, BT IGF-TR [ B 5 v B P AR il K = % = 4 i
Z AR ) IR g e K 4E K (Arteaga C. et al., Cancer Res. ,49 :6237-6241, 1989 ;
Li et al., Biochem. Biophys. Res. Com. , 196 :92-98, 1993 ;Zia F.etal., J.Cell.Biol.,
24 :269-275,1996 ;Scotlandi K. et al.,Cancer Res.,58 :4127-4131,1998) . 5 AL
Jiang ZE AR TAEF (Oncogene, 18 :6071-6077,1999) th 45 B~ TGF-TR ¥ 5 14 47 5745 14
REAE 410 il g 3

[0006]  IXLLREMEES R LSS IGF-IR LA A RA I H O dig 7LD BRI HIE. 1EAZE
1], FATTAT L4 A2t A Hr i N Hd 1 & R R W003/059951, Horh ik T RefE 455 TGF-1IR
(RIS (FRA 7C10) o A DARR K 3L e LR FiE A W WO 02/053596 (PFIZER INC.
F1 ABGENIX INC.) WO 03/100008 (SCHERING CORPORATION) Y3 WO 03/106621 (IMMUNOGEN
INC.) o ik g #CE SR ORI BRI S M 45 5 TGF-TIR H / bl L v 14 i p i
[0007] VBB A A2 IX L HT AR A A — i B SRR 1, (FLRS AR 8 I I B A s A
AR B, IX LB REAS A S I I R R AR A Y TGP-IR 45 &, JUH A2 IGF2 5 IGF-IR
(P45 4o AEIXEEHIE TR R T RSN, Le st Bl TGR1 AT TGR2 5 S BA 58 [ #06), I H. 2% B
Pk LA B SOt I IGFL A IGF2 5 R IGTE .. 2R, 8 Bk P i (1) 3= B0 4 IR
i IGF-IR #4> T A EIRE T, FriR BT TERe 1t 5 N IGF-TIR & #t IGF1 F IGF2 HHAH
KIFAN A T 1T 2 WL o

[0008]  SEfR L, %40, 76 WO 03/106621 A @ 7= %t Kb & 1GF1 3F AW M 1GF2 &5
TGF-IR & & 1 9l VE (WL 33-35 J SEids) C Fr ] 3, LA K 35-37 U S it 45 D 1 P& 4-6) o
[0009] WO 02/053596 532 [FFFROULIN &5 R (W, 78-79 VSLjtids) 1V R 3, DL J 82 HisK
JEF) VIT FIPE 4)

[oo10]  FEPTA HAT#hAE K &L IGF-IR (WIGF-IR) )5 ve [ Bl 3 B 40 Hi k1 £ )
HigE, RAMAS (W0 2004/087756 AT WO 2005/005635) FHIEHL @R T ki (2054
AKla F1 AK18) ] [1251] IGF2 &4 hIFG-IR (1)K,

[0011] RIS ) 7 VAETEIX A S R AH RN, 228 T X0 N85 B I (HT29) 58 540 i
Mg 6o BRI A I, (52 Hr Boa BRI A B, T an R 4K hIGF-1R F Ak
(IGF1 M1 IGF2) W4, R FEmF A GEIRNIATE . H— 7, friinmmf A wess
e (XF [P1]IGF2 454 AKla FH AKL8 LA 5 KA 80% ) , RIMELE Sk 440,
IEATTT 77 22T K B A PR DA S e AR )97 85 edli ok T AKLa F AKL8 T B
1GF2 A3 N I HE s F /R FH i 4 3 s 2 60 2 7R B hIGF-TR /- R DhREME TGF2 HI(E
SRAEIE B SE . SRR b, BIAE R AR TGF2 4541354, IX— & 5 T hIGF-IR {5 ‘51
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It 17 A PRI AH 5%, I EL A ZBU9 45 3 e F 4 DR AL S B AR Th RE R 1 S R HE

[0012] A% B H 2 REF2 5 R FH IS R se B B4, DUk ik & (9 B8 AN JE AP ik, LA
Fe o AR S P U TGR-TR JF B AERES I H] IGF1 5 TGF-IR [ 45 & 1M H & #0111
IGF2 5 IGF-1IR 45 & o EPUARJLTEE ¢ A S IRFEEM. ERME & i &t
Ik IGF-TR e RIS, X 2Rl 5 1GF1/IGF-TR Fl IGF2/1GF-IR AH F A& A
VAL 5 5 T IR AR A BAE FH T B I PUIARTE R XS I 1A TGE-1R /i eg 28 4
RE A V35 T 1, T I R 248 20 A, 5 o 3k 22 0t ek L s o AR T 200 e, LA H AT el FH It
IGF-IR B 3gEdifk (516 MAb B MAB) TS . Sfn b, a IR3 (iR IGF-IR g5 fi )
St A ML PR S SR AR RS (MCF—T7) AR A A= K, B2 XA I ) A A A TR 1 A A
MR (Arteaga C.et al., J.Clin. Invest. 84 :1418-1423,1989) ., [A|FEH, Y5 T 58, 88 70 [
LH7 [ scFv-Fc Jy B FL 55 MCE=7 (R e R T 95 IO vE P I HN AN T MR 1T 51)
e A EM (Li S.L.et al., Cancer Immunol. Immunother. ,49 :243-252, 2000) ,
[0013]  DA—Fi4 NI #7720, AR A C 74 B sw Pk (HFR ol 1-3466) , HiH5]
IGF-1R I+ HAF A FaR B b, thglt A2 U AN U B 5 25 1R 5244, ZE RS MEEIET TGF1 FOCI 2
IGF2 i S IG5, ifn FLIRIFEHbAE AR N N2 3E TGF-1IR AR B i A 1K, BTid phR 215 I
FFIAT A I o M4, O B7n HIX EEh R3] 16F1- 1 / 8L 1GF-2 5 F (¥4 MCF-7 F HT29
M L TGP-TRY B BEMIES 2 R IR AL » SL AN, I [RIAE A 2 IX LE bt 7 5 | JES BTk 52 A4 P PN
e B FLRR AR, 33X 55 T DR AR TBC AL BT UL 1) 1) 4 SRAH 2, RARBC AR Fu 1/ BT 3 1) 4 e 2 T
AR POE R . CEA T ReE e NIIKFZIR P4, U R AT XS IGF-1R
[P ELAME e X (CDR) /7 51K R AEIX e 14

[0014]  [Rlt, MR 55— St 75 58, AR BH ) — A 32 R 73 B P A B —Fh D ge v B
FTiR PR s L —Fl BTk i B Re s e M 45 5 AR AR KR 7 T 2R/ s Re Sy
PED I BT IAR TGF-1IR 52 14 1) s 2 BRI % M, SLRpIEAE T2 Be8 LU/ T 0. 3nM AR L /N T
0. 03nM ] ICy, VI HAS —BLAR IGFL (1 RARF & I HALReMS LA/ T 0. 3nM A1k /> T 0. InM
[¥) TCso FMHILLEE —FLAR TGF2 (KRR

[0015]  BF H{kHL, AR B ¥S K oy B 0Pk, s Joh gl fo e Jsu v 1y B, JL AT B0 AT
By PRI 7 1 524k (IGF-1IR) M5 G o8 fi, HRpIEAE T4 5 BT ik IGF-1IR &5 &1, & LA
/N 0. 3nMVIRIE /DT 0. 03nM [ 1C,, FIHIRIREE A 11E 16F1 5Tk IGP-1IR &4 3 He
LA/ T 0. 3nMARIE /N T 0. 1nM 1) 1C,, PIHIRIRGE A 118 16GF2 5Tk IGF-1R K456
[0016] b4, AR B K o BS Bk, B8 SL D REME S I vk v B, FE B N By = AR
K7 I 524k (IGF-IR) ()M 2 BRI s Ve, HAFEAE T8 5 ik IGF-1IR 4551, ‘B LA
/N 0. 3nMAVARIE /DT 0. 03nM [ 1C,, FIHIRIRGS G115 16F1 5Tk IGP-1R &4 3 H'e
ELL/NT 0. 3nMVARIE /N T 0. InM ] IC;, RN G & 1118 I6F2 5Pk IGF-1IR 455 .
[0017]  TEAHIEH, WIsKHER] 2 BrfidRs, 1C;, Ca LLEER 7 e .

[0018]  XTFILAFA, # A 18 [1J Roche Fifk (WO 2004/087756 Fl W02005,/005635) %f Xt
IGF1 11 IGF2 HA -5 0. 3nM [1J 1C,, ( L, W02005,/005635 (155 Hif) 6) , B8k i 1A 1-3466
RAFI 1Cq0 ( WLELHA] 2) o

[0019]  ZEASULEHAI A, RiE “4547 F“ 5" BA MR PR DI Hn] LUE B .
[0020]  ARAE A B 5 — Sl 7 58, PR HURIE ReE 455 TGF-1/ R B =46 521k

8
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[0021]  SEZfp b, IGF-IR Wos SR E 2324k (IR) Ky wi[RIYEME, Ja 28 AP RRIE Y A F1 B 17
1Fo

[0022]  7£ NCBI GenBank H, IR MEAY A 1 B #1751 43 5l 0k c 5 X02160 F1M10051 .
BH BRE Y 5 IR AH O B F Al Holls 72 51 AMEB 225 (Vinten et al., 1991, Proc.
Natl. Acad. Sci. USA, 88 :249-252 ;Belfiore et al.,2002, The Journal of Biological
Chemistry, 277 :39684-39695 ;Dumesic et al.,2004, The Journal of Endocrinology
&Metabolism, 89 (7) :3561-3566) .

[0023]  IGF-IR FH IR 72 PYSRARRE 8 1, Bl ok A S B i P AN 0 M 4t o — Ry A 5
B — WAL R B F EAA L G4 SRR o — I K252 130-135KkDa, 1A 75 1% 22U BR T il 45
B RS B - IR L2 90-95kDa, XLk B i 50 % IR Az ZE 1R 7 1 AH Bh
HILERS BRI £ A I 84 % AR . fERCIASE & )5 BRI AL 2 A S5 ST BRI 5E R
H (docking protein) , BLFEIE S Z2AREY) -1 AR J%E (IRS1) . Gabl F1 Shc (Avruch,
1998, Mol. Cell. Biochem. , 182,31-48 ;Roth et al., 1988, Cold Spring Harbor Symp.
Quant. Biol. 53,537-543 ;White, 1998, Mol. Cell. Biochem. ,182,3-11 ;Laviola et al.,
1997, J.Clin. Invest. 99,830-837 ;Cheatham et al., 1995, Endocr. Rev. 16,117-142) , &
FORAH LN A TRIIEAL . S TR AT IGF-1R ARG AL £ B 5342, H A PIF 2 1h
[ 7E A E SR A M N N TP A EE % (Sasaokaet al., 1996, Endocrinology
137,4427-4434 ;Nakae et al.,2001, Endocr. Rev. 22,818-835 ;Dupont and Le Roith
2001, Horm. Res. 55, Suppl. 2,22-26 ;Koval et al.,1998,Biochem. J. 330,923-932) , ix4t
7 ae IRVEA S AR ) 3= BACHHE H 2R AT IGF-TR 54k 5 | AR 1) 3= B A 22 70 4 VAL A
PUATVER AL (De Meyts et al., 1995, Ann. N. Y. Acad. Sci. , 766, 388-401 ;Singh et
al., 2000, Prisco et al., 1999, Horm. Metab. Res. 31,80-89 ;1Cido et al. 2001, J.Clin.
Endocrinol. Metab. ,86,972-979) o REyZARIZRM N &5 4 TR(HLE5 2 TGP-IR & 100
i), MBS 7 (IGF1 A IGF2) LLLESE & 22 TR i 100 £ f2R A ) 456 2 TGF-IR.
[0024] A IRAFAEPIATE AL IR-AFI TR-B, i TR J BRI ) £ 1tk B4 AE, AR IR @ — WP
1) C- o HERR B AL /N 7 (AR 7 11) PR gmii vy 12 AN BB MR R 2 o TR B A XS =F
5 52 AV SRR AR Y (Moller et al., 1989, Mol. Endocrinol. , 3,1263-1269 ;
Mosthaf et al, 1990, EMBO J.,9,2409-2413) . IR-B &7 1EH AL (Feli A4 BT
HMUPLA ) o OUFE) IR SEAY, ik 202U e i 2 AR E FT E 2202 (Mol ler et al.,
1989 sMosthaf et al.,1990) . IR-A JELEARJLALLAH S ULA R AT S S XF 16GF2 N
ALK (Frasca et al.,1999,Mol. Cell. Biol. , 19, 3278-3288) , I HI{ERE FE /N Bl AP s
T A9 i3~ (DeChiara et al., 1990,Nature 345,78-80 ;Louvi et al., 1997,
Dev. Biol. 189,33-48) o 1 H., S 40 B AW IF A O IN , 25 /AL 22 55 TR-A AR R 24
JFE% (Pandini et al., 2002, The Journal of BiologicalChemistry, Vol.277,N° 42,
pp39684-39695) .

[0025] k0 iy B2 RIS, 2 B 3R TGP-1 324K (lH—A> a - R —A> B - T2
B AR TR, SRR R /IGF-T 4G 321k (261K -R) KITERK (Soos et al., 1990,
Biochem J.,270,383-390 ;Kasuya et al., 1993, Biochemistry 32,13531-13536 ;Seely
et al., 1995, Endocrinology 136, 1635-1641 ;Bailyes et al., 1997, Biochem ]J. 327,
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209-215) ,

[0026]  Pyfi IR WA HS R 5 TGF-IR JE AR &1 o SR, 26k -R B AR Zh e 1k o
FE R —RsB Xf IGFL I HICH X TGF2 [RZE R B#AK . AH I, 245 1& —RsA XJ IGF1 B /&
SRS, I HAEAFHR FE S B P 6 4 TGF2 MR B & o 24 &1 —RsA [ R B iR A A ML
#) E IGF R4, 1) (LAESER Sy ) 454 IGF1 Al IGF2 JF w4k ( Xf2% 41k —RsB iX A&
A42),11) BB RS G LUEIEAL TOF-TR &40, JEE RS G a5k —RsA BEEAL IGF-IR B - I
FEHEAL ICF-TR- R MR (Crk 11D, (13 4% 51 —RsA F iR i 22 2 IGF-1IR 5 5%k
(Pandini et al.,2002),

[0027] 7B JLRRAZA A, Ban i JREiG R, 245 18 -R L TGP-TR 81 HARK M (Bailyes et
al. ,1997) o e 1 2R Rk B I 57 3 Vi 40 TGF-TRF IR-A I (Frasca et al.,1999 ;
Sciacca et al.,1999, Oncogene 18,2471-2479 ;Vella et al.,2001, Mol. Pathol. , 54,
121-124) , 244 7k —RsA 0] CLTE 22 B AT I8 0 58 FpR IR0 S0 a3, XS REXS F AR
PHAFZ IGFL F / B IGF2 DL R R B R RIS IGF-IR {5 ‘5 AR S AU H N 2 R0 Pk 41 i 12
P KA (Bailyes et al., 1997 ;Pandini et al., 1999, Clin. Cancer Res.,5,
1935-1944 ;Belfiore et al.,1999, Biochimie (Paris)81,403-407 ;Frasca et al. 1999,
Sciacca et al.,1999 ;Vella et al.,2001),

[0028]  HR#EA K B, IXLEHUA RIS TE T E A BE% 45 & 2% 6 17k R, FF H U SR FH 2135,
B AME L BE TN EI 2 A4 R BIBCARIE I 2% VIGFL AT / BY TGF-2 IRRIN S, F / BRE Iy
SR FTIR A4 A R R B 2 B B S M

[0020] AR —A 2P s —FhDhae i B, HRHIEAE T E 3688 100 %6 il B
IGF1 A1 / 8% 1GF2 5 % IGF-IR B — B ({Lik HT29 40 b1y ) BEmR1L

[0030]  7E5— 7T, MR A K B Uk BRI —Fhsh g A BOWRRAELE T, © AR BT
W AEFS PTG VE

[0031]  JthAh, FE 48 A B PR B —Fp D e v BRI RAAEAE T, Y H R A1) FACS 2347
Tt CRBE S

[0032] i) 7F HT29 40Ma % /D> 30% i IGF-IR P94k, F1 / 8§

[0033] i) {E MCF-7 4l ffd b %= /> 85% (¥ IGF-IR 4L,

[0034]  HR4RE A K I PLAR, B — P D e i BERREAEAE T, N RIFE ) FACS 43 #7732,
HEER BT

[0035] i) 7F HT29 40 | % /> 50 % i) IGF-1R F&Af#, Al / 5%

[0036]  ii) 7F MCF-7 4Hfiw |5 /b 65% [¥] IGF-1R P#fi.

[0037] £ —SEJtE 77 S, iR AR Bk, s —RhZhae b BORRAAEAE T, B REAE LA
F /DT InM [ 1Cs BARER T TGF1 FT TGR2 3R 58 43 AL 42 2 0. 7 F1 0. 5nM [ TC, 3]
IGF1 1 TGF2 5 3 1) MCF-7 40 i i) PR Zh 345 .

[0038] R4 A K BIHLIAR, B3 —FhDhRE i BRI R AR AR T, & B8 400 il b Jeg 40 JH 3R 1)
(NSRS

[0039]  HRHE A B KPR I8 AR e M B S P, JUHR Bl i & BB AR AR I T,
SEAT DAR 48 A S AN 53 2R ARV 77 V5 T 3RS o

[0040]  TE K, %f Tl & H v FEDLA L D RE i B, JCHE WIS BT F , W BAS AR T “ Bi
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& (antibodies)” (Harlow and Lane, Antibodies :AlLaboratory Manual, Cold Spring
Harbor Laboratory, Cold SpringHarbor NY, pp. 726,1988) 1 ELAHAIH A, 8i& &
Kohler 1 Milstein AT MZRAZ Rl 44 I HE R (Nature, 256 :495-497, 1975) .

[0041] {521, W] LAAAFH TGF-IR BUHAL & A (HAS e B B adk 8 5o [ o ARy e Pk U3 1
TAL) [ F v B 2RI Bh ) 40 MO AR A AR e B IR 53 s P B Ak o JCHEmT AR 8 (4 T
%, I VS T eDNA JR 41 it TGF-IR [MA% R /741 FF 4k )i B4y vh i i i A
A IGF-IR RPN 2 FE B 9 I e IR & i 7 v 7 HE IR TGF-TR BIL— M midk Jy B
[0042] 54, A WY R 80 5 B BT A4 RT LAAE SR ANAT: B 4k, TGF-IR sldL—Ff v B (A
B AR Ik 5 v BE DU e M RO IR AT ) O e e e pr i At b SHH A, ]
DU A5 A ML/ 8 G i aifl ik 5 v DA, 7E i (il aiib . Ja v] DUERBE Bl
ANERBE B 1 As e (01, H B IAE T2 BRER B S 50 G4 BL A DNA AT LPS, HEA B R Bl s
AERBE Sepharose BEHEF (03, Hod b T K bR TAAAE — B uls How 2 AT S0k
EZED . LA AR T7 20, Br X Se R AT DL [R] I sl AH 4045 A

[0043] {5 sl AL BT RIS HE AR A R W PSS N

[0044] G HUAETE S HE TR EVMDUARI R CREEMNERE) XIF B 55X T
RESE DR & A IR AU R R R A B B 2 X AHZH & BTk

[0045] W] LATE i i A 25 A% B 2H H R 1 26 A W R & B8P AR s e AT TR B 9, ]
DL it v [ 25 I8 31 AR 38 A B ER 4 A A N 89 G JHE 2 Bl 1) 83 e B 4 K RT A2 X R
IR A B AU B, HIZE A IR R 005 KA R B S UK & W - Nk &8, Pk
(R e 1 RV T B DNA (AT AR X k@ I BB B 2 B T A DNA [P X B o » 194,
Xl G PR 7L m 5, 7] LS B SCHR Verhoeyn et al. (BioEssays, 8 :74,1988) .

[o046]  AVEALHUAE TR &AW TAE AEIRHUA K] COR X HPUAA, xHiiksr 7 ey
YET— R (BCEIE T2 00) Ak ok, T DB B 48 (AR FR) Fr Bt — 285k 2k,
MIMREAE S EHIERT S (Jones et al., Nature, 321 :522-525, 1986 ;Verhoeyen et al.,
Science, 239 :1534-1536, 1988 ;Riechmann et al., Nature, 332 :323-327,1988)

[0047] W] LU I A AUE AN T2 B BEOR (e, ) an 5 LR SCRR B iR 1 Singer
et al.,]J. Immun. , 150 :2844-2857, 1992 ;Mountain et al.,Biotechnol. Genet. Eng. Rev. ,
10 :1-142,1992 ;8% Bebbington et al., Bio/Technology, 10 :169-175, 1992) 4 A%
B NIR A BUARECE AT A B AR BR8N YA BT AR PLE FH TSNS I 7 2 B
RN TR AT/ BRI PEAC B 3 . ARSI B AR 1A F e NI TT VR B,
H Protein Design Lab (PDL) 7£ &F|HIiE EP 0 451 261.EP 0 682040, EP 0 9 127.EP 0
566 647 B4 US 5,530, 101.US 6, 180, 370, US5, 585, 089 F1 US, 5, 693, 761 iR 1] “CDR
A7 (CDR Grafting) Jjik. Mw LA KL F TR HIE :US 5,639,641, US 6,054, 297,
US5, 886, 152 F1 US 5,877,293, A& B 15t 44 L 58 v Bt H A& & e bofk v Be, HL i By,
scFv (sc 5 8.4% ) \Fab.F(ab’ ) 2.Fab’ . scFv-Fc F k& XN IhEEPLIA (diabody) B & i it
A A 0 T A 2 38 IS 8] 55 00 B AR AT B T i Ak S M Le s 28 (W E ) Bkt
RLEE (“PEGAL”) (PEG ALK BE AR A Fv—PEG. scFv—PEG, Fab-PEG. F (ab’ ) 2-PEG 5§
 Fab” -PEG) ( “PEG” ¥8 5 L —I¢ ) , 8RB NIk, firid 7 B B AT Ak 8 7 41) SEQ
ID No. 1.2.3.4.5 B 6 [ 2 /b— P fE M CDR, I H G Hi3h & BE 0% LIGE % 7 30 & 1 Hol s
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U B RIAE— 3 753 M B JCH 2 RO 45 & TGF-IR IIRE ), Wi R 75 ZE T, LL Al
IGF-IR K3 1

[0048]  fiEHl, Frk Thie i B B2 iioh B3 40 3 HOoRYE BT ) B A ] AR X Bl R i n] A2
DRI 53 e 41 Tk 38 43 7 1) A2 AR FF 55 A YR BT R AH 1] 16 &5 6 e e M DA SO 8 () 556 R
I35 A3k 2 05 T HR YR BT AT 6 TGF-TR (I A1 31 1/100, EAREZE /> 1/10.

[0049] Xy i B A 3 HORIRHUA P A1 ¥ 552D 5 AU B R, Lk 1041512550 A1 100
IR

[0050]  fLikih, IXEeThEE i Bof & Fv. scFv Fab.F(ab’ ), F(ab” ) | scFv-Fc AYa#& X}
REPUIAIR I B, Hol s B 5 HOoRUE DU AR [F] B 4555 5 e o AR A B, ] LU ik B an il
(tenE SR s ARV AR ) AR 7R/ B0 I L an b 2550 SR ) — i S 16 7
ENBUE Can ERUAE ) FFERIRIF A R WP R B LA — 77 2K, AT BB ARSI AR A
T[RRI 38 ) 258 A% B 20 R sl il kG i (i B3R -G A, B an i Applied
Biosystems AT et ) SRS A K U T B S RBTIA T B

[0051]  DASERIER 7 2, AR A B A 475 20 e a8t A B 20 5 A 27 B AT ARSI 4% % B I Bt
R ECE AR DI RE v B JUH R ik & sl AL Bk

[0052] 7 H {4l M4 Ak I —AMRIE St 77 22, FridPiiA B AR T, e 8 —Fhag
BE, R AL B)F 4 SEQ ID No. 1.3 BE 5 I HAMEHE X (CDR) %2 /b—A> CDR B &
JPA & AL J 5741 SEQ 1DNo. 1.3 8% 5 HA 22 /b 80 % — M1 22 /b —4> CDR, 8L #
PR RRIESE T, & — P, ZE RS % A 741 SEQ 1D No. 2.4 B 6 ] CDR ] %
/A~ CDR B FEH 2 A Le 3 5 5 241 SEQ 1D No. 2.4 8% 6 B 55 /0 80 % — EU: (1) &5 21>
—~ CDR,

[0053]  FEAUL A5, RE I E 2R SWEIL T 2 K 2 0K 51) IR A i
Al DL H R

[0054]  WAIMBRARA K AN B RARTE W HTiR, B U, BAIA R RIRFA S, (H 2
EATCZ Re 8 I8 i AR ERA U b 4l T 73 B RS, Bt ] i I PR A B A S s
13, 3 HAR G R Aot — D R R HE KRR R

[0055]  CDR [X B CDR & 2 8 S e 3R 2 1 1) B RE RUR BE IR =1 28 X, 1 Kabat et al. T
E X (Kabat et al., Sequences of proteins ofimmunological interest,5th Ed.,
U. S. Department of Health and HumanServices,NIH, 1991, A X LLJGRA ) o fF4E —=FhE
HE CDR Al = Fh 28 CDR. ARHEG O, AT AR CDR B CDRs 224 T FR7RiX L8 X s 2 — Bk
B IXLE IR LA Bl T 2 40, s D sl A 2 2R B Ao R s R R A ISR T
DTG G HRKES 7 = SRR T ik

[0056] X A< S Wk Ui, PR A A% R sl 2l SE R e S TR 1) — 501t | 70 2807 A i, A0 s bkt
(EALEXT) J5 RIS fr LU I W P 41 2 TRDAH R A% HP IR BOAH R 2 25 PR VR 2 1 11 40 28 14
BB ARG v A 1 I B A R 41 [ B 22 e B AL 0 A1 0128 o He A G o I AZ IR sl 2 ik
W27 5 2 TR) FR A 270 B 5l A A8 DL e DG 77 A As e AT VS E DA 5 8k B B0 28 P 41 T A T
PR B e e Tl e X B Bl T LU s 7 St . B T RES TR LS A, T ER AR A ) B
LT, B Ge % 18 F Smith 1 Waterman (1981) [Ad. App. Math. 2 :482] ¥ & 3 ) Y I 55352
1 L Neddleman F1 Wunsch 1) (1970) [ J. Mol. Biol. 48 :443] fmaEb[RlE 4 VL i 1of Pearson
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F1 Lipman [f] (1988) [Proc. Natl. Acad. Sci. USA 85 :2444) AHABLPEHE & 75 v 18 i Ad FH 3%
WO L RN LR S (GAPL BESTFIT. FASTA #1 TFASTA in the Wisconsin Genetics
Software Package, GeneticsComputer Group,b575 Science Dr., Madison, WI, B{ & L
BLAST N orBLAST P HLAG# A ) o

[0057] @i B LA SR At 7 DS EC P A e 40, I HLHC Fh ARr B B IR B 2 5 1R 7 1 vl LA
X IX YA 7 4 (8] s L DR C 9 2328 T 1) A 3 Vs DN B i 2R, AT 2 P A A IR B S TR
NV — S0 8. — 80 E 2 Sy sk i e R A R R R B AR IR
BRIEAHIF B — B B E , @ % — S B2 B Br DL LA S BRI
g4 AL 100, 1y 3RAFIX P A e 41 2 18] 1) — 30 7 48

(00581 4541, n] LA{# A BLAST F£J%, “BLAST 2 sequences” (Tatusova etal., ” Blast
2 sequences—a new tool for comparing protein andnucleotide sequences” , FEMS
Microbiol Lett. 174 :247-250), iZ% & J¥ 7] BA A\ ™ 3k http ://www. ncbi. nlm. nih. gov/
gorf/b12. html 43, 2 FAT H B IAE (JLH 2 X T 2 % “open gap penalty” :5, il
“extension gappenalty” :2 ;T REREHERE R ) Wz Fe e i iU AR B “BLOSIM 627) , i 1%
T R4 LB P Rl e 40 18] B — 3800 48

[0059] it 55 HAIERIF Y HA £/ 80% ik 85% .90 % .95 % Fl 98 % — UM 1%
F=R A, L TR ECAH X T 275 o 1) oA R84 10 e 41, U 2 b — DR R IR B 2k
NInECE e BB K EES R — B N IE S B E S E BRI T, Lk A “SE 7 &
FERB AR ER . Rk “FRZAIER” IS 2R e ik AR g 2 SR 2
— PR AT IR, AR, Pl FE AR S5 M I 2 TR BR FE A AN SO AH VBT AR R A= v 1
I BN A J5 8 S, JCH S AR SE i)

[0060] A g BH (1) — e AR 5 il 7y R g ik b B H e s BE RSB M I BT IGF-1R it
o fan, v AR SR SGE BUAR I &5 G FPERT / B e AR e bE . @I 7EDT IGF-1R
PO RZ R Hh 5 | NI 4 A% F R AR AL B TR I K & R il 25 BT TGF-1R PLiR 2 218 7 4
R IX AR ALFE B WPt IGF-IR LR R 2T 7 4 W BRI B 2 F / Blddm AR/ B0
e o N FH G5 3 N R B0 IR TART 28 R SR AT B I AR T A, B e AR R LA B S e
RIS o S BRI v] AR BT TGF-TR HUARRIRI 15 0 T, b s i A0 A s i 4 H 8-
EE A

[0061] %552 H0 IGF-IR Hi A (1) HE U5 FL Bl 3 X S P08 75 2407 B A 3 iR kol “ T
S HRBEAE”, 40 Cunningham M Wells 78 Science, 244 :1081-1085 (1989) 1 Fr #ii& (1],
FEML, S PRIALBE MEARIE A (), 77 LI BR3E, Lhan arg. asp. his. lys 1 glu) JfHH
e Bz IR (RINIE N A IREE Z RN AR ) Bz LR 5 IGF-IR iR
A EAER o Bl JS, 38 e e Bk — 20 5 | N B AR S edeadE IS 80 B 0 e B T R
BURME R I RALE - P, A T 5| NSRS P 4728 5 WA R B IS o I 5 S8 A Bt 1)
R AN TT BRI 0E o 140, A T 53 ke 78 67 i SRR Tt BRI, 7R SE 2500 1 sl X 8 E
SEIE ala AR BEALE AR I HIR LR IE HIPT TGF-TR HULAAZR A ) HH i 1%

[0062]  ZIEIR/FHIHABIRZIE - M/ BURE - RomflG, KRR — M RE 2
T AANBCEZERIE 2K, LA B s SRR IE I E A AN o R I g AR L AL ES
A N- K I 2a BER R I PT IGF-IR PLABE flaA 4 i 2 K ik diik. Pridyt
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IGF-IR Fifk 7 F I H B AR AR FE DL IGF-IR JUARI N- 5k C- Rum il &-A Fs (40,
ADEPT) 8i# Z Ik (H I MBTiR iR MG =8 ) MEE 4.

[0063] 75— RAI AR A R FE IR AR AR . FEPT TGF-TR PR 7> F I L AR R iy 22 /b —
N LR TR A R TR T e o XS T8 #5740 1 5 1) e B R B AR = AR X, k4b
FR ¥4 (FR alteration) tH7EHIEZ Mo 7EK 1 “PLILE#” br@l R S fReF 5 o
WX A BBV AT A, IR AR AT L I NBE 2 s (7R 1 gl 4 o0 < i
R, 8 H S UL 2R R g — 2R ) , 3 B a7 i ik

[0064] K 1 ZIEEG

[0065]

L R T TEBE
Ala(p) val :leu ;ile val
Arg(R) lys ;gln ;asn lys
Asn (N) gln ;his ;asp ;lys ;arg gln
Asp (D) glu ;asn glu
Cys(C) ser ;ala ser
Gln(Q) asn ;glu asn
Glu(E) asp ;gln asp
Gly (G) ala ala
His (H) ash ;gln ;1ys ;arg arg
Tle (1) leu ;val ;met ;ala ;phe ; [F =% 8 leu
Leu (L) E=Z R sile ;val smet ;ala ;phe ile
Lys (K) arg ;gln ;asn arg
Met (M) leu ;phe ;ile leu
Phe (F) leu ;val ;ile ;ala ;tyr tyr
Pro (P) ala ala
Ser (S) thr thr
Thr (T) ser ser
Trp (W) tyr ;phe tyr
Tyr (Y) trp ;phe ;thr ;ser phe
Val (V) ile ;leu ;met ;phe ;ala ;IF =% B leu

[0066] W] LAIE i ik 438 46 SEIR BT AR A ) 2 e 1R ) 2 25 AR AL, TR B B e AL AT X fR 7
DA 25 T FRT 520 77 1A 225 AR = (a) 7678 #0 X 0 1 22 TR R 5 0, 46 40 v )= Bl 02 g
5%, (b) {ESRAL RAL S+ B HLAr B Bk P, 8 (o) K/ (the bulk of the side
chain) o FR4EIE [FIONBE FRe PR RARTRIE 73 AT LA

[0067] (1) BKE 1 E=2 S met.ala, val, leusile;

[0068]  (2) M EIKH] :cys. ser. thr ;

[0069]  (3) &Pk :asp.glu;

[0070]  (4) W& :asn.gln.his. lys.arg;

[0071]  (5) SZMBERL I HPREL gly. pro ;AN

[0072]  (6) 5K trps tyr pheo
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[0073]  FELRAF B A IX LR 2 — Bt 5 55— R AT AT e

[0074]  @HIL ] LA 222 B B A 2 S YERF BT TGF-TR $UAATE 20 B 1A 2 B 2 iRV
55, N ESCRE S 1 WY AR AAG E T By 1 B AT I o AR SO, AT DA ] A4 I AN 22 Iz B B A
HERARENE (JCHAEFT IR Uik i B bt By i BREITE T )

[0075]  EFHAR (R U AL SR R B FE B R A DR (W ANJEAL B8 N BTk ) =2 X i)
—AEREAIRIL . WE, Pk T B IR TR A A AR TR A B R Tk
R MAZHUART= A ) 15 O AR AR e o P AR IR B R A B SR Y
AR BT FEE 7R B RIS AN ) et e ] SRt 00, A0 ) LA i AR XA i (N, 6-7 A7 L) SRAZ LA
PR U T AT RE 2RI . DR, VRN B AR AR RN ORI I 5 ML 2R TTT
PR Rl BT 2K, AN 2R B ARRURE LA FR AR 7 SRR FR U AR PR A Bl i B 1
B R FE IR AR AR AN A ST 8 B AR i e (0D, 25655 e ) o 8 T % H & i fis
A DA A, AT LUSE A 2 IR RS AT DL B B A B THURS G 1m R X kI . 1ER
BARERE BRI Z A, 3 B Pi R DA ST W) I it A4 5 48 DL S8 HUART N TGF-TR 22 [R]85 fi
SOATCLEH 81 ARIEA SR HEA, X EOR ke I R0 4B e BE A Mo ik IR, — HL™
AT AR, AR A ST IR 0 e i S AR AR 5 3 BT AR — P sl 2 MR E h B
P BT A T — P TR

[0076]  DHifkT—RA A IER AL T IR R ZEAAR . SO B fadiih ik 2k
T ARERI I, A/ B IR ASRECH 1 — D e M HEEEA AL R

[0077]  PUARAIBEEEALIE B A2 N- BRI B0 0- ERE N N- R m R i TR A&
W RS BN BE o — IR 91 R AWML —X— 2228 BRI R AT —X- Jnzd ik (Horr X a2 Rl
B LA T 2 S50 ) A2 R B 880 8 e 1 22 R AT e I B F) ROl e 4 - ERLUEL, £ 22 1K
HAFAEIZ L8 = KPP 51 (AT —Fogh ™ AR AR FOBE AL AT i O— IEBRE AL R TR K B N- LTk
e FUBE L 2 FUBE B AR R 2 R IR 2 SRR, B LIV A2 22 2 IR AR 2 IR, 1T HLIE ] LAY
H 5- FEMH R B3 5- RAEMEIR .

[0078] it AR 2 HEIR T A MEAS BRI — Bk A Bk =P8 CBEXT N- JEB
BEFEAGAT 1) W] DUE R SR ) R OIS I EEA AT e tRn] DU I 1] SR A e 4 210
B AN EE A LA R 72 TR EE (EEXT O R BRI AT ) SR SEBRATIA 2
2

[0079]  IE e AR 23 I (F) 22 Fh 5 Ll 2% G A B ik Bt TGF-1R Bk 2 FE R 7 41 2 AR IR %
BR5r o IXEETTIEAFEAHAR T WK KI5 (FEAFAE R IR ZATER P9 A I IH T ) 58
IR e AT BT IGF-IR HUiR A s R R LSz AT (8iE A RidE
T ) BEEAL  PCR A M & b Ak il &

[0080] I, W] e Ay B S0 A i WL AR R8O B e, 18] 2, AT G 5 T 4 PR e D 0t e
e AP (ADCC) R/ sRBTAR AT AMA M 40 fg s 1% (CDC) o 3X ] LI i A2 $it
& Fe RGIAN— DM EA IR HR LI 1B BRIt 2 4, T LIAE Fe X5 F
Wtz BRBR ik, FH UG SRV AR LI 8 s () it FH ™ AR R R AR BT fA ] LR A
B AL BE ) AT/ B 5 B R AR T 1R A0 3 A 0 AT A R 1 A B 1t (ADCC) o
O Caron et al., J.Exp Med.,176 :1191-1195 (1992) #1 Shopes, B. J. Immunol. , 148 ;
2918-2922(1992) ot n] LU 57 X0 Lh BEAZ IR il 4% LA 18 i X0 R ot R 1 R — 2R 4

15




CN 101238149 B OB P 11/29 B

BiAk, Wi Wolff et al., Cancer Research,53 :2560-2565(1993) Frik. B0, v LLXGEHT
&, DIAg I HA X Fe X Ho T DL H otk HLAA 39 55 A MASES I AT ADCC B8 7. L Stevenson et
al., Anti—Cancer Drug Design 3 :219-230(1989) .

[0081]  [AIAEH, 2y 1 MY NPUAR MG 3, A LA itd (OUHEUA T B BASMNCZ
REEE#R AT (salvage receptor binding epitope), WI3EEEH] No. 5, 739, 277 frik. I
A SCAE IR, ARVE RS2 AR Z5 A A7 St 1e6 201 (W, 16, 186, 1gG, BLF 1G,)
Fe X [RERAL, JATTHIM TG 20 1A P I35 P55 1

[0082]  DA—Ai AL 77 3, Ak B S AR 4 A e B ()P AR s —Fh oh g i B, FLRFE
T, CaE— R ERE, % ER S FY) SEQ ID No. 2.4 F1 6 [¥] =A™ CDR {1 /b 4k % =
A, B BT )5 5 7)) SEQID No. 2.4 FiT 6 43 ) HA £ /b 80 % —EUHE 241 i =4
CDR 2 /DA =1

[0083]  {E—ANEEALIE ISt /7 28, AR R BH 1) 5 AR A2 AR I Ak B (M Bk sl — Rl oy g
B, JRRIEAE T, e B —Phedt, 286 57 41 SEQID No. 1.3 F1 5 [ =4~ CDR & /b 7
A=A, G ARG 5F5) SEQ 1D No. 1.3 1 5 4% B HA 48/ 80 % — MK P
FI =4 CDR 2 /DA B =4

[0084]  DA—ANFEPLE Y J5 3K, Ak B B PL AR B AL — Rl Dh e i BORRRAEAE T, B A —
I, ZERA S TS SEQ 1D No. 2.4 F1 6 1 =4~ CDR, sk FH LA LL XS J5 5741 SEQ 1D
No. 2.4 16 43 Al H A 22 /0 80 % — B K411 = A~ CDR, I e i & — Pkt SRR
473 SEQ TDNo. 1.3 Fl 5 () =4 CDR, S Lt L Xt 5 5731 SEQ 1D No. 1.3 Fil 5 43 Jjl
HA &/ 80% —EHEK T4 1 =14 CDR.

[0085]  ARABINAHA, AN T EHER 3 4~ CDR I H.5E B A4, CDR-H3 M %<H 6 /> CDR
A KA AR S e (R REFNAL R ) o PRI, 24 BRA AR R BH LA R0 126 L 2EY CDR 2 S 1Y
3 ™ CDR, B H1 /541 SEQ ID No. 2.4 16 A f¥) CDR - HEARIEXT N Tt SEQ 1D No. 6 Zwfits
[¥) CDR-H3 ] CDR.

[00861 AR 55— 77 THI, A& B I — AN S U AR A& B b pk sl e — A Th e v B, Uy
TEAE T EAME T8 A LLEE 77 S T RS ZEZ08 IR,

[0087]  DA— AL 77 20, AR A B BTk Dh g6 v BEKE & 1 Fv. scFv, Fab. F(ab” ) ,.
Fab’ . scFv-Fc S W INBEDUIRIN F B, Bl Tl Ak 254546 U@ i PEG ALsl & Bl B A
JI B A T A5~ 3 S 0 KA AT e A B

[0088] AR 75— 5T, AR B I S A% A8 98, L REME 43 WA AR % BH ) S sa B B A, U2 L
WIfE 2005 4F 6 H 23 H L 1-3466 ‘5 Ry A B KA R L (ONCM, National Center
of Microorganism Culture) (InstitutPasteur, Paris, France) W RIEZLATIRE , 1% Z4A5 R
T2 5% /R Balb/c MR4EHY Sp20 Ag 14 HHER 41 R MELS .

[0089]  TEASCH R A 1-3466 [ 5 5 B Bk s H—Fh D g v BL B REIEAE T, Bl T
2005 4 6 H 23 HLL 1-3466 5 {R5E AT CNCM K448 I8 40 W T iR B4R, 28R, ARSI 2 AR K
1 —353 o

[0090]  TE—ANE ARSI 7 S, A8 % B KoM A% B I BT AR B —Fh o e v B,
REAELE T TR Uil & —Fhisst , %57 A5 &7 SEQ 1D No. 78k #H & HALLL
XTJE 540 SEQ 1D No. 7 HAT 2270 80 % — B 741, 8k / FIE T80 & — Ph ik, 1% ik
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FEHAL & B AR 741 SEQ 1D No. 8 B AL Lu X 5 5 /741 SEQ 1D No. 8 HA 2/ 80% —
T .

[0001]  HRHEE 7 A Re 5 T 1THI, AR R B B R 4 A I B BT hk & P A4 B8 B 1 — S D g
B JRFIEAE T, Ik it A & U516/ B8 SRR A (CJGHZ ) BIPTAR I A2 RE A
TE 2 X, I HAUE IR T A DU R R E o X 2 « 1 vy -1, vy -2 8% v -4 X,
[0092]  {EXJ Y. T [FIFPAY TeGL [ — /NG o2 Sl 77 22 1, BT il P A IR D 785 1 A2 v 1 e
7 H A ADCC (LR e 4 i s 1k ) A1/ 50 CDC (AMAK IS ME 4 BB ) IS ThBE .
[0093]  HR4f 53 AN IR E T 10, AR B RO 3R A B N R AL PR B —Fh Dh R i B,
AR T, Prd Bt & e / s gE, Jorh i e fn / sEREM & 48 B FR1-FR4
I3 VR ANPUARERERT / B ERE B 42 BE FR1-FR4.

[0094]  HR#E—MRIE S Ty 58, MR AR A R B I IR AL BB B0 & 10— Zhie i BUR R AT
T, TR NJEAL U & — MR R 5 2 R T4 SEQ 1D No. 17 BiE & HALLL
X574 SEQ 1D No. 17 BA 2 /b 80% —E kT4, 8 / FETERS—ER, ZE
B S AIER T4 SEQ 1D No. 18 Sk LA L X5 52451 SEQ 1D No. 18 HA £ /b
80 % —H KT 6

[0095]  fLiLHE, FRAE A% B B NIRAL B Bl & 1 — A DhBe v BERRFIEAE T, Ik AR
WHUARE & — N EBE, XA AR TS SEQ 1D No. 17, FF HAE T EBR G — M ERET
H), ZERET A BSR4 SEQ IDNo. 18,

[0096]  HRHE—AHT I 7 1, A B o S AL IR, HRP AR T-B 18 B BL IR -

[0097] &) ZhdA% & W IPTAR B —FP D BE v BC AR « DNA B RNA ;

[0098]  b) Ul a) & XIHZIR I HAMAIR ;

[0099]  ¢) REMELE R IEAME N S5 MRIT 41 SEQ 1D No. 9.10.11.12.13 8 14 [ /b—4
CDR B & f Al EE A 5 5251 SEQ 1D No. 9.10.11.12.13 B¢ 14 HA %/ 80% ik 85% .
90% 95 % Fl 98 % —E ML P AN A4 K 222 18 ML IR IALIR

[0100]  d) REMSLE B VEAAT N 5 REERFA SEQ 1D No. 15 ()2 /D R4%E R / B R 2 41) SEQ
ID No. 16 [ EAE B E 2B A G 5751 SEQ 1D No. 15 8% 16 H A £/ 80% ik 85% .
90% 95 % 1 98 % — P AN ZAT I 222> 18 ML IR IILIR

[0101] o) REMEAE ™ 14 T HZIRIT4SEQ 1D No. 19 ()2 /DRFERT / BUZ IR T 1) SEQ
ID No. 20 I EAE B E LB LA S 5751 SEQ 1D No. 19 8% 20 A £/ 80% ik 85% .
90% 95 % 1 98 % —E LI FANZAT K 222> 18 ML IR IIAL TR o

[0102] MR P BZ IR P4 2 IR B HIR « Z IR 74 IR P4, IxX 2
ARIEGAEAR VI T 22 S A A B SR FR v B i B IR, LA B T BloR g s 1, I
PV E SR Fr BEs X I, A0 2 AR B FER AR Z IR, I HLRB A% 6 AV XUE DNA L FE 5% DNA
DL K BTk DNA FI3E 7= .

[0103] 3K HL L Z0 NAZ R A, AR AN S AE RAR G (AR ER B R Ul R AR T (%
BR 75 o AR B e LA oy B AN/ BRAUALI 741, BITE Ul PTd /7 471 O 20 1 B B ) e
P&, WA 5 UL, EATRIMEE 2 /0 OB 73 e . T, A8 % BB 5 fEFR 7 8 19 an 1
F= 40 B 1 2 R 20 B AL A BT SRS I 2 B AR

[0104] A ARG HI0E ) B 270 80% Atk 85%.90% .95 % Fl1 98 % — F( ik 1
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Iy BRI AR, AHX T2 BEOAZ IR 7 91 H AT B A5 U EU R ol A 5k 2R L B A L G ik
HRE R/ B0 U R SRR A . IR K gniE 5 2 JF A A R 2 25 1R 7
GNP, 3K S BIG AR 205 1 i I, 808 Be % 5 2 IR AR e PR 2 A8 () LA 471, e
TER AT, UM LUT 2 X

[0105]  7F @ ™ B 451 T B 440 R E BRI R 45 AR A s 1B B 45 A, A A e AT e P i s
PN FLAN DNA 7 BEZ TR 24 A8 o A R Sifi], X F e X Bk 2 - R B B B 4228 0 3R 1)
FR TV A, AR R DT A

[0106]  LLPIAN S DNA-DNA BY % DNA-RNA 2477 : (1) 7F 42°CF, 758 5x SSC(1x SSC
XF N 0. 15M NaCl+0. 015M £ 45 BR BNV W ) 50 % FRBENE 7 % + e FE B R 89 (SDS) L 10x
Denhardt’ s.5%Mhi M i SR BHAN 1% BEXE DNA IR 22 (20mM, pH 7. 5) TRARAT 3 /)
I 5 (2) FEH R TERE R/ IR RE T SEFRAAT 20 /i) (R 6 THRER R/ > 100 MZ IR,
42°C ), A TE 20°CHE 2x SSC+2% SDS HPtifk 20 43 PiAT 2 IX, 78 0. 1x SSC+0. 1% SDS H
VRV 20 M EPEEAT 1 IR X THRER K/ > 100 ML EEAE 60°C R, 78 0. 1x SSC+0. 1% SDS
HHE4T 30 B G BEE . MRYE Sambrook et al. HJZ S (1989, Molecular cloning :a
laboratory manual. 2nd Ed. Cold Spring Harbor), ¥ T 8 KX FE /NI EZ RS, ERXHT
102 KN A% AT BRI e 1 B A AT 4 T DU AR U AR N R AT T N B T

[0107]  AJ B [FIAEM BB AR A R WL BRI 2304

[o108] AU H KIJCHAE T RS A K WZ BT AR BN/ sk IS8 A,

[0109]  AR¥E A B BB AL e 0 5 AR VPAEfE 1978 A MR IEH / 80 W I iR % 1
B oA PRI BT iR AR D 20 25 3 Bl 1 R LR N 28 115 5 L DL S I B SR T
X EIRER LI E 77 A AETE E A e 4y, OF HLREAE L 1A ¥ € P e B B B o0 b
(IR A o VRN BT FE A 40 BLIR) BR L ARSI RN S BRI AL IR AN [F T R
I, RS A B R 1R e 91 ] AR AN B it e 3210 B BB, B 2 Pk e 2
AR

[0110]  IXEE AR AU A 72 8 ik >4 i A FH 16 7 V2l 4%, I FLd o vl 7 vl B
13 TR SN Y05 = IR BRUE T V0 W G L v R L R e B R T T

[o111] R HE A< BH ()8 A9 G2 SFURE B BRI M 80k eI TRT FH T2 Ak qE = 4a g, LA
S B IA AR A R B AL T IR T 41

[0112] A BH A3 PRI 4% % BH ) 280 R S A B30 A 2 AR AT A O BH K 28 AR 1R i = 48 o
[0113]  fE =40 n] LLIE A J5RZ ol & 0% 2R 4, 190 a0 40 v 40 i LA & i B4 g sk 3 5 A 4n e
JCH RIS . tmT DA A B He 4 B sl R A 40

[0114] AU B K ahin, NEgobh, HoAE 20— PR ¥ Ak B 3 AL iR 4a i .

[o115]  HR¥E 53— A T7 10, A A IR 32 /e AL AR YR AR e B IS PR s D Re v Bo e — 17
% HRHEAE T HAS LUT PR .

[0116]  a) {ERGFRIEEP MG L KRG 7R 4 N85 7R A B 7 F= 40 e s

[0117]  b) MIGFRIEEE Prid 55 7040 Mo [T i ot ™ A2 I T iR P A4 sl — M D B v B
[o118]  HRHE A W 6 A IR 40 B mT AR R TARTE A% W i) 28 41 2 KK U7 2% o ARAE AR % ]
CAEE A 77 U & 2 IR T VAR S A & AR AR R B, BT ik 77 VR A A T H ) AR A< % B
(R / B B AR AL R A . DRIEAE SRVT R BTl 2 IR 4510 T 357 AR H A R BH I
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BRI 40 I RIS T IR E AR

[o119]  IEWT UL, 1 E 4IRS LAk B R s B R S HAKI &, 7] L E R Ak 1
AL R 2], 4 B 71X 48 JrU A% sR AL R G T Y 0 Wb o TR, 48515 3 P 27 RO RR 8 A i B 2
AT DU R A T A2 B R I B ZH AR I 0T XTI, S A8 BN B e 4 B 1 o ) 4k
W2 TUAUF 58 AP T A MG FR I EiE W AN 2 7 rE 3= 40 B T

[0120] o m] LG AL 27 il B AR A A W IR 22 K 3 il 4 7 vt A2 A i WD ) 3 R
ARRUREARN 3 O 25 G T Al A AR 4R (G, Steward et al., 1984,
Solid phase peptide synthesis, PierceChem. Company, Rockford,111,2nd ed. (1984))
B AT 23 AR BRIy B & B il I 20 M VS 6 il T8 A 2 B R 1S
IR AL B A N AE R AN Z SR 1) 2 IR RIFE A S AE AR R

[0121]  SEIARYE AR W 77 LR RS PR B D e i Br e — AR S AE AR R
[0122] MR8 - SEt T 52, AR W ORI AL e BBk b ot b BT ik i A4, HARRAE
15T, IR RERSHE S M 45 5 N RIS 2l R T 2 IR ) 52 AR/ R A% 41 122 52 AR TR T 2l R T
Bl T o

[0123]  {E58—SEHli 77 S, I FE BIPUIA HXURE S PE B AL R, HLAD 5 BEAERE S 1 V) EGR
BANRRAKE T2 (EGFR) 454 B/ sl ik EGFR Mgz BRI 1% M i 56 287
FEAR R — A SEARIE SEHE 7 S, BT S — T BEGFR 55772 1 R e P ik 225 ik &
Y C225 s E YR T Sbhuik 225 T AR BUIA= 411 .

[0124] {558 Sl 7 S0, SXAE B HUAA B OOUCRE S PE DT AR 20 R, A 25 BRARF = M ) H
HER2/neu 52 (R BT 7o il MR A AT/ s il BT i HER2 /neu 52 14 s 2 Ty ME R 28— 5 o £
AP WY — A SR SE 77 2, TR 268 1 HER2/neu ZE 72 H bl BR L HTIR 4D5 5 2C4
i ANJEAL PR Trastuzumab 8L Pertuzumab =41,

[0125] 75 =St 77 S, SXAE P FHODUCRE 7 MR DU AA 20 1, HE A0 5 BRAERe S ME I i1 I
MM AACH 5 (HGF) 5 cMET SZARZ5 G (1F1 / Sy S Ml Ik eMET 52 44T 2l R U
58 — .

[0126] S 2%, 7535 I SE 7 S IXFE B BTAAR F SURE S B AR A i, HLA 35 RE S S ik
I R4 R T (MSP) 55 RON 32 A4 45 & R/ s il ik RON 52 1A Tt 2l IR i By 1k
158 .

[0127]  ARAE A WIS 53— SEHE 7 5, 3875 FEARAR Ak I BT AR BE A% 508 Jbheg % AR i) AT:
TR AZ A (ELl, B WA BT VEGFRLFGF ( Be4T 4E 40 i A= K BRI -F ) WPDGF (/M AT A AR K
PRl ) 87 CXCR4 BR 2 Btk Rl 52tk 4 8k 2 24 ) AHEAEMA .

[0128]  XURs S 1 e T B HUAA T o — AR sw B fi A, JE A A AS /] )R] 22 X A [R] —
AN T 44 (Hollinger and Bohlen, 1999, Cancer andmetastasis, rev. 18 :411-419) ,
LEIZ W USRI {2367 U CAE ] T e AT F &, 3% 72 BT E A58 563 40N R -1 1 Ty R
&R e A AR 1 LA R B E. W LLE IS 7732 (Glennie MJ et al.,
1987, J. Immunol. , 139, 2367-2375 ;Repp R. et al., 1995, J. Hemat. , 377-382) & A4 iy
7% (Staerz U.D.and Bevan M. J., 1986, PNAS 83, 1453-1457 ;Suresh M.R.et al., 1986,
Method Enzymol. , 121 :210-228) {H [F] 4% Hh AL 2k b 8 1o a8t A TREEEAR (HAairm %
PR 0 i 3 R A R T 24k i S R BUAR I 24 I FE (Merchand et al., 1998 Nature
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Biotech. , 16 :677-681)) FKIFIX LEHT 1A,

[0120] W] LIKFIXLEXURE S P BT R A 5 HE Y TG XU 57 M Fab” 2. Fab’ PEG B3 X2
Repi iR e XU 1t scFv, LR RIE I DU SURE S P B AR BB A7 A2 £ 0 &4 B A%
LR A B 67 S PiA (Park et al., 2000, Mol. Tmmunol. , 37 (18) :1123-30) B¢ H:
wr BT B

[0130] [ T FH A= 7= Rl F XCRY S PE BT AR LU A 7= hoRe S ME B TR 08 00 B8 42 9% 2
Ak Ay I SRR IR AURE S P BT Rt B PR AR T BRI o K2 IR A I8 FH U e bt
R SRVFIR AP 1) B kb, T BRI BRI PT R ) B 12k

[0131]  FEA R B — AMRIE St 7 24, BURE - B 2 A s DA di g

[0132] AR BHFEIFEES R AWA G, SoAS AR P ikek H—FrThie 7 B2 Rl 3E
ARG, RIEIRGAHWIERI / sl B2 848

[0133]  {J5AR¥E I3 —SEhti 77 58, AR MR fon b rR 2y A &4, Had 20—
5 ALEW, S AL A B RS B ] TGF-TR. EGFR. HER2/neu. VEGFR, cMET HI / BZ
RON [) 5% 2 BRI RS PE AL 540

[0134]  FEA A BH I 28 — A1 77 i, Pk o —Ab-& ik B 43 5 1Pt EGFR. L IGF-IR.HL
HER2/neu~Ht VEGFR. BT cMET H1 / BEHT RON Fr ks A1 Dhie v B, Heae el th ik 52
RN SIIETEAT / sRBTE TR/ S & 2L Al / s SR BOSE S Tt

[0135]  HR¥HEA K I o —SEili 7 58, ik 4l & & 22 /b—Fh IGF-IR. EGFR. HER2/neu.
VEGFR. cMET F1 / B RON Fi*) P& 22 BRI s 14 Ry 0kl 01, A R FH T RIS L 0 Bl AR N FH 1)
HED.

[0136] 75— UL LTt 7 G2, Bk 1 52 14 1) 15 2l I TRt v 1 FRT 9 i) 5 ae B m AE R AR
A RIS R BRIk 54 (dianilinophthalimides) Mk — B nEEI 5
ML FEmEE 2340 -S4k E s Rk R AL G4 (quinazilines) o 3K SEHNHIFH)GF T A4k 1 2 A
N G AN 3 HAE SOk (Ciardiello E, Drugs 2000, Suppl. 1,25-32) A HIA.
[0137] AR BI o — AN 78 520t 5 2852 a0 L3R (K 41609, 48k TR B 43 FF A /A i 1)
WA i, Hob L & g MR EE ) / 40 Mo BRI A/ B X R T TGF-1 F1 /B BGF 244 1)
P S R U P K P A5 o

[0138]  “[RIB s FH 7 4k BEAE A BCFRAE SR AN FA IR — 254 1 X b il F AR P A% & AL & ) B
it y/R

[0139]  “/)FFAS A 4 B A mCFRTE [RIBT S ZEAS IR B9 2540 7 =X rb it A AR AR A e B A &0 1)
AL A .

[0140]  “ARIKASFH ” 4 BRAG A B HR & BAEA R B9 25978 2 A 4K Uit AR YR A8 B4 -5 )
IR o

[o141] 7R 77 b AR A e B IR 4164 52 5 15 e R v o7 B Do #0016 U, 38 1 it
FH 40 f w51, SRR AR B Pt —TGF-IR JiAR iva y7 4E H L P 2 okh 77 gl o . R4
AR AW A0 5 — A B NG 28 A A S R0 & 3 R B R AT R
P, L AR VP e sl PR AR B AR, O 2 40 s M) i 7R o

[0142] 340, ARPEA & BRI P 4L &) S v SE R SRAS B EE 1R T 0

[0143]  “HUERIGTT ) B “ 40 MBI 07 AR A 25 60 BN, 16T 5 TR 6 5 5t
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e R Ao AR A SR AR PR il 14 S 491, BT LR eSS40 UGN B Bt
AR A 223 RN G 5T Be IR PR R AR BUMESRER  BUME I R B i
BRI

[0144]  XFERIALEYA , B0, 285 B 2001 fi VIDAL Fp & T8 24 RV 22 424 1) “ 41 o 75
217 B R A S, X S EAZ SRR 5 | R 48 SR R AL S AR A S R S R R AR
& B 48 M EE e .

[0145] B HfAdHh, DUF AR AR HLIER

[0146]  “HEAbFR” 2T REfE A Be B AL AT 7+ (DLt 4 Mo oy AR (4, DNA)) %
FEAC AT ot ot 25 A0 500 ) SE A B0 18 /o be an — S 9 = 2% (mechlorethamine) |
chlorambucol. Z 7 2 B & 5%+ chlorydrate. R JH IR % Wk E Al VT . R & —
%4 (disodic—phosphate) Bk & M % JF ;oxazophorins bt 1 ¥ #% BE . /5 B % %
(altretamine) \ HI#§H%Z . sul fofosfamide L& T BERLIEZ ;B AMESS (aziridines) BLFENY
TAPEZ (imine—ethylenes) L UIFRF IR = L ¥ % (triethylenamine) BY# altetramine ;
WA FEIR K a0 R &S (carmustine) (EENRFE 2= A S A) VT (fotemustin) B I 5 H)VT
(lomustine) ;¢ RLHi R b EL 41 (175 %¢ (busulfan) \ JrVH % (treosulfan) B¢ & J A & N
(improsulfan) ; =& ¥ (triazenes) LB GEMZ (dacarbazine) ;B E AR S 1L
WmAA . B8 ve 3840 (oxaliplatin) FlRUk4A (carboplatin) .

[0147]  “HUARE 72 e il TPUILETE M (Gl DNA A ) BRI 40 i 2L KR / B
(K14 5t o PoA R A 1) S 45 A, i 2 PN | 5— JRUREIE | 2— il 8K 1 (floxuridine) 65— 9
AR 1 R IE AR (capecitabine) \FilHE M S BTHE IR (fludarabine) \ JL W IE ] £
AR 6— SRFENENS (6-MP) 6- i S 0EHS (6-TG) @M MR TE (chlorodesoxyadenosine) «
5- 2 ML . 35 VU i ¥E (gemcitabine) . 3 7 Ji & (cladribine) . Jii 4 ¥ 48 % =&
(deoxycoformycin) FIWEZ-E]YT .

[0148]  “HiPIEHi A3 72480 LA (-8 0 DNAVRNA AT/ 88 A s &4 . i
IR e A 25 1) S B R R 2 25 L IE R 40 & (daunorubicin) (B IHER (idarubicin) %
A CKFERER (mitoxantrone) T Z DOGHE R I R&EFR (plicamycin) 2RHHR
C. 32 = AT

[0149]  “A7 223 4FNHIFR) 7 BEL1 b 40 Mo J] BHAN AR 2 73 2400 160 3 RE o T8, SO 0 )5 B 2
BEBEAEY) (taxoides) HLUTERIZEE (paclitaxel) FIEAZEKE/R (docetaxel) BEMS HIH]
Heeord, KEWRBTEYH, (vincaalkaloid) Ll o K& 2 WK & B
(vindesine) fIKFHHE (vinorelbine) WEEWINHIAT 27034,

[0150]  “ ¢4 Jiz Tfy Be 1 il 3717 B3 0 Fb S K40 18t 10 o) )7 A g H0 ) e (5 5T 2 AL 2R
(modeling proteins) IEW DNREMIMI, LLdh b il T BiF FnFh AR 11, Jemr
RE 0 ) 550) PR S A9 A0 4, BE R0 0 e A g T 1= R ROR L AT A ) EE AndEva 5 B (topotecan)
B AL R (irinotecan) XA 4 A BE TT HRIMKFEIE (etoposide) BERRIKFLIHH
(etoposide phosphate) FIEFJEJAH (teniposide) o

[0151]  “Hp il & A A= 550)” J& Fia D I & A I AR AT 259 AL & 4 W o B3 1RG0 7 A1)
MM A K AEF AR EA R T84 (razoxin) « & 7. B A flh (marimastat) (25 =] il
(batimastat) . prinomastat. tanomastat.fHig & @tk (ilomastat) . CGS—27023A. xi K Hi
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(halofuginon) « COL-3, 1% 7 fth (neovastat) . BMS-275291. % #] £ Ji% (thalidomide) «
CDC 501 DMXAA. L-651582. % i N S 5% (endostatin) . SU5416. SU6668. T —a .
EMD121974. (1412 —12+ TM862. I B A= i M il A1 vitaxin.

[0152]  “HrsEiia ” sl “ HulERE ) 245 FRAR RS DT F s VR AT 5
DUMERE R B S A7 A 5P 55 FEEK S5 (toremifene) BV H 5 V& 55 iodoxyfene,
Faf 49 i (anastrozole) M (letrozole) FIKPESEIH (exemestane) o

[0153]  “HrifE it =7 B “PUMERZ 7 2 Fig BRI 48 Do sl & 00 il A i 2= 4 H i A7 AT
Yy Jot. B e R I SE B A EAR K FE (Flutamide) « JE & K HF (nilutamide) \ EE < & Jiz
(bicalutamide) « sprironolactone. B &2 ¥ 7 22 il (cyproterone acetate) . 3F HF HE Ji%
(finasteride) FIFFEKIL (cimitidine)

[0154] G i o5l R Pz RA P .

[0155] S i I sL B A FETHE B = LB A 3 (aldesleukine) \OCT-43,
denileukin diflitox FlEAEE 2 MR FLA T L 4l tasonermine B{E H g G e 8 455
LU N 2 22 4 VO VPR W S v L 2 54 (pidotimod) (35N BARWE T 25 1:C 8
JrJ5E VYK M ] 5 FRUPRWEIE .

[0156] X T 58 £ B 40 7, A S8 i) H R AN G 7] LA & ] i “AssociationFrancaise
des Enseignants de Chimie Therapeutique” %% % JF H 8 H & “traite de chimie
therapeutique, vol. 6,Medicaments. antitumoraux etperspectives dans le traitement
des cancers, edition TEC & DOC, 2003” HJTF-H .

[0157] {5 — M A D01 FR STt 7 S8 7P, AS O B AR Dby 2865 7 il BK) Bk 28 5 0 1 e A A
T B i o w1 S P UL S AR A T RN R A

[0158]  7E—MRe AL ) SE 77 Z2 7, AR B T ik 405 ) B RE fIEAE T, B ik 40 i 55
)/ 20 B A AR B 25 HE A 550 8 A8 e 1), KRB (vinorelbine) il / BY
K& T (vinflunine) Fl / BAKHEHHL.

[0159] & T i i3 JIT ik 440 o 5 P 500 R A O BH P S iz TR) ) A EBE , UL mT DAAE A B IR 1
MEEWZ B GINE RG5>, AN SR ek — R an 2R £ 7, s e 2 2R R, B8 11 T3
— ST S, Bt N IR 40 MR EE R AT A, IF O T I NBERE 5 AR BT IR Bk
SRV RE o IX AR BEE AR T AU R AN 5372 A 5T 0 ) 9 B ANTE AR Ut B A i
[o160]  H: & f¥] EGFR ) il 7] & %% ¥ A A% 7 BR ) ) t $t EGFR 2 3a [ $i 14 €225
F 22Mab (ImClone Systems Incorporated) . ABX-EGF (Abgenix/Cell Genesys) .
EMD-7200 (Merck KgaA) =k # L & 4 ZD-1834. ZD-1838 1 ZD-1839 (AstraZeneca) -
PKI-166 (Novartis) . PKI-166/CGP-75166 (Novartis) . PTK 787 (Novartis) . CP
701 (Cephalon) . £ # K %r (leflunomide) (Pharmacia/Sugen). CI-1033 (Warner—Lam
bertParke-Davis) . CI-1033/PD 183.805 (Warner-Lambert Parke-Davis). CL-387,
785 (Wyeth—Ayerst) . BBR-1611 (Boehringer MannheimGmbH/Roche) . Naamidine
A(Bristol-Myers Squibb). RC-3940-11 (Pharmacia). BIBX-1382(Boehringer
Ingelheim) \OLX-103 Merck &Co) .VRCTC-310 (Ventech Research) .EGF & 2% (Seragen
Inc.) . DAB-389 (Seragen/Lilgand) . ZM-252808 (Imperial Cancer ResearchFund) .
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RG-50864 (INSERM) . LFM-A12 (Parker Hughes CancerCenter). WHI-P97 (Parker Hughes
Cancer Center). GW-282974 (Glaxo) . KT-8391 (Kyowa Hakko) Bk # “EGFR 3% 1” (York
Medical/Centro de Immunologia Molecular) ZH)¥%.

[o161]  HRHE AR I oy — AL 7 58, an IR A -S4t m] LA o — Mgt -HER2/neu %2
PRt fu b b g5 A BT AL S, A0 BT BN 20 T B8 AR R A 285 7, 3L 5 7R T
AGTT it , JoH i R IE ik HER2/neu S2 AR 32 /K TGF-TR A/ 8 BGFR [ AL, Bl 41T
HoRE.

(01621 Jt H w] L & # Albanell et al. (J.of the National Cancer Institute,
93(24) :1830-1831,2001) 1 Lu et al. (J.of the National Cancer Institute,93(24) :
1852-1857,2001) Iy H AR, HLS3ZHE 5T —HER2/neu P AR SRS A< & B Pt —IGF-IR BT iAAH
HE R

[0163]  7E— Fi B4k J7 b, AR A & BH 416 9 19 P ik BT —HER2/neu Hi A4 42 4% 7k 4
Trastuzumab ( 44 FR A Herceptin) HIPiiA.

[0164]  7E5—AT5 M0, AW K —MA -G, LRI T — M 20— R ik Hiig sk
HIhRe i Bz — SRR/ sOSUH P os = A

[0165] DLk Tid 5 2 5l T ik JEU P Je R Be M I 3608 TGF-TR 40 M i 22 2> — b 4 i
TG, A AL 7 b, BEAERE 1k TR 4 B I AR K Bl ST, U R 5 A KOS BTk 4
Mo

[o166]  ibfRik, rides s e a2, TH P RE I 53 A.

[o167] Dk 5 A FHHUAMEIR TR T BN oo (BB UM TR 2R ) RS v I3t
LRI PR RIS 25, JF FLARIEME T 50 ™0 0 VL OV T B T R P RO B R o S
L RTBU T R 2= B R] LA 697

[o168]  HHRHEA K U] 22 /b — Rk sl L Dhfe i Boz — BB INF 3= sl iU oo =, B
SR AV PITIA T 2 80E Tk s M e R 456 2 0k 20— Rt R A 07 20, JCH 2 i
PRI S DA R LA B IE, AT LA I NBAN G | AR 7 1o

[o169] 7R AV LA (Lt ) il Bl FE AL AN T7 X 45 & (R B4 1) 4 30 50T 43 21 73 1)
B, JC B R 2 SRR i — e HSE G LR EDC(1- &4 -3-[3- — Ik a Y
5 ]- Tk R ER IR ER ) L T E SR EE R AR AR R R (DTNB)  N— BE I W i 2%
S— LEEERARSIREE (SATA) \RA— Ml An] HERIM L (U.V.) VS E A5 J T
BT, HALEN-[-4- (BAEKEEEEE) T ]1-37- (2 - meme R = mif) - N Bt (APDP) |
N- BEFAME P i 3— (2— MEne 5 /AR ) NERNE (SPDP) \6- i3k — JHBEHZ (HYNIC) .

[0170] 55 —FE A RIRER, JCHA T UM TR &, Al DA AE T T Re B 7 25
o

[0171]  fEIX4EE G, 7] LA KRR T EDTA( & g MY 41 ) 8% DTPA( —3F &%
=T ) MESH, K OAB It kM T 46 &R 0308 U e 8 sk H .
BRI, DAy 7 S8 n e 4 < & ot 5 P ) s PR I BT, AT DAAE iR BE 1 AS[R) 23 B HUAR DTPA &
H A1 £ ¥ (Krejcarek et al.,1977 ;Brechbiel et al., 1991 ;Gansow, 1991 ;USpatent
4,831, 175) o

[0172]  H4n, W &EE =g T &g (DTPA) M HATAY), O/ U B B Asi#E U 568
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BT ZH PEAMAEY S, A58 BB TR e B 5 5%
R I HLRE 5 16T BSOS I R & B R an U R, LU & TR e va 7 IR T80 1t 2 £
B (Meases et al., 1984 ;Gansow et al., 1990) ,

[0173]  [EIAEDLE, R4 A & BT s B i AR I A 1 i ik 2 /b —FrpiAd e B Ho D e v B, G
HOB AR Fe #7010 Fr B i scFv B,

[0174] AR BHICAL BRI A IS T & 25 i

[0175]  SHELURT &, MR8 53— ANt 7 &, AR W R ke L Dhge v Br e — f / B
G T2 250 &, BTk 2599 & 72 1B 8 V07t IGF-IR (R RIE M/ 857 iE 1k
P SR A/ 85 B IGRL 8 IGF2 5 IGF-IR AH EAEH A B G 57 I il
A IR

[0176] AR o) — DU STt 77 58, A B Pk sl L —Fh Zhie b BOH / S G T
il PR T BB T 5 R 25900 (R 38, B i 72 B T TGP-IR (i KA/ 85w s n e
(¥, #1 / 85 H IGF2 5 IGF-IR AH EAEH A 15 5 M SR g st a X m.

[0177] P, ARAE A< A BH 1) BTk FH ik, AR Ak A T H Fr ik 25 AN 15 R 8 UNR =
50220k IR A SRR BAE R, B2 U, 1 TAAAE Il 253 TR 5 R AR
A EAEH, JCE S 5 TR 2595 IR A AH QIR 525 Il o

[0178] AU BHIE AL S iR A% e BH I B AR NI PR s L ThBe v Br e — 1/ s &
Y T & 2 L ag, Brik 2590 & AR P I 40 i n) LA TR R 40 K AL, BT IR i
T A MLk BAT TGF— M U 22 /D TGR2— 44 1t 40 i o

[0179] AU BHARE SORRAE A8 i BRI BT AR e NI B iR s i Th e v Br e — 1/ sl &
Y T & 2 3%, Bivad 2590 & A6 T e 48 i AR/ B, T I v e 4 i
BA 1GP- #libE U2 22 /D T6F2— ARt 4n e

[o180]  7Rid W /7 X, AR B — A 2 U AR A B IR 18 AL Bk L D e
F B —H /B A T H S 25 R I8, Pk 259 & 158 1B B 16 7 e, Ik JediE
Pk IE TGF-TR A1 / skt LA TELE TGFL Mt / 8 1GF2 5 1GF-IR #H E.AEH BT 315 55
SIRATH I BEEAL, B0 TRST ()it 3Rk

[o181] AU BHI— A 3 Bt & AR A & B e NIt b faei  ohge v Bez — f
/ BALEWH T A S TR TR B0 VA T AF B i 25 W R a4, i 2 B gt 16 5% R ot i G B
Al LA TGF-TR FIR A BOE RIEH ¢, fl /85 IGF-IR H5HRIREL K (Wraight CJ. et al.,
Nat. Biotechnol. , 2000, 18 (5) :521-526. il il FAEE KT 1 20k L EAZ T RIS #5
A= Rt KR Bz ik BEEAE ) AT/ BYCEGER 5 AR A A EAE T S8 55 S @K
ot B AL S

[0182] AR HIILW KBifkelE HAFTIIRE v B (PRI NIEALIKT ) AT/ Bl & Brid Hi i )
FEATALE P Tl 28 V67 80E P sh R AR AL 1K 25 I 3

[0183]  FEREME TR A / BIG YT B AE T, DIk 6 20 e < v TR L i s  FLIE .+ B IR
Jei Gl 2 MR B R Bl O LR Bl B AT I AR A TGF-IR FYJEAE o

[0184]  FE—SEALIEM S /7 S, BT E#e 1GF2 R & Ry, ANk B WD SR 5 A A i
(Rt s I BOH T 1B 2 W sl 1697 46 e i FH 3, RO Lz he JGHOE K TGF2,
[o185]  AR¥E I —AT5 1, AR —A @2 IGF-IR i RIA LR & Mk RIL
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A HIEIR S W 7 70, R AR AME W 510, BITid TGF—1R SRJ8 T4 58 57 3 42 4E 1GP-1R £
YIRE S, FOREAEAE T BT A e SRS AR R B I B AR s Dh e v Bz — AH B i, 4n SR %
B, iRy A ] DI bR o

[o186]  fLikth, EFTIREWI 5k S TGF-1R b SIEAH K e AL i o

[0187]  PrkHuikek L DhRe v Brz — Al POz R I 88 bRl B AR I B A7 AR, DUE RS
ARSI / BT A

[o188] AR EHI—A 3 MU ARSMS Wi iEAE TAHX T IE WS R & IGF-1R 5% KK 1)
o5 R WL 7 2%, TR 7 VA R LR R BE S A TGF-TR YA ke i 5 A B B A4 e )
TIE A IGF-1R/ HUAE AW R4~ Befile, I+ HASIN AT A 24 W) UUFR /R AE Tl e P A7 AE
JiTid IGF-1R. E— ML St 77 28, BT bt ok LA mTAS I 1) 77 Xk b i«

[0189]  FEZE— Ty I+, IGF-IR [¥) R RIA R IGF-1IR i Rk 7258 — 7, IGF-1R 1)
SRR IR 2 TGF-1R HJ/R#E 1A (underexpression) o

[0190]  HR4E A K bR id P fk sl H Dy e v BUALERS, 9 Gl B R S e AR B (R B4, 491 4n
FERT DB BB B2 1 BT R B a0 1ok S5 AL W I R Ik B IR s o —D— P FLBE Y N A 25 B 4
AT 567 250 B A T Tl TR T B0 T T Rk S T 5 T R~ SR I M S Pl B T 4 B 6 IR
Ji S, ATk oy Pl B 2 i ar B 5 IRIEIR T 2 Jehric it vl LB B AR I
A IR EEL D RE v B, FF HOUHALHE 96 38 R AT AW 963k B P aH e HAiT R
V) GFP (GFP $g “S B 6ER A7) FHETEE RIS . EXLEPY T, RAUEH AR R
AT DL I O 7V AR R B R s AL Sh e i B eAT TR DA R AR BB B AR i
Wy, s G A W) B A sl e R T 3, 4 0 SR N N B L & DY 4R (EDTA) &
ST TR (DTPA) , BUAFAEAR BT an b 4 e P67 MR B B BER . Srode gk
RIBRIE R I ] DU L S it TR IR s . i) 2%

[0191]  HAhMHECY) AT DA FR AL 22 R OEPR G W& K il . 8443 T %¢2E (dioxetanes),
A R SE AR W G SRR G B, R B U AR A T RO A O T R T AR
99111\%[:_}:.] 111‘%117‘:1 113m‘% 67‘% 68‘%]' 95‘%]‘ 97‘%]‘ 103‘%]’ 105‘7? 107‘7% 203‘% 99m‘ﬁ€ 101‘% 105\%}2~L 47\6% 121m‘
fil 12 A AR T VER T AR TR R T Y I s B B A R b T A
EDTA. DTPA, AX4TkE AR 52 B EN K 6 77 5 SO M R A AR B 2 Bk b i B Jr vkl
TAESW T R e . e DR R 2 Bt &% T 77 Na[17°] #7id [Hunter
W. M. and Greenwood F.C.,1962, Nature 194 :495], ek #Fi# it Crockford et al. A
HI%F ™ brid (US patent 4,424, 200) , (% {1 Hnatowich BTkl L DTPA fit#E (US patent
4,479, 930) .

[0192] [l th, AR 45 A< & B B9 B Ak B Dh e i BERT DU P A I A / B & AR o
IGP-TR [Fid Rk sk R Rk AL RIE W 775, HAREA T HAS U T DK

[0193] &) LhAEMRE TS5 AR B B AR BCE —Fh Dh B8 BoH#E fid s F1

[0194]  b) EBHW] RETE K IGF-IR/ LA R A M.

[0195]  FE—ANEARSHE 7 S b, iP5 AR B PR B L Dh e v BEnT LUR A AT/ BE
FAEYIRE A TGF-1R B975 3, F T WA 00 TGF 485 1tk i i o 32 24 iz 98t e B AR AL ) 095 A
/ BRIATT AR Th A

[0196] S W M, R4 A A B B AR BREL Zh e v BT UA R A T 20 BLE PR/ BE
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BT A ML I6F-TR Fik TG W

[0197] Pz, ZEYIHFE S B AR AT B 461 G A SRR 1 037 4 100 40 e L 2 2306 S sl
RV TREY S

[0198] AN BH (1) 5 — J7 1 & A 1 P00 i 470 W 4 st 350 v 0 e W v, OB R BLTR
BIR

[0199]  (a) $RME ARTFINRALARIFE S 0

[0200]  (b) e FE S HAFLE IGF-IR, AT L RAFE L Frd A 5 AR I BLAEE R T
TER IGF-1R/ Bk AW (44 T~ #efi, Horb frid 2 A AF fE TR 7R BT id 41 e 76 Fr ik 417
AU .

[0201] 7B —SEHE 7 &, iR B &V EAE e n B B R A BURAERHELE T ik
TGF-TR o 12 1998 BRI 1 XU o

[0202] AR EHI—A H RIS & ERER G T 7 R R 75, kb yy 77 Z ot R Ry
fIEFET TGP-1R KI5 RAK e B » 1% 7 VB HE LU T DR -

[0203]  (a) 32K BN G A i LA 2 75 58 — W TB) R 18] IGF-1IR 7K~ 5

[0204]  (b) ZFAfTAESE —INF[R) s R TR AL 5

[0205]  (c) ATEPTIREE I A S ITR A 518 (@) I e KA T LU E o0 Pk
YAIT 77 E R R E  SErP AR PR RE b TGE-TR ZK P B9 M m] 58 10 ik 5 2 vh i ik
PRI IE , B TGF-TR AP 38 I mT i 52 76 AT 538 o Bm o 3L 995 1 08

[0206] A T SEJX RS INAN / B2 24, mT LAAE AR 5 s B i B . i ST LA
TS A — AT, B AT AR T2 O AN TP g - LR M ez 5 5 WY
FCATAT IR . MR AR % B it B Bk s o e Bz — AT DA ] e B Frid. T LA
TEAGUIE AN T2 AR 2 SCREY) B S 8 o XSS REY U T LR B R R &
I BN BR S0 A R RE e 0 B RAREAE A8 I o 3X L8 S RE AT DL s B AN 1]
adi

[0207] A Ry sz i), — AR 2k 5 V48 P AR ELTSA H A G5 Bl 7 2= L 8 5k 90 958 9% % BB
Gl e (RIA) HEARBE E R

[0208]  [Rlk, A& B A i) S B e, SR S0t il [GP-1R i RIS BAR R IA T 5 T
I (V2 W 77 v e B 1) B0 S A I AN/ B3 AR A i A TGF-1TR b Rk sk R 1A 1 75
R ER, R ELE T TR AR & s B2 e S LU EE -

[0200] &) AKRHBIPUASIH—FrI)RE A B

[0210]  b) {FiEHh, T BE BT 5 W 1A B

[0211]  ¢) fRikHh, VISR H A NV ™ A 1) IGF-IR/ HiiAE AW HE

[0212] AR BHIEH KA A A E AR AR I 206 7= i Tk & 25 11 g, BTk 254
B 1E T B VA T e, JUH R — AL 75 i A B B 1 7R BT R BT —HER2/neu HUAK 195
i 5 X 1T E TR IR 4 R IR B i R IE IGF-1R,

[0213] AR EHI) 55— A AR RE A K PR Tl & 25 i i, BTk 259 B 10t
s A A R S R ) R SRk el R TGR-TR (40 .

[0214]  ARSCH AW AL A V) E B T BENE T 1T 0 LR HD w40 f vE U IR AR 1
B B 33 B 3 TR B R AT AT AL B4 o
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[0215] A% B IR g — A 2 R A AR AR R B I AR B Dh e v B — B AR 2 ik
s TR HUAREE AR 0 U R U AR i, M HAE S 2558 rh i Al ag, JC G2 TR0 5 40
M 2 ik B I8 TGF-1R AH S FIRRAE o

[0216] AR B S AR A 4167 S TR R A R B AL G4, B 8 B AE R 25 R 5 A
KAWL - 1GF-1R/ H = BB SO T % .

[0217]  DREEAE A LG SRR A & B TR 21 & 5 BT i 6 4 SRR/ Bk
IR T M RIR A

[0218]  {EAUL S, 24 F w252 AR = EUR TR 1E N 25 A6 ) Pl AN SRR IR R
MG EE A M S, ﬁﬁﬁﬁﬁfﬂﬁuﬁzﬁ«ﬁW&’\%E’Jﬁ@ﬂ% B0 LA A BARR 0/
R A P Th 25 8 0 LRV VR P IR AR P B G LR R R . XSG TR I B R 2 A
IR I EL e A AT AR N B3 A A BT 3B 36 PR A 400 1 A e R e P A e 1 o 04T 3 1
&2

[0219] AL, Wit RGBT X LAk 54, JCH @ s liosse LA B P9 JIE T p Bk
At B I DR R AR AR T 0, AL SRR A R B BRI 2 S d D
((RVEVIRS T B

[0220] W] LIARE A 2 1& T 288 BVRT7 — 0T 25 L8 bR vt fff o JHL e PSS ) R A
DL 35 3% LRy 491 G i 2 A 8 B PR L — A bR 0 1 P P X YR DA R
S AR A E R 52

[0221] 2% BH IR L R AR ARG 4 5 ST A9 R B ]2 R IR i BH 45 T R 3 482380 4
i R 5 SR S I /7

Ff 1 52 BA

[0222] [ 1 . PATEfEHIAA 1-3466 X [°1]-1GF-1 454 IGF-IR 354+,

[0223] VRN FC AR B 1R BRI R, A0 20 5B Bk [P 1] -16F-1 I tEgs & (%) 1ER. Fr
M 4 A AR SR IS — IR I P 381 .

[0224] [ 2  FRFIEHLIK 1-3466 % [P1]-16F-2 454 1GF-1R W34+,

[0225] B ARC AR (1 RREL, 262050 Bt [ 1] -1GF-2 e e 4i & (%) 1EE. 5
M 4 A AR SR I8 — IR I 381 .

[0226]  [&] 3A FI1 3B : 1-3466 HifAXf IGFL 8 IGF2 i S 1) MCF-7 A=K ({144 A1 520

[0227] & 4A Fll 4B :1-3466Mab %f IGF1( [¥] 4A) B¢ IGF2( [¥] 4B) % S ) MCF-7 éﬂ} il I

IGF-1R B HEMBEER L I E2M .

[0228] K] 5A Fil 5B :1-3466Mab %f IGF1( & 5A) 5k % I1GF2( & 5B) i S 119 HT29 44 ffn

IGF-1R B HEMBERRIL I F2M .

[0229] & 6A-6C :T-3466 £F DU145 ( &l 6A) . SK-ES—1 ( & 6B) . HT29 ( [&] 6C) . A549 ( [¥] 6D)

HFIMCF-7 ( &l 6E) e A% HEL e 458 284 o P 4 A 12k o

[0230] K7 :/Mi 1-3466 (SEQ 1D No. 7) [FJFIZE CORFEAE 1-3466 AJEALIT (SEQ 1D No. 20)

[R5 (VL) W AR X ZE R P41 I B

[0231] 55 "(ET) Fax4is COR MR EERIRE, fF'5 # (IS ) K/RTE VL/VH 5t

1 R IR ST k2L o
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[0232] &8 /MBSl 1-3466 (SEQ 1D No. 8) [KIFIZ: CDRFEHE 1-3466 AJEALA) (SEQ 1D No. 21)
PR (VH) nA X R T A K .

[0233] 55 (AR5 ) FaRX4is COR MR EEKIIRE, fF'5 # (5 ) K/RTE VL/VH 5t
[ bR IR SR 2L

[0234]  [&] 9 44k 1-3466 HLIAIE SDS-PAGE 73 H7. EIFIUIT -

[0235] M bR,

[0236]  JKiE 1 :1-3466 AJEALAIAZ X,

[0237]  JKkiHE 2 :1-3466 /N R AT X,

[0238] & A .18 )5 SDS-PAGE,

[0239] ] B :3EiLJR SDS-PAGE.

[0240] /LA AVEAL 3466 F1E 52 X 52 A K.

[0241] & 10 A=W BRI 2 s B K .

[0242]  HUIEE Fe #i7r I 1gG1 Mab FLAT IS 22 CMb AR ka KT o [E A B & 1Ifr
il Mab F FHRAH 3850 B4 hIGF-IR-ECD. 43 7l H 45 & HIfif B 28 (1) 1 25 K, K, SR RATE Mab
St G . @ g B A G R E AN R v ECP AT IR B 2L (KD) 6

[0243] B 11 515 5 ANAFWEE Y hIGF-TR-ECD, 1gG1 A4k 1-3466/h1GF-TR-ECD & &
W1 256 R 1 S I A 2 5 R

[0244]  SCHfEfel] 1 o i e BEDTAR (MAD) [P~ A2 Rt $E

[0245] 4 T AR R DT IGF-1R H HLAS YU IR ) MAb, S — A0 46 6 ATk Bt 77
-

[0246] ‘&S HH LA NI B ALK -

[0247] - F N IGF-IR iz /ML, I = A2 244890

[0248] - XfHIVESRIEIELL S Al it ELISA Fii ik 9% Lig,

[0249]  — XJ MCF-7 g 40 Mk i b ieh SRk (W) RAR 52 AR i ELTSA A58 FH PR 24 A8 98 (1 i i
IEW

[0250] - S &h Al DA PERE S R YR TGF-1R HTIA,

[0251] - BRUEAE LB BUE B HLARRRE AL (RS0 B TGFL 53 (1) MCF-7 4H i i 15 %8,
[0252] = ZEAR B AP A DA KR4 X B8 MCP—7 A K 6 5% Wi 1 50 B K1 2 O AR N 3 1k
[0253] B ik LU AR (KT BOFISRAT 1) 45 A AE St 1 A R AT i A

[0254] X Tz, B Su g B IGF-IR Wil 2 N fRyi /N B k. 76 14 i 55 R
HHEE Sp20Agl4 4 MumhA T 3 K, /N OB Rk N #5323 u g WEAZ K. At )E 14
T, E 4] TGF-1R BRI B b, 18 1k ELISA fifk 24 8 (1) g 128 Fis A T
(K124 A8 984 I AR I FACScan 43 HrRL 36  BTREAT 41, AT A AE TR R Ref% U R
SR IGF-1R.

[0255]  sEjtaffl 2 : [*°T1-TGF1 Fl ["*°T]-1GF2 g5 A TGF-1 52K il 24 FE R g4l
[0256]  {EANFEAT 10 % A4 135 (9 DMEM rth8% 5% FH N IGF-IR cDNA Fa g #6441 NIH 373 44
Mo A I B AT L S T, d e B0 P SR VB IR 40 . FH B IR R S BB e 4
NLPTVE I B AL RS P - 10mM Tris—HC1 pH 7. 522, & g5 B 77 o 45 24
Im1 ZZ P3RS INE 25X 10° A4 o 18 3 AN RBEI I — D 24N, B4 4E 1, 900rpm
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A N AT 30 IR Potter Y RASACEE ., ELHF AL )S, 4F +4°CHE L 1, 000g By 15 73 5h
e F=BRAZ AR 40 MO RgE /o Tl AR +4°C L 105, 000g BS/Ly 1 /NIFRERAT Mgl Mok . 76 2448
G M PR VR UTIE HEAE +4°C LA 105, 000g B0y 1 /I o YT R AL 50mM Tris—HCI
T, S MRS 150mM NaCl.0. 5% IGEPAL.0. 5% TritonX-100.0. 25 % J= 48 IH /&
RN S AR EI, IR 4RI . I E +4°CLL 10, 000g Z0 10 S BMEAEE D)
S EA hIGF-IR M A EU 73 55 . 18 BCA (bicinchoninic) 23 a2 7 Mt I R4 fift =
VIR TR &, I Western ENIZEZ3 B IGF-1R.

[0257]  ["I]-IGF1 Al ["*°T]1-1GF2 &4 il 2

[0258] B 5% HH i h B v B B4R 17-69 (Neomarkers, Fremont, CA, USA) ( 3¢ BH H {2 5]
IGF-IRa W3 ) fL#7E Protein A FlashPlate ® 96 fLAkE M F (Perkin Elmer,

Boston,MA, USA) LA & TGF-TR. £ FLAIA 200 1 1 (¥ T PBS 19 20 u g/ml LA,
HAEHACIHET R, Bk ERERSEOA & EHER 17-69 PR TR
2001 1 #5100 1 g/ml [MERHED I AE S T I E 2 /0 LU 52 T6F-TR. JE il 2 BR ARt
AR . A T34 5E, f65H 50mM Hepes pHT7. 6.150mM NaCl1.0.05% Tween 20,
1% 4 38 B8 AR ImM PMSF (1455 G2 P, TEAFAE A 1pM 2 1w M FIAS R A2 1) 55 v [
Pk 1-3466 s E LA TGF1. IGF2 FlfiE & % (Sigma,Saint—Quentin Fallavier,France) K]
A RN 100pM [ [*°I]-IGF1 (Perkin Elmer,Boston,MA,USA) 5% [**°I]-IGF2 (Amersham
Biosciences, Saclay, France) S EH IGF-IR 1454 . IR NI EM 2 /D, 4R 540
Packard Top Count TARINKRTVIELHS Eil%k. fEA77E 1 uM IGFL W41t T i JERr e R 25
Hro N REDUIR 964 ( AKX hIGE-TR, {H 245 S M VR K kT B & A 5t ) A R/

S TGl P ZRYXF A,
[0259] #EH

[0260] 4 Ay e A B 1 R 55, A8 2 6P 508 Bt [P T]-1GR1 Al [*°T]-1GF2 W% S dE &5 &
B AR WRAFE) S TEsad iz (& 1R 2) EI7RHAE BL 50% (1Cy,) s 1t Fo A4
GE4 BT T B A BRI R A

[0261]  IGF1 il IGF2 FAAH R E e T [*°T]1-1GF1 5 [E 24k hIGF-TR [ 454, Mk & &
FIVE R B BTAR 964 ARELUMIK T 500nM (KR FEHNHI [*°T1-1GF1 (0854 (Bl 1) . HrifEdt
A 1-3466 BefELL 0. 021nM (1) 1Cao ( FL AT X AR BUR AR IC 1) IGFL i e ¥ 1C5, 15K 30 %)
) [°T]-1GFL fghia (B Do

[0262] 4N, Fifk 1-3466 LB [T]-1GF2 X T 244 hIGF-IR FIam &5 & 40
(K 2). fEZEEH, Nsad thE S B 1C, (HZ4 0. InM. 1-3466 KX Fl IGF2 FHIKT
WEPEIE LT B TGR2 3 SEIE % (1C, = 0. 06nM) o XFHK T IGFL [BEIE % (1C, =
0. 03nM) JFB K T B 2 A HNE 1 (1C5 ~ 200nM) o E40 3T TR, X HRHTIK 964 3
SN AT TGF2 BRI 1

[0263]  SZJfEfA] 3 :1-3466 HLAAXT TGF1 8 1GF2 i S MCF-7 “E K iR Ab 2 i)

[0264] 40 L[ A dig H 14, 2 Fh e 4 g ok 3Rk TGF-TR, i HA R 18 £ FLm A 45 e i
BEAEw 5, @t I6F2 CH LS Jy T6P-2. TGP-1T 5 IGFIT) iz ket g5 =,
PRt U A MAD - 13466 g% [RIREHI ] IGF 1L AT IGF2 5 S i) MCF-7 40 R4 Ko
TIXA,H 200 v 1 CIMIEREFERE (CBYZ0 RPMT 5595550 L- & BEi ) g el 5 10*
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AL/ LI BEEEANAE 96 FLARH . Rl )G 24 /NI, FEAFAEBE B/b 1-3466 3038 AR
FtEDT IGF-IR Fifk (763) (AR ARG ) HI2F R, 29K A2 50 1 g/ml (6. 6nM) [ IGF1
B TGF2 ( 29Kk FZ 100ng/ml (13. 2nM)) ¥ 0% MCF-7 41 /a, FiF & £ 52 /i,

[0265]  ZEZIKFEEE I 10 1 g/ml (66nM) %= 0. 0097 1 g/ml (0. 065nM) 1251 F DA
b5, A 0. 25w Ci 16 [°H] B kb 40 i 16 /08 i 30 ok v PR TR R 1402 245\ DNA 1) [°H]
WFFr . TGE-1 AT 1GF-2 {2 sl MCF-7 4 2B K (K 2) .

[0266] Y4 FHI 1) 5 20 5 15 I ) S 28 0] R R b B 40 R Iy, Ve A 22 381 BH 2 FX 0 ol

[0267]  AH Kz, 24 FH 500 52028 T 186 h 1 1-3466 B K05 & 40 Mo i, W22 55 (1 TGF1(90% ) Al
IGF2 (84% ) Frids T M8 1) B 250 2 R M iRy 3 kil , e TG, 433024 0. oM i 0. 5nM (3K 2
FIE 3A-3B) .

[0268] K 2

[0269]  1-3466 HLiAX IGFL (A) B IGF2 (B) %% S MCF-7 {14 KK 4A S S mi

[0270]

A B
cpm Cpm
31k 64 2 e 1449 1k 64 e, 1877
IGF1 50 ng/mi 67356 IGF2 100 ng/ml 39541
7G3 0,0097 pg/ml + IGF1 72144 7G3 0,0097 pg/ml + IGF2 60902
7G3 0,0195 pg/ml + IGF1 63200 7G3 0,0195 pg/ml + IGF2 67617
7G3 0,039 pg/ml + IGF1 53391 7G3 0,039 pg/ml + IGF2 56688
7G3 0,078 pg/ml + IGF1 56523 7G3 0,078 pg/ml + IGF2 60787
7G3 0,156 pg/ml + IGF1 46147 7G3 0,156 pg/ml + IGF2 49111
7G3 0,312 pg/ml + IGF1 54582 7G3 0,612 pg/ml + IGF2 48619
7G3 0,625 pg/ml + IGF1 53000 7G3 0,625 pg/ml + IGF2 51277
7G3 1,25 pg/ml + IGF1 58341 7G3 1,25 pg/ml + IGF2 54369
7G3 2,5 pg/ml + IGF1 51107 7G3 2,5 pg/ml + IGF2 53564
7G3 5 pg/ml + IGF1 45938 7G3 5 pg/ml + IGF2 54188
7G3 10 pg/ml + IGF1 34391 7G3 10 pg/ml + IGF2 55125
1-3466 0,0097 pg/ml + IGF1 63047 1-3466 0,0097 pg/ml + IGF2 45066
1-3466 0,0195 pg/ml + IGF1 56376 1-3466 0,0195 pg/ml + IGF2 43890
1-3466 0,039 pg/mi + IGF1 48403 1-3466 0,039 pg/ml + IGF2 31063
1-3466 0,078 pg/ml + IGF1 38986 1-3466 0,078 pg/ml + IGF2 27852
1-3466 0,156 pg/ml + IGF1 33595 1-3466 0,156 pg/ml + IGF2 18115
1-3466 0,312 pg/ml + IGF1 27966 1-3466 0,312 pg/ml + IGF2 13708
1-3466 0,625 pg/ml + IGF1 17166 1-3466 0,625 pg/ml + IGF2 9400
1-3466 1,25 pg/ml + IGF1 10791 1-3466 1,25 pg/ml + IGF2 7465
1-3466 2,5 pg/ml + IGF1 8281 1-3466 2,5 pg/ml + IGF2 6210
1-3466 5 pg/ml + IGF1 5721 1-3466 5 pg/ml + IGF2 6128
1-3466 10 pg/ml + IGF1 6823 1-3466 10 pg/ml + IGF2 7427

[0271]  SEJfEf5] 4 :1-3466 FWH] IGF1 I IGF2 i S f¢] ICF-IR B BE i EE 4L

[0272]  7F 20ml JEPBy 401 RPMI v A 5X 10° 4 /em’ (75em” HIAR, COSTAR) Ff) & 1557
MCF7 B #% HT29 40 Md 24 /M), firad RPMT FhyRA omM M 2B L &= / Bism (0alh
100U/100 1 g/m1) F1 10% G4 3% « 76 PBS HEUE =X )5, L EM 403725 (RPMD) g s
R 12 /N, Prid s R EA S A IRA MG HRA omM A2 WL FHE R / #5R.0.50g/
ml 4= ME A (Sigma A-8022) Fl 50 g/ml #2k# 1 (Sigma T8158) .
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[0273]  h TiEAL, MO S S AR B ABLA (10w g/ml) 7E37°CHFE 15 4380, bl 5 N
AN IGF1 853 IGF2 fiiFE 2 734, it i S 7 B 1k S N IR~ ACE T-oK Fo it i
AN 0. 5ml ZHRLE MK (50mMtris—HCl pH 7.5.150mM NaCl.1% Nonidet P40.0.5% [ii4H
FRAN ) SRRLEAN MY, AR S Al (B 50ml — Jv,Boehringer Ref :1697 498) Al
BRI 157 (Calbiochem Ref :524625(1/100)) o K40 Mu I [0 e B I L& TR -5 25
ETACHREF 1.5 /pi . BL 12, 000rpm B0 10 738k (4°C ) JF Hillid BCA € & LiF |
1) AR RS

[0274] #5500 u g HI4N B A i 59T IGF-IR (Santa cruz Ref :sc-713) V&& T
S PivE I HE TRAR b, T 4CHRE: 1.5 /. @i mAE A A- IR (Boehringer
Ref :1 134 515) [P GREIIED I T 4 CILBE RS A i HARREBEA Iml (12722
WBOE Ve IR, SRR 1 (50mM tris—HC1 pH 7.5 ;500mM NaCl ;0. 1% NonidetP40 ;
0. 05 % i S H B2 B (Boehringer 1 332 597), VR -GA S 11 ) il 551 0 A2 1% I 00 71 571 )
VR T IR IF IS PR U 2 (50mM tris—HC1 ;0. 1% Nonidet P40 ;0. 05 % Jit 45 iH & 44
(Boehringer Ref :1 332 597), VBG4 H [ B A0 il 51 R0 B4 R BRI 155 (1/100)) FEVE—X.
G IETIIE DB E BT Laemml i ZZ P+, INFE 100 CRFEE 5 708 8 SR A Ml L SDS
GEIE (8% Novex EC6015) HLyK /T LiE . K58 (AR AN IRET 4 K I, $:35 B K
HRP [ 30 FR % S IR B ik (BD transduction LabsPY20) BR# 3L IGF-IRB %Pk (Santa
Cruz Ref :sc 713) JRJ5 2K HRP BT RPUARAT A BN . 1Ak 7 264 (Amersham
RPN2209) #:#ilid 7F Kodak X-mat AR )& ERTBUN B 852K BRI

[0275]  [&] 4A A1 4B Fon R LR (3KkIE 1, B A 1 B) 5 s 50ng/ml 1GR1 (3kiE
2, B A) B 100ng/ml IGF2(Jki&E 2, K] B) H¥E®) MCF-7 40 e, 1EW Tk, 48 MCF-7 41 Jiu
HRE LI E] TGR-TR FFE At A P 5038, 1724 MCF-7 40 il TGP Bl 1GF2 — & & i, M
MF) IGF-IR B HEM) B F WAL . M4l A TeGL WYX IR (Vki& 3, & A I B) sl H gk H
1-3466 Prik (VkiE 4, B A F1B) JEAT Ab 3 I A W00 21 5035, X 3K B 1-3466 X IGF-1IR %
BRI ESIMER . 24 1-3466 5 IGF1 5 TGF2 — s I, WO 30 5 B /45 5 1 R AL
[r5e 2l (JKIE 5, B A R B) o 4 FHAE IR B4 U 9G4 PLiAXT IGF1 Bl 1GF2 531K
R A EFTVER (JkiE 6, K AFIB) .

[0276] L2 1-3466 A IGFL B TGF2 Y HT29 40 J iy RIFEHD v (&l 5A i
BB) o IXLEZE AL St 2 rhRIA B g5 R 3, SE) 2 B T 1-3466 REfS M IGF-IR B
IGF1 1 IGF2,

[0277]  SEJfifs] 5 : IGF—IR [ LAY AL P FRRIE 5T

[0278] ik FACS 43 Mk 23 #r P0 AL T B At o 3 FH BRAE W) 2240 9 PT TGF-TR H3g FE LA (Mab)
(LLJSHFR A 12B1 Mab) LA 53K B 1-3466 HUA T U S35 RIS [ 28 A R 5 4k SE e
AT, 51N 9G4 Mab VE WAL B 7EBATT I SEE & P il s X P R bk . H IR C g Ak
YA 16 MCP=T7 41 g 4ok B AP 4 e B0 1 1 X 10° A4l e B2 Fl 1 96 FLAR 1Y) FACS 2%
M. {8 37°C, H IGF1 (50ng/ml) 5 FH 30 1 g/ml [ 1-3466.9G4.mIgGl 0 & AR 4 />
in

[0279]  FRJHA] FACS Z2iPy@is & 40 M A ke e TGF-TR FRIA AR

[0280] Bt J5iE R AN MU Ik IF HRF 20 1 g/ml AR AL 12B1 MAD INAAR H . A ikE 552
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RNALTTAE 4°CHFE 30 43805, 72 4 CIEVEAI IR 3 ORI IS INBESE I E Alexa Fluor ®
488 { B4 (Molecular Probes Europe BV,Leiden,Netherlands) BEAT 44, Xf T FRAARIR
B A Z AL 12B1 FlgEsEf 25 Alexa Fluor ® 488 B YL@ 4l i Br, BAMNIIA T
MBI PEAL T )P R

[0281] 3% 3 7R, fEMF T 4 /M5, T-3466 T EOM MCF-7 A1 HT29 40/ b TGF-TR ¥ 4.
M5 964 Mab (AR AN ) — I E I, BeA W2 .

[0282] 3 3

[0283] NV H] 1-3466 HLiAK) IGF-IR KIPIAL / BEAE e

[0284]  A- NALIAER

[0285]
M ZE ID #5501 Mab  |MFT 12B1-mIgG1l %, 1k
MCF-7 PBS 247
9G4 226
1-3466 31 86
HT29 PBS 69
9G4 63
1-3466 42 33

[0286]  B- P&fi i

[0287]
i Z ID (Koo /) Mab  |MFI 12B1-mIgGl % , [ ik
MCF-7 PBS 112
9G4 105
1-3466 37 65
HT29 PBS 34
9G4 48
1-3466 23 52

[0288]  SLjfiifs] 6 :1-3466Mab %f DU145. SK-ES—1. HT29. A549 Fl MCF-7 S A% 4 o spg e A
[0289]  JgHRFT 1-3466 HL AT 74 P i 2L A I35 M, NV B b S PR fE i e 1578 < ANAK
00T M M ) DUL45 BT 2 RS B TALJBS SK—ES—1. &5 i 988 HT29. 3k /N 41 o Jifi 58 A549 F1F,
Je MCF-7. At H K, X DU-145, SK-ES-1. HT29. A549 F1 MCF-7, 43 I F 2X10°.5X 107,
5X10° 10X 10° 15X 10° A4l Jia Xt 6-8 J& (e 1 T B B B 1EAT B2 Ry o 6T DU-145
FH SK-ES-1, fEANMF 51 5 24 /B, A 200 w g IR A4 BT AR AL EE /)N B

[0200]  — TR ACFPIIK. KT HT29, 48 (A FRIA B 49-59mm” B FFAA AL HE, — & 3 I
H 0. bmg AL BT AN /N BRIEAT IR P 3 55

[0291]  Xf T A549, IR W1 LA AR AT 38-43mm’, X T MCF—7 K36, B 4 46 1A FRLAE A B FF
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SIS A 42-59mm’ s — JEl— RPN IR AR R DL AT U s /6 X K
FE X R X EE

[0202]  [&] 6A—6E 7 AR AEAR BT A4 St 150 7 &5 2R, AR W] 1-3466 BE B A i) 5 Fir
S 56 4 1 2R X N e AR

[0293]  Sujfids] 7 - A4k 1-3466 TGl HLAALK] vl il 2 AL 4F

[0294]  PCR 43 AL B 1-3466 52 BEFNEBE 4L 24 A O] A2 X, I ro b R PiikRILE,
P, BTl 8k 4 A N « FTEEBE 161 fHE X . PCR 5I¥EH 36 MR,
15 MZTFRH T 58 AES ABEX SN (IN-Fusion) B K 21 MEHBRH T 574
IR K. TRV IR A B unE

[0205]  FH TH2BER AR X bef% -

[0296] IF- AJE4L 1-3466-LCK-F (SEQ ID No. 21)

[0297]1  [5° —ACAGATGCCAGATGCGACATTGTGATGACCCAGTCC] ,

[0298]  IF- AJE4L I-3466-LCK-R(SEQ ID No. 22)

[0299]  [5° —TGCAGCCACCGTACGCTTGATCTCCACCTTGGTGCC] ,

[0300] HH T EREA[AZIX 5o % -

[0301]  IF- A5tk 1-3466-HCG1-F (SEQ ID No. 23)

[0302]  [5° —ACAGGTGTCCACTCGGAGGTGCAGCTGGTGGAGTCT],

[0303] IF- A5tk 1-3466-HCG1-R(SEQ ID No. 24)

[0304]  [5° —GCCCTTGGTGGATGCGGAGGAGACTGTCACCAGGGT]

[0305] I BmtI F Fspl JHALERAR, AT B LM EAL . ARYE B85 R 4 1 7 R SE il & Y
M. (In-Fusion reaction) . I LI FE0IE A5 bl o N FH B8 A F8E R DNA B2 4 A IR
293 4. WS A T WP RIE FREL IR AA . NV SR A A/G MR AL BT R IRk 4, LA
JAE PBS HiZE T d8 T 0D280nm A i 85 [ FUAK T JF il i i JR AR IR JiL SDS-PAGE 43 #fr 4l
E (K9,

[0306]  Sujfiifs] 8 - Atk 1-3466 TGl HLAALK] BIACore 43T

[0307] W &HIAL KL

[0308]  BIAcore T100 {X#% CM5 AEMfL s &5 Fr « HBS-EP 2P« LERZZ M (pH 5) «H
FIR -HC1 e (pH 1. 5) AR ECIA )& #K B BIAcore (Upsala, Sweden) » LA 1gG Fc
sk H Jackson ImmunoResearchlLaboratories Inc. (West Grove, USA), n] ¥t A S &kt
ERKAT -1 324K (hIGF-1R) Mu4h&hfgik (ECD) 2K H R&D Systems (Minneapolis, USA) .
[0309] Biacore &

[0310] 7 25°CLL 40 1 1/min WYL LI A i3 . i+ BIAcore JlE ( WLKE] 10), %
HEASEFH U BH KT N FH AR IR 7 i Bt TeG-Fe Hifk (50w g/ml, ¥ T LBRGZ M, pH 5)
[ 5 70 R T LA SRR AL RS S | (OMB) o 11042 F1 11111 FE¥R AL (RU) MIHL TG Fe T
o WERE TSI (Floweells, FC) 1 F1 3 F. UL 5w g/ml RIMREEI A IS (I 404L Mab
Fike T 0. 5% P20, HBS—EP Z2hyi, 4y 5F 22 FC3 F LLiL 3 500-1000RU. W FH FC1 1E 4
S, RS (specific signals) XN T1E FC2 %) FC1 FRkHE 5 ER. 1E
90 FLIIIE], LA 5 P AEKEE (100.50.25,12. 5 Fi1 6. 25nM) VE5H% T 0. 5% P20, HBS-EP 42+
WM CRIHEPE hIGP-IR, R M4 T8 365kDa) » MIE T 0. 5% P20, HBS-EP 2% i (1)
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W £ R A X IR FE ) o AE 10 43 BP AT, Bl 2> BT iR B o B . IETEAR R 450 RS T
YES . (Running buffer) YEAXU M. FEAMEHM (Pifk +hICGF-IR VEYT ) J5, it yE g
20-45u 1 A HZ IR -HC1 2tk (pH 1. 5) A8 P ANmshib AR A o SXAE A2 2 DA 2B P 4
e 1 A AR 1K) Mab A Mab/hIGF-1IR B 44 .

[0311] %55&

[0312] 3 sl i ik 455 I 125 2 40k, ATk, R AE Mab A Y54k 1-3466 5 73 14 hIGF-IR-ECD
(&G . IR SRS AR E A AR T PR S 5 (KD) o 7E R 4 PR
TEE 11 A SRR N T AN [F] 43 Bk B 4% s 45 AR 1

[0313] %4

[0314]

IGF-TRAbs ka(1/Ms)  [kd(1/s) KD (M)

IgG1l HI3466 1. 84E+05 6. 29E-05 [3. 42E-10
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3l
<LL0> BZIR IRyEAR IR 2/ )
FIRINE 24 o 4% 7T
YREEF « BHRILIE

<120> ¥t IGF-TR HAARFIH A 14
<130>D23693

<150>FR 05/07829
<{151>2005-07-22

<150>US 60/701, 622
<{151>2005-07-22

<160>24
{170>PatentIn version 3.3

<210>1
<211>17
<2125PRT
<213> /i,

<400>1

Lys Ser Ser Gln Ser Leu Leu Asp Ser Arg Thr Arg Lys Asn Tyr Leu
1 5 10 15

Ala

<210>2
<211>6
<212>PRT
<213> /MR

<400>2
Asn Asn Tyr Ile Met Ser
1 5
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<210>3
21157
<212>PRT
213> 7,

<400>3
Trp Ala Ser Thr Arg Glu Ser
1 5

<210>4

C211>17

<212>PRT

213> /MR

<400>4

Thr Ile Ser Gly Gly Gly Ser Tyr Thr Phe Tyr Pro Asp Ser Val Lys
1 5 10 15
Gly

<210>5

21128

<212>PRT

213> /M,

<400>5
Lys Gln Ser Tyr Asn Leu Phe Thr
1 5

<210>6
<211>20
<212>PRT
213> 7,

<400>6
Asn Gln Leu Leu Thr Gly Met Ile Asn Pro Leu Thr Thr Pro Arg Ala
1 5 10 15
Trp Phe Thr Tyr
20
<210>7
C211>112
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<212>PRT

213> /i,

<400>7
Asp Ile
1

Glu Lys

Arg Thr

Ser Pro
50

Pro Asp

65

Ile Ser

Ser Tyr

<210>8
<211>129
<2125PRT

Val

Val

Arg

35

Lys

Arg

Ser

Asn

<213> /i,

<400>8
Glu Val
1

Ser Leu

Ile Met

Ala Thr
50

Lys Gly

65

Leu GIn

Thr Arg

Met

Lys

Ser

35

Ile

Arg

Met

Asn

Met

Thr

20

Lys

Leu

Phe

Val

Leu
100

Leu

Leu

20

Trp

Ser

Phe

Ser

Gln
100

Ser

Met

Asn

Leu

Thr

Gln

85
Phe

Val

Ser

Val

Gly

Ser

Ser

85

Leu

Gln
Asn
Tyr
Ile
Gly
70

Ala

Thr

Glu
Cys
Arg
Gly
Ile
70

Leu

Leu

Ser
Cys
Leu
Tyr
55

Ser

Glu

Phe

Ser
Ala
Gln
Gly
55

Ser

Arg

Thr

Pro
Lys
Ala
40

Trp
Gly

Asp

Gly

Gly
Ala
Thr
40

Ser
Arg

Ser

Gly

Ser
Ser
25

Trp
Ala
Ser

Leu

Gly
105

Gly
Ser
25

Pro
Tyr
Asp

Glu

Met
105

37

Ser
10

Ser
Tyr
Ser
Gly
Ala

90
Gly

Asp
10

Gly
Glu
Thr
Asn
Asp

90
Ile

Leu

Gln

Gln

Thr

Thr

75

Val

Thr

Leu

Phe

Lys

Phe

Ala

75

Thr

Asn

Ala

Ser

Gln

Arg

60

Asp

Tyr

Lys

Val

Thr

Arg

Tyr

60

Lys

Ala

Pro

Val

Leu

Lys

45

Glu

Phe

Tyr

Leu

Lys

Phe

Leu

45

Pro

Asn

Met

Leu

Ser

Leu

30

Pro

Ser

Thr

Cys

Glu
110

Pro

Asn

30

Glu

Asp

Thr

Tyr

Thr
110

Ala
15
Asp

Gly

Gly

Leu

Lys

95
Ile

Gly
15

Asn

Trp

Ser

Leu

Phe

95
Thr

Gly
Ser
Gln
Val
Thr
80

Gln

Lys

Gly
Tyr
Val
Val
Tyr
80

Cys

Pro
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Arg Ala Trp Phe Thr Tyr Trp Gly Gln Gly Thr Leu Val Thr Val Ser
115 120 125
Ala

<210>9
<211>51
<212>DNA
<213> /R,

<400>9

aaatccagtc agagtctact cgacagtaga acccgaaaga actacttgge t 51

<210>10
<211>18
<212>DNA
<213> 7,

<400>10
aataactata tcatgtct 18

<210>11
<211>21
<212>DNA
<213> /N,

<400>11
tgggcatcca ctagggaate t 21

<210>12
<211>51
<212>DNA
<213 /M

<400>12
accattagtg gtggtggtag ttataccttc tatccagaca gtgtgaaggg a 51

<210>13
<211>24
<212>DNA

38
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213> /M,
<400>13
aagcaatctt ataatctgtt cacg 24
<210>14
<211>60
<212>DNA
213> /M,
<400>14
aatcaattac ttactgggat gatcaatccc ctgactacgce ctagagectg gtttacttac 60
<210>15
<211>336
<212>DNA
213> /MR,
<400>15
gacattgtga tgtcacagtc tccatcctcece ctggetgtgt cagcaggaga gaaggtcact 60
atgaactgca aatccagtca gagtctactc gacagtagaa cccgaaagaa ctacttgget 120
tggtaccagec agaagccagg acagtctcct aaactgetga tctactggge atccactagg 180
gaatctgggg tccctgatcg cttcacagge agtggatctg ggacagattt cactctcacc 240
atcagcagtg tgcaggctga agacctggeca gtttattact gcaagcaatc ttataatctg 300
ttcacgttcg gaggggggac caagctggaa ataaaa 336
<210>16
<211>387
<212>DNA
213> /MR,
<400>16
gaagtgatgce tggtggagtc tgggggagac ttagtgaage ctggagggtc cctaaaactc 60
tcctgtgecag cctetggatt cactttcaat aactatatca tgtcttgggt tcgceccagact 120
ccggagaaga ggctggagtg ggtcgecaacc attagtggtg gtggtagtta taccttctat 180
ccagacagtg tgaagggacg attctccatc tccagagaca atgccaagaa caccctgtat 240
ctgcaaatga gcagtctgag gtctgaggac acggccatgt atttctgtac aaggaatcaa 300
ttacttactg ggatgatcaa tcccctgact acgcecctagag cctggtttac ttactgggge 360
caagggactc tggtcactgt ctctgca 387
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<210>17

211>112

<212>PRT

213> NLJP5

<220>

<223> NEALHUIA, FehE

<400>17

Asp Ile Val Met Thr Gln Ser Pro Asp Ser Leu Ala Val Ser Leu Gly

1 5 10 15

Glu Arg Ala Thr Ile Asn Cys Lys Ser Ser Gln Ser Leu Leu Asp Ser
20 25 30

Arg Thr Arg Lys Asn Tyr Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln

35 40 45
Pro Pro Lys Leu Leu Ile Tyr Trp Ala Ser Thr Arg Glu Ser Gly Val
50 55 60

Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr

65 70 75 80

Ile Ser Ser Leu Gln Ala Glu Asp Val Ala Val Tyr Tyr Cys Lys Gln

85 90 95

Ser Tyr Asn Leu Phe Thr Phe Gly Gly Gly Thr Lys Val Glu Ile Lys
100 105 110

<210>18

<211>129

<212>PRT

213> NLF¢3

<220>

<223> NJgALHirk, EhE

<400>18

Glu Val Gln Leu Val Glu Ser Gly Gly Asp Leu Val Gln Pro Gly Gly

1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Asn Asn Tyr
20 25 30

Ile Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val

35 40 45
Ala Thr Ile Ser Gly Gly Gly Ser Tyr Thr Phe Tyr Pro Asp Ser Val

40
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50
Lys Gly Arg Phe
65
Leu GIn Met Asn

55
Ile Ser Arg Asp Asn Ser
70 75
Leu Arg Ala Glu Asp Thr
90
Leu Thr Gly Met Ile Asn
105
Tyr Trp Gly Gln Gly Thr
120

60
Lys Asn Thr Leu Tyr
80
Ala Val Tyr Phe Cys
95
Pro Leu Thr Thr Pro
110
Leu Val Thr Val Ser
125

Thr

Ser
85
Thr Arg Asn Gln Leu
100
Arg Ala Trp Phe

115

Thr

Ser

<210>19
<211>336
<212>DNA
Q213> N7

<220>

<223> NJEALPUIK, Bk
<400>19

gacattgtga
atcaactgca

tggtaccagc
gagtctggeg

tgacccagtc
agtcctccca
agaagcctgg
tgcctgacceg

atctcctecee
ttcacctttg

tgcaggctga
gcggeggeac

<210>20
<211>387
<212>DNA
Q213> NTJF4

<220>
<223> NJEALPUIK, B

<400>20
gaggtgcage tggtggagtce
tcectgtgetg ccectetggett

cctggcaagg gcctggagtg
cctgactctg tgaagggccg

ccctgactcee
gtccetgetg
ccagcceccce
gttctcetgge
ggatgtgget
caaggtggag

tggecggegac
caccttcaac
ggtggccacce

gttcaccatc

ctggctgtet
gactcccgga
aagctgctga
tctggetetg
gtctactact

atcaag

ctggtgcage
aactacatca
atctctggeg

tceegggaca

41

ccctgggega
cccggaagaa
tctactgggce
gcacagactt

gcaagcagtce

ctggcggete
tgtcctgggt
gcggetecta

actccaagaa

gcgggecace
ctacctggcce
ctccacccegg
caccctgacce

ctacaacctg

cctgeggetg
gcggcaggcece
caccttctac

caccctgtac

60

120
180
240
300
336

60

120
180
240
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ctgcagatga actccctgeg ggetgaggac acagetgtet acttctgecac ccggaaccag 300
ctgctgacag gcatgatcaa cccccectgacce acccecceeggg cctggttecac ctactgggge 360
cagggcaccc tggtgacagt ctcctec 387

<210>21
<211>36
<212>DNA
213> NTJF4

<220>
<223> NJEALPUR 1-3466 FEREY B9 K IF- AJ54L 1-3466-LCK-F 5|4

<400>21
acagatgcca gatgcgacat tgtgatgacc cagtcc 36

<210>22
<211>36
<212>DNA
213> NTJF4

<220>
<223> NJsALHifk 1-3466 Y HE1F TF- AL 1-3466-LCK-R 5|4

<400>22
tgcagccacc gtacgettga tctccacctt ggtgee 36

<210>23
<211>36
<212>DNA
213> NTJF4

<220>
<223> NJEALPUIK 1-3466 ERHEY W) IF- AJE4L 1-3466-HCGL-F 5|4

<400>23
acaggtgtcc actcggaggt gcagetggtg gagtcet 36

<210>24
<211>36

42
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<212>DNA
213> N L4

<220
<223> NJEAL PR 1-3466 EHEY HEH) IF- AJE4L 1-3466-HCG1-R 5|4

<400>24
gceettggtg gatgeggagg agactgtcac cagggt 36

43
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o Ptyr
BD Transduction Labs PY20

o IGFIRp
Santa-Cruz sc-713

o Ptyr
BD Transduction Labs PY20

o IGFIRp
Santa-Cruz sc-713
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1* * 44 # #
,]\g‘ I-3466 LCVR DIVM3QSPSS LAVSAGERVT MNCKSSQSLI, DSRTRKNYLA WYQQKPGQSP
P06313 DIVMTQSPDS LAVSLGERAT INCKSSQSVL YSSNNKNYLA WYQQKPGQPP
VKII 3-1-(1) 011 DIVMTQTPLS LPVIFGEPAS ISCRSSQSLL DSURGNTYLD WYLQKPGQSP
A4k I-3466 LCVR DIVMTQSPDS LAVSLGERAT INCKSSQSLL DSRTRKNYLA WYQQKPGQPP
$ox ok * * # #*#
,J\& I-3466 LCVR KLLIYWASTR ESGVPDRFYG SGSGTDFTLT ISSVQAEDIA VYYCKQSYNL
P06313 KLLIYWASTR ESGVPDRFSG SGSGTDFTLT ISSLQAEDVA VYYCQQY¥DTY
VKII 3-1-(1) 011 QLLIYTLSYR ASGVPDRFSG SGSGTDFTLR ISRVEAEDVE VYYCMORIRE
Aﬁﬂg I-3466 LCVR KLLIYWASTR ESGVPDRFSG SGSGTDFTLT ISSLQAEDVA VYYCKQSYNL
*4 4 113
,]~§, I-3466 LCVR FTFGGGTKLE IK-
P06313 PTFGGGTKVE IKR
VKII 3-1-(1) 011 by
A B4k I-3466 LCVR EFGGGTKVE IKR
1 * oKk ok 4§ # # # 50
:J\g, I-3466 HCVR EVWMLVESGGD LVKPGGSLRL SCAASGFTFN NYIMSWVRQT PSKRLEWVAT
BAC02119 EVQLVESGGD LVQPGGSLRL SCAASGFTFT NYAMSWVRQA PGKGLEWVS®
VH3 1-3 3-30 QVQLVESGGSE VVQPGRSLRL SCAASGETFS SYGMRWVRQA PGKGLEWVAY
A B4 1-3466 HCVR EVQLVESGGD LVQPGGSLRL SCAASGFTFN NYIMSWVRQA PGKGLEWVA_'I_‘
oL * * ¥ 4
:]\g‘ I-3466 HCVR ISGGGSYTFY PDSVKGRFSI SRDNAKNTLY LOMASLRSED TAMYFCTRNQ
BAC02119 ISGSGHSTFY ADSVKGRFTI SRDNSKNTLY LOMNSLRAED TAVYYCAKDY
VH3 1-3 3-30 ISYONGSNRYY ADSVKGRFTI SRDNSKNTLY LOMNSLRAED TAVYYCAXK
A4k, I-3466 HCVR ISGGGSYTFY PDSVKGRFTI SRDNSKNTLY LQOMNSLRAED TAVYFCTR&
101 129
,]\g‘ I-3466 HCVR LLTGMINPLT TPRAWFTYWG QGTLVTVSA
BAC02119 RIRIWLGw o~ ~DEYYFLHYWG QGTLVTVSS
A B4 I-3466 HCVR LLTGMINPLT TPRAWEFTYWG QGTLVTVSS

& 8
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SNEBEEHE Espacenet  SIPO

BEOF)

FERASRIFHNHG  HEBERMEE AR ERERKE FIZE(FG-
IR)o ARAEBFEXLERFENGYHRR , FRRZY AT IpA R/
AT AL B RIGFIR/HIGF2RIE . I RAIGF-IRWEE, NESARZE
A RAEERVEARR , AR AT 2 SIGF-IRF/IGF-I/BR & 2%
EEAIREMRXERN T ER AT =,

patsnap

2014-07-23

2006-07-21

C07K16/28 CO7K16/46 C12N5/20 C12N15/13 C12N15/63 A01K67/027 C12P21/08 A61K39/395

C07K2317/24 CO07K2316/96 A61K2039/505 C07K16/2863 A61P17/06 C07K2317/73 CO7K2317/76

A B
cpm cpm
EX T 1449 ErTA 1877
IGF1 50 ng/ml 67356 IGF2 100 ng/ml 39541
7G3 0,0097 pg/ml + IGF1 72144 7G3 0,0097 pg/ml + IGF2 60902
7G3 0,0195 pg/mi + IGF1 63200 7G3 0,0195 pg/ml + IGF2 67617
7G3 0,039 pg/ml + IGF1 53391 7G3 0,039 pg/ml + IGF2 56688
7G3 0,078 pg/ml + IGF1 56523 7G3 0,078 pg/ml + IGF2 60787
7G3 0,156 pg/ml + IGF1 46147 7G3 0,156 pg/ml + IGF2 9111
7G3 0,312 pg/ml + IGF1 54582 7G3 0,612 pg/ml + IGF2 48619
7G3 0,625 pg/ml + IGF1 53000 7G3 0,625 pg/ml + IGF2 51277
7G3 1,25 pg/ml + IGF1 58341 7G3 1,25 pg/ml + IGF2 54369
7G3 2,5 pg/ml + IGF1 51107 7G3 2,5 pg/ml + IGF2 53564
7G3 5 pg/ml + IGF1 45938 7G3 5 pg/ml +IGF2 54188
7G3 10 pg/m! + IGF1 34391 7G3 10 pg/ml + IGF2 55125
1-3466 0,0097 pg/ml +IGF1 63047 1-3466 0,0097 pg/ml + IGF2 45066
1-3466 0,0195 pg/ml + IGF1 56376 1-3466 0,0195 pg/ml +IGF2 43890
1-3466 0,039 pg/ml + IGF1 48403 1-3466 0,039 pg/ml + IGF2 31063
1-3466 0,078 pg/ml + IGF1 38986 1-3466 0,078 pg/ml + IGF2 27852
1-3466 0,156 pg/ml + IGF1 33595 1-3466 0,156 pg/ml + IGF2 18115
1-3466 0,312 pg/ml + IGF1 27966 1-3466 0,312 pg/ml + IGF2 13708
1-3466 0,625 pg/ml + IGF1 17166 1-3466 0,625 pg/ml + IGF2 9400
1-3466 1,25 pg/ml + IGF1 10791 1-3466 1,25 pg/ml + IGF2 7465
1-3466 2,5 pg/ml + IGF1 8281 1-3466 2,5 pg/ml + IGF2 6210
1-3466 5 pg/ml + IGF1 5721 1-3466 5 pg/ml + IGF2 6128
1:3466 10 pg/mi + IGF1 6823 1-3466 10 pg/ml + IGF2 7427
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