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HER KK

BHZ KA 4 7T
Fry3% 38 T

WEIFS 31
B 23 1T

(54) REAEFR

PLIGP-T 2 AT
(57) %

AR SRS R ERE T -1 %
ESIDEIRESNNT U IR ENE ST XA IREN IRV R=
TGN 5 40 i B GTE BUR R IER), E 1]
FIFET TGF-T TGF—TT A I 7% o fit /88 40 i 2 KA
A7 BN, I BEATSE R EAMEAE B s
B Ui S FL R BT LU 3R 9T T6P-T 2463K
IEACET L IR, U, S5, i, AT AR
T, BN SRR, T R R AR AR R, BT IR AT AR T AR
W T TOF-T B2 ARSRIE K- T e (4 Jif 88 14 12 W T
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1. 5 EFEARKRE T -1 24K (IGF-1R) K545 & Ptk el R A1 45 &hiik /B Hop
FIT iR BT R BRI Fr B PR 52 AR 5 B3, F B SS5 E X P IR 52 (R Je sh fva v 31 H
P iR PR sl R AL &5 G Piih Bt d 20— D ERE A AR XA 2 /b — AR AR X, Horp
BTk ERE R AR X B A 3 SEQ 1D NO -7 SEQ 1D NO :13 i 7n R FE/R 751, Horb prid 4 5%
T[4 X HAT % H SEQ ID NO :8.SEQ ID NO :9.SEQ ID NO :10.SEQ ID NO :11 ¢ SEQ ID NO :
12 FiR IR A, Pk i B A 5e BEP TR IR T B v e X .

2. BURIEESK 1 rhidiik s i By, o Brid Bk slibi i i Bt R i s .

3. BURIEESK 1 rh ik s fb i By, Ho rik Bk sl g i Bo AN JE A6 T o

4. HIRBEHEERKET -1 245 R 46 PR BGER AL 256 Ptk b B o ik i$i
PR BB BEREAE H) )9 0 40 M AE A KB A7 A8 i B AR OB I 80 %, T IR AR K
B S B KE T -1 R SR RKE T 11, 9 B prid ik s R AL 454
Lk B 2 b — AN ERE R AR X 2 b — MR R AR X, A TR ERE R AR X AL H
SEQ ID NO:7 B( SEQ ID NO :13 2R, Horh ik s n ZF X A% H SEQ 1D
NO :8.SEQ ID NO :9.SEQ ID NO :10.SEQ ID NO:11 8% SEQ ID NO :12 BRI LM E4), f
R B A e B UA I T BAMEHROE X

5. BUMIELSK 4 th itk slchi b i B, i Brid iRy s hE 40 B2 A\ S8 40 i o

6. BOHIE SR 1-5 A5 — TP he iR skd ik v B, Kb Brid i B R ] 42 X B SEQ 1D NO -
7 TR BRI .

7. BRI EESR -1-5 A& — I K Hi AR spi ik i B, Horp Bk () Bk n] A2 X 43 SEQ 1D
NO : 13 PR 2 5741

8. BUME SR 1-5 A — T rp FT AR slp i v B, Hrh BT ik i 42 5 m] 42 X BT SEQ 1D NO -
8 TNz IR T 41 o

9. BOFIESK 1-5 A — I Idu AR s i i By, Horp ik (T A2 X 2 A SEQ 1D NO -
9 s AR T .

10. BUREL SR 1-5 4F— TP (TR sbi th v By, Soh ik i i s v A2 X BA SEQ 1D
NO : 10 Fron iz ZE 1R 741 o

11 BUREE SR 15 4F— TP (BT AR st v B, Homh ik i i 55 mT 22 X 2 SEQ 1D
NO :11 BRIz ZE 1R 741 o

12. BUORE SR 1-5 AF— I AR s B sy B, o ik R s v A2 X HA SEQ 1D
NO : 12 PR 2z ZE 1R 741 o

13. —Fh 2y &4, HAFERCR B R 1 R BURE BT BN 255 b 852 ik

14, —P{EEY), HALHE 5 40 M55 PR R AH S BRI 2K 1 ke B

15, BUFZE K 14 B4, oo prads i 40 i 25 1 1500k B 26 B &= 38, BAZ LA
CC-1065.

16. — 2520 54, HAFERCRE R 15 J BB RN 255 Tl 3522 I3 4k .

17, —Fr2 Wil fl, LA RERCR)EE K 13 SRR EE K 16 2054, JLrh it il Ptk Bt
&R B bR o

18. BUHE K 17 FR2Wrasn, oo Brid ibrac 8 B8O AR, 26, A A, B
RIS RS T
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19, — P il 40 M A=A I PR A0 J7 v B0 HEH I 1 40 i 5 BCR) R 1 BRI
A B i

20. BOFIESK 1 BB BB F BOAE il 26 TR 97 A e i) S 2 h i &

21. BURIELR 20 TR I, BTk 25— P s 0 TR .

22, BURELSR 21 g g, Forb Bl (1936 97 ) 40 e 2 MR

23. BUFIER 14 BB BADAE S 1 T697 B REN BB AP v &,

24. BOFIEESR 20 HR i ag, Sorb Pl IR e 1 19 LIRS 25 e, B0 S8, 1 AR, 3
Teer s B0 BRI M, i R A 980 R Tk e o

25. BRIELSR 17 (2 Wi e il 2% FH T 058 o0 A e 2 iR 8 AT 2 Wit 259
in)aEhe

26. BOFIEESK 25 rh A, Forb il i i e BRSNS , 25 e, O S8, 1 AR, B 3
Terr s BU GRS, Jilises , 1 A 980 AR IR e o

27. SR FEFAERKRE T -1 208 5456 10 R ks R A s &huik 7 B s
LU DR -

(a) $EAEERADPUIR TR 207 45 & Bk A BLR DNA, AT Hrik ol & A7 45 AP ik i B S5 5
FFEAERKE T -1 %24 (I6F-IR) ¥ R4 &, K ik FIPuRsETs i BOE ik Z 7R 1455t
3], H HLSE 5B TR Z AR TC R E Y, iR PiUABER L g Ak BAa S 20— E
BN AR R 2 D — AR BE T AR X, oA TR ERE AR X HAA 1E H SEQ 1D NO =7 5 SEQ 1D
NO : 13 iR LI T, b Tl &5 m A5 X HAT % 19 SEQ 1D NO :8. SEQ ID NO :9. SEQ
ID NO :10.SEQ ID NO :11 8¢ SEQ ID NO : 12 FioR & IR 741, BTk B BeS A se 3BT i
A HAMEPEX

(b) ¥ 2 /D— AR, MIBR B3 N T ANZEFTIA I DNA A, 3XFE H BTIA Y DNA 465
[ TR PR BT B 2RI 7 A B T

(¢) FIXFTRMIBUARSHA A B

(d) Wi HA i o B 19 B i iy IS B AR b Rl B, F Gl 4% I i 1 e R b Ak sk
ik B

28. BURIEESR 27 rh BT R BT i B, o Tl (19 05 R A2 XS TGF-1 52 7R 9 216 R 386 o

29. BUOMZESK 27 B A BETAR Y B, Horb Irad i 22 /b — AN R 578, o Bl dd A
SRR IE A R AR R CE AR A S A, &5 AE, BB PCR, DNA L HEA
A5 FH R AT BT O 35 A5 1k

30. ZRSRRE SR 1-5 rh IR — NP EGL A i B 2 1R -

31. ZRBES BRI SR 1-5 th A — D IIPUARBEUA B B R B B R ] A2 X I 2 1%
.

32. FHABCRER 30 2RI AA

33. FHABCRER 31 HHIZ IR

34. BORVEESR 32 vh 48, Horb Bl I8 1 A2 RE A8 R I8 PR B AR B 14 B IR 1A 2K,
s

35. BUOFIEESK 33 Hp 481, Horb il I 28 1 A2 RE A8 3R I8 PR B AR B 14 B IKI R 1A 2,
s

=

A~ W
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36. FHARIER T35 A B FE g bty , B0 5 o PTA-4457 FIZRAS IR 40 227 AR 1 R
Uik EM164, Hon] e e 45 G o B = AR AR -1 524K, Horr ik i 72 BT ik 2 AR (1) 45
G ?‘J ﬁﬁﬁﬁﬁ@x%%{%ﬁjﬁﬂér o

- AR T S8 [ i A B R AR 0, B A0S O PTA-4457 [ 2% A 83 41 il 22 7= AR 1)
EM164 mitlj (RN UG A B T ) KB AR BRIT IR P AR IR A7 45 5 Bk i B, LR St b 25
GRS AR 7 -1 24k, o Ik (R Pe R s ik i B Ik S2 AR 45 B0, B
RS2 R TE B P, Ferh Pl A4 B A IR & 2 b — AN E R ] AR X R A /D
— /NN R X, P TR ERE R AR X B H SEQ 1D NO 113,88 i1 92 R & LR T
B}, TR R RIAF X B A %6 SEQ ID NO :9-12.83-86.90.94.96 Fll 98 T 7~ [ 2 L8 741,
Bl I IR PR B 1 A AR & 2 b — DN E R X A D — AN R AR X,
WA R AR X HH R SEQ 1D NO (91 7R T4 2 4% E IR e b, R Pl e vl A2 X L
AL H SEQ ID NO :89.93.95 F 97 fiR /7411 2 12 H Bt , Horb Bk |y Be & e ik
(R AT HAMEHOEK

38. BMIZK 1 P PLiRsBT iR v B, Hrh BT i) IGF-1R J& A28 IGF-IR,

9. ZLATIE A0 M FR EM164, FLORGE 136 B M R R 2 R o0y, i 5 4 PTA-4457,

40. —MAEARS T A SR TR 07 SRR Tk 40 M 5 ACR EEK 1 TR Pk ek
Lok Bl

AL, —PAERSN T4 iE U T 7732, ARG Prds 40 i S5 BN 22K 36 di k)
Lk B

42. —PAEARSN T E U T 7732, FEEG P 40 i S5 BN 22K 37 di ik ek
Lk B

43, MRARBRIEISRK 40,41 BE 42 (%7535, Forp B ad (1) 40 o 2 Jes i 40 e o

44. WRAEBORE KR 1 p ok sihiis y B K prid ik siboids i BRR A & 5 T4
1) 22 /D — iRy

a) W] IGF-TR 4 M hgE, 1 HANBGE Tk (1) TGF-1R ;

b) T I35 A7 75 I 3 e 40 B ) AL K 2220 80 %

¢) 4ty IGF-IR, K, 2}y 0. 3X 10™M B /) 5

d) $H] IGF-T 5 TGF-1R 455

e) #Hl IGP-1 i@t IGF-IR /M FI4EffE 56

£) il IGF-1 %5 S 1GF-1R IR ;

g) il IGF-T F1 IGF-IT 4 J (K40 M A K FAETS

h) S5aAEMEEE TGF-1R &4, (EAS5 /R E G B EER IGF-IR &4 H1

i) F0iH) IRS—1, Akt F1Erk 1/2 V&AL

45. FRABEBFIE SR 44 FPTRsdi ik v B, Kb Brid gt ik slbi sy BOR A ik i pr ey
R

46. MARBRMZSK 1 PR sdtis v B Hih ik gtk sld ik v B

a) BPERRE N (Ig)Gl-4. IgM, IgA1-2, IgD Bk IgE 43 F, B HATAE 58

b) HBEEPUA . RREDUIA B Fab B F(ab’ ), BB ATAR DX EAR XL VH B VL sk
BREEDUA R B
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AT, EAHBNE R 32 BB AR fE E 40

48. EAHBUME K 33 BB AR fE 40

49. — Pl P IGF-IR PR BCR AL &5 & PUik i BO ik, WAERE & T RIEFTIE b
IGP-TR FUAR ST BRI 4 AF N IRBUMEER AT (0076 E 400, ISR FTiR T 1GP-IR Hifk
Sy B

50. — il Pl IGF-IR FUARBCR AL &5 PR BUW 5%, BREE & TR IZPTid$t
IGF-IR HTARBHTIR B4 B IO EEK 48 (145 140 e, JFCSR iRt TGF-TR Hifk
TR B
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U 1GF-1 Z ki

BRI

[0001]  [01] A& B e 5 NIR B A R -1 524K (IGF-1 %24k ) &4 Mditk. SR
PR U, AR B S nT P TGF-T S2 AR 40 B D BE BT TGF-1 2R $ifh. S5 B fkHh, 4<% B
W R AT A BT TGF-T, TGP=TT A Iy X 8 40 i A K R A7 38 I H Pk, eI Eskz
BEFEE . AR BRI K TR BTk i B, Frid ik i) A5 (humanized) F13E [ H44
(resurfaced) WITE, Tl BRI EIY) (conjugates) , PLANTAEY) (derivatives), FI'E
e 2 W, BEFCRTA T A B g o AR BE— 080 R et R Bk sl i By, ‘eI A
AR HUAR B  BE e 76 55— AN 7 T Ak B B gl Tl i /R By B ) 2 R AT IR,
DL &5 il 22 SR A% AT IR B4

BREA

[0002]  [02] BRI ZHFEAKE T -1 24k (I6F-1 24k ) &— MR YR ARG H,
HAMA4MA o BEFMAEEE B B, W B IERM B-a-a-B WA, HER
FEAEACH 7 —T (IGF-1) e iy 3= A ARG 7~ —TT (IGF-11) 1E MR ARl i TGF-T 52 4k ) 4
N AN S5 e s 2 3 3L b, AT B 40 e P ) I R g 4 R, 5 R 2 AR B R IR
& (autophosphorylation) FlJKAN BRI . TGF-T 524k 5 R 1% R 2K R JE, 46 B BE VI
IR £ K P A 84 % WY i FE R SUARBANE, 46 o BERAN M A1 & & 2F B 2R 1 4 b ek
A 48 % WIAR 7 HIAHMLYE (Ulrich, A. %%, 1986, EMBO, 5,2503-2512 ;Fujita-Yamaguchi,
Y. 25,1986, ]J. Biol.Chem. ,261,16727-16731 ;LeRoith,D. Z&, 1995, Endocrine Reviews,
16,143-163) o 1GF-1 52k KM (IGF-1 1 IGF-11) 7F K () AR B2 ok F vp oy
F e, BASLE IR AG K A, AR AR, 20 I S B R 40 1 23 A AR b i AR KRR E - (LeRoi th,
D., 2000, Endocrinology, 141, 1287-1288 ;LeRoith, D. , 1997, New England J. Med. , 336,
633-640) .

[0003]  [03]IGF-T A1 IGF-IT A] {F MLy A& A N - Wb s i R AR, lei e £ 8
IGF 45438 A LR A IRIERAFAE, TGP-T Al TGR-TT 38 W] 4 4 J il 7= A2 (1 55 23 W A [ 43
K F i EAEVER (Humbel, R, E. , 1990, Eur. J. Biochem. , 190, 445-462 ;Cohick, W. S. Fl
Clemmons, D. R. , 1993, Annu. Rev. Physiol. 55,131-153)

[0004]  [04]TGF-T SZ AR5 I\ Kb S AR Lk b Jed 40 i) ARG, 35 AL NG (Baserga, R. 5%,
1997, Biochem. Biophys. Acta, 1332, F105-F126 ;Blakesley, V. A. %£,1997, Journal
of Endocrinology,152,339-344 ;Kaleko, M. , Rutter, W. J. F1 Miller, A.D. 1990, Mol.
Cell.Biol,10,464-473) . [A I, O &0 %018 E Al S 2 1) iR 38 1 TGR-T 32 /KK P 52 1F
WKV e, B L 5 e, B SR, TR DA R A IR % (Khandwala, HOM. %%, 2000,
EndocrineReviews, 21,215-244 ;Werner, H. F1 LeRoith, D., 1996, Adv. Cancer Res. ,68,
183-223 ;Happerfield, L. C. %¢,1997, J.Pathol, 183,412-417 ;Frier, S. %%,1999, Gut,
44,704-708 ;van Dam, P.A. %%,1994, J.Clin.Pathol.,47,914-919 ;Xie, Y. %§,1999,
Cancer Res. ,59,3588-3591 ;Bergmann,U. 2§, 1995, Cancer Res. ,55,2007-2011) LKL,

6
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IGF-1 1 IGF-TT &7n m] LAAE Ay Eh A b J63 40 B 38 R0 22 93 28, T filifie, S0, 4
Wrle, B R FUE Fides (Ankrapp, D. P. Fl Bevan, D. R. , 1993, Cancer Res. ,53,3399-3404 ;
Cullen, K. J.,1990, Cancer Res.,50,48-53 ;Hermanto, U. %&,2000, Cell Growth &
Differentiation,11,655-664 ;Guo, Y. S. %%,1995, J. Am. Coll. Surg. ,181,145-154 ;
Kappel, C. C. %%,1994, Cancer Res. ,54,2803-2807 ;Steller,M. A. %%, 1996, Cancer Res. ,
56, 1761-1765) o X 48 JJ 83 A1 ik /83 40 M 2% mb ) 50 1 Al 3R 34y 7K P B TGF-T &) IGF-1T,
BT BLE 20 A B85 o WA AR A K (Quinn, Ko AL 58,1996, J. Biol. Chem. , 271,
11477-11483) .

[0005]  [05] WATHFHIFT L4 BoR, B R IGP-1 3K AKE (F 1GF 4548 (1 -3 IR
KB SIS, 25 i, B ALY A RS G I ¢ (Chan, J. M. 4§, 1998, Science,
279,563-566 ;Wolk, A. %%,1998, J. Natl.Cancer Inst.,90,911-915 ;Ma, J. %%,1999,
J.Natl. Cancer Inst.,91,620-625 ;Yu, H. %%,1999, J.Natl. Cancerlnst.,91,151-156 ;
Hankinson, S.E. %,1998, Lancet, 351, 1393-1396) » C.2247 B, 7] LUK A BRI 22
1GF-1 7K P83 1GF-1 32 PR Th RE I SRR B E (Wu, Y. %§,2002, Cancer Res. ,62,
1030-1035 ;Grimberg, A #1 Cohen P.,2000, J. Cell. Physiol, 183,1-9),

[o006]  [06]IGF-T %2 & W] fr 7 i & 40 M % = £ K Bl 7 6t Kk (growth
factordeprivation) , Wi EEAE K #i %k (anchorage—independence) BN M55 14 254 4b 22 B
SIHEIET. (Navarro, M. il Baserga, R. , 2001, Endocrinology, 142,1073-1081 ;Baserga,
R. 45,1997, Biochem. Biophys. Acta, 1332, F105-F126) » X HAZH 2732, HALRIH AT %
PER R EEA TGF-T S2 AL bk O 2 1 AR 3 4 4 7 Hh ke

[0007]  [07] 4, IGF-T SZAARIMS 2R 1251 PR E X TPi T AL PEAR =
2, (05 e 2 g 5% (01 Connor, R, %%,1997, Mol. Cell. Biol, 17,427-435 ;
Miura, M. %,1995, J.Biol. Chem. ,270,22639-22644) , i fl (&% AL TGF-T 32 /K 40
M N 15 5 R S S RS2 AR (IRS—1 FI TRS-2) [k 2 R AR I (K B R AL , ‘e A1 n]
HEBEILES —3— Wl (P1-3- 35 ) 84 (recruit) 2 b, PI-3 JE 1 45 & B lig =]
TEA L RIR ) SRR Akt, HE AR T8 A BAD, &R BB IR AL o AE TS IR AS
(Datta, S.R. , Brunet, A. Fl1 Greenberg, M. E. , 1999, Genes & Development, 13,2905-2927 ;
Kulik,G. ,Klippel,A. Fl1 Weber, M. J.,1997,Mol. Cell.Biol 17,1595-1606) . £F MCF-7 A
FUI AR TGF-T 2R M A 2253 245 5 5 42 PI-3- Wi, AU 225y RS E
I T A S AR DK BRRE 58 A T JRE PCL2 i P A TS A ' 7 2 PT-3— B AN A 22 73 24 R
AL B A B IE % (Dufourny, B. %%, 1997, J. Biol. Chem. ,212,31163-31171 ;Parfizas,
M., Saltiel, A. R. #l LeRoith, D.,1997, J. Biol. Chem.,272,154-161),

[0008]  [08] B4 fom, it ;x X (anti-sense) Mg N 1GF-1 3244 1] FAAR JL A i 97 41
JH 25 A0 A RIS Y SUM R 1, G R Z0R, s, O SR RS ST MO IR, i 2 41 e A
e 2l LA B (Resnicoff, M. 28,1994, Cancer Res. ,54,4848-4850 ;lee, C. -T. 24,1996,
Cancer Res.,56,3038-3041 ;Muller, M. %%,1998, Int. J. Cancer,77,567-571 ;Trojan,
J. %%,1993, Science, 259,94-97 ;Liu, X. %%, 1998, Cancer Res. ,58,5432-5438 ;Shapiro,
D.N. %,1994, J.Clin. Invest. ,94,1235-1242) . 1fjf H., #E#E, TGF-T SR B 1 AR
{& (dominant negative mutant) H] [FAKIL K IE [GF-1 2R 4L Rat—1 40 AEAR N 1)

7
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FUMRE MRS A K (Prager, D. 48, 1994, Proc. Natl. Acad. Sci. USA,91,2181-2185) .
[0009]  [09] K& IGF-T 524K mRNA [ e X 73 1) P9 48 e A e Stk AN sh A ik, 72269
P HUE (biodiffusion chambers) a4 KERTHT. . IXFWEALAF TGF-T SZ KRN —
R W51 ) BB ST #EFR, IX & A8 T aX AR AR 15, RUGE L #0) TGE-T 52 44 w] A5 b g 4 w45 1
A ST (Resnicoff, M. 2§, 1995, Cancer Res. , 55, 2463-2469 ;Baserga, R. , 1995,
Cancer Res.,55,249-252),

[0010]  [10] 7& e 40 f b4 IGF-T 32 AR Zh e ) o — A Sl N FH T TIGF-1 524K K5t
7, TR PiiA v 5 I6F-1 2 AR 4 oo 25 i ks &, FF il g it . #aIkiE, c&df 17 1L
Fh 2RI BT I6F-T Z AR K R so BB, HorhiAq 7 R sl B IR3 AT 1H7, &A1
(8 FH V228 JLAS TGF-T S2AKEIFGE A it i

[o011]  [11] NV FH JEE I 35 52 AR 1 350 43 b Ak 190 IR 8 75510k A e /N B, 7 AR I e M 45 & R
B2 R IGHLAR IRL, UL R HLAR TR2 FII IR3, iX P R & B H 4 TGF-1 524k (KR
R -C M) WARSEUTUE, (H A BE Tl 98 bl ve R i Z 2 A4, i b & H IR3 Bk (Kull,
F.C. %%,1983, J.Biol. Chem. , 258, 6561-6566) .

[oo12]  [12] i@ it FH 44K 1K) TGF-1 2 A4 Jify 48 il 351 e 3% /D B &t LHT Hidd, 7R IX AN 7%
R T ARSI B AR THT A1, 38 7 A =R R E B AR (L, S, -L. %%,1993, Biochem.
Biophys. Res. Commun. , 196,92-98 ;Xiong, L. 2%,1992, Proc. Natl. Acad. Sci. USA, 89,
5356-5360) o

[0013]  [13] 76— AMRIE, ik R IK Bk 19 TGP-T 52 AR 1R 4% 4% 313 il {592 /) B,
PAF—ZRIVEF RN TGF-T SZ2 A8 (R e M B AR se B PR, 1t 255 5a e iF 98 S HON IGF-T 5
By 313 40 &5 G A i SO EAT A 7 28 (Soos, M AL 5%,1992, J.Biol. Chem. ,
267,12955-12963) .

[0014]  [14] BAIUL, R IR3 Pifk 2 A4 T6F-1 52 M58 b i FH ISl e B, (Hefh
— B 5, B R N TGR-T 24K %6 4% 313 H1 CHO 40 i & 7~ A5 B4 &% 1 (agonistic
activity) (Kato, H. %%,1993, J. Biol. Chem. , 268, 2655-2661 ;Steele—-Perkins, G. N
Roth,R. A. , 1990, Biochem. Biophys. Res. Commun. , 171, 1244-1251) . [F¥E, 7ZEH Soos 2 A
TR B—FR 55, & B3I RIHk 24-57 1 24-60 HAERE Sy 313 41 fuh & s
WEME (Soos, M. A, 25,1992, J. Biol. Chem. , 267, 12955-12963) . J4&, #adi i IR3 HLikm[H)
il IGF-T ({HAR IGF-T1) 55340 rh Rk AR S & TR RS, B s AR ARSI
i TGF-T I IGF-TT 4|40 ffiu DNA & KK E J) (Steele—Perkins,G. Fl Roth,R. A. , 1990,
Biochem. Biophys. Res. Commun. , 171, 1244-1251) . 1R3 $i /4 ) 45 & 2 A7 4 Mk & 1
% -1GF-1 2R @) #E S ok, & IGF-1 24K 223-274 X1 (Gustafson, T.A. F
Rutter,W. J. , 1990, J. Biol. Chem. , 265, 18663-18667 ;Soos,M. A. %%, 1992, J. Biol. Chem. ,
267,12955-12963) ,

[0015]  [15IMCF-7 AL 40 i 5300 W 4 P AR A 2 40 i 25 ok BiE W A 41 TGF-1 A IGF-T1T ¥ 4E
K-y (Dufourny, B. %%,1997, J.Biol. Chem. ,272,31163-31171) , 7F MCF-7 4Hijfur, IR3
U AN5E 4 1l BH W 75 0 0035 1 4528 R SRR PEAS I TGF-T A TGF-TT A ISR A ) K 2
80% . 1M H., IR3 HLAARLE 10% I IALTE F H AR B S HFN &) (/T 25% )MCF-7 A e iy A=<
(Cullen, K. J. %,1990, Cancer Res.,50,48-53), {EAA%L, TR3 FUAANE LY 5 ¥4 ) MCF-7

8
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0 Mo A= B P IS FD IV 5 AR U9 B &5 R 30 AEAR Y, TR BRI b 2 AN BE B
SRR B P MCF-7 SR A M A2 K (Arteaga, C. L. 25,1989, J. Clin. Invest. , 84,
1418-1423) ,

[o016]  [16] rH T IR3 AIIHAh AR IE FIPTA IS IS Il ig 1, LA EATIAS B B 2 il bz
20 o 4 MCF—7 40 Ja 76 100375 SR 00 A B I A 34K 9 2 AR ARG (O BL T I8 (190 0375 SR BAS [R]
TETC M5 64 N AMEAR I TGF-T 8% TGF-TT FSRISVE ) BRI 7 S B ot B S 300 sl b2 4
L 0575 SR A A, (H LR B N 7 B S PR s R PR (R BT I BT TGR-T 2 AR BTk
[0017] R EHAEIA

[oo18]  [17] BRIk, AR B —N H R PR T Re 57 4 & 0 By AR AR KR 7 -1 2 AR JF i
RSP SZ A T D 52 R B 4l B T B, Uk BERIBUR AT AR, (A SR B
HARZSZ AR50 PE

[o019]  [18] BRIk, 7E5E— NS it /7 S, 324 T W PiIk EM 164, 7E M H AT 752 51
RAE, BRI BN B3 v X R 7 7, BB A B n] AR X (1 EE R cDNA J7 471, HE
CDR ( HAMEIX ) %5, R MR % e , Arf L DU E A AT RIE T B
[0020]  [19] £ X —AsLili 77 b, 3848 T BRI sk AL TR EM 164, 2oA ATk Bt
PRE L B R R T 3R AR B AR R RN S P g B DU B R S A BURR I . X
FiOANEAL BT B EML64 AHEL , 2E4E R V697 2 Wk g i i sE B k. AN TRAL IR BT
A EM164 (PR EZE MR 58 4 48 7, GG FLARRE RN FE B m] A8 X 25 B M R R 7)), sl
FHE R AR X ZE A1) DNA [ 41), CDR 1% 58 , FLER T S 25 1R 1 %8 e, FIL DL 20 8 kAT 3%
LT AT

[0021]  [20] 7E55 = A8 7 Srb, 38408 T — Mk, & Rets 70 A KB A e s oL R
ISl e oA A L ) AR AR I DR 4 80 %, Tk Iy i 7, i B A ARG IR -1 R 3
FEAERE 7 -1,

[0022]  [21] 7EESPUASSEHIE T S, 30t T —Fppuikelbu iy By, B EREFRI 8, Tk
FEHEAL B4y W HAT SEQ ID NOS :1-3 Hh 7 [l 2 FE B 41 (1) CDR

[0023] SYWMH (SEQ ID NO :1),
[0024] EINPSNGRTNYNEKFKR  (SEQ ID NO :2),
[0025]  GRPDYYGSSKWYFDV (SEQ ID NO:3) ;

[0026]  FTiREEBEAL S 7 BT SEQ 1D NOS :4-6 H i 7s (2 F= B2 FE 51 i) CDR -

[0027]  RSSQSIVHSNVNTYLE (SEQ ID NO :4) ;

[0028]  KVSNRFS (SEQ ID NO :5) ;

[0029]  FQGSHVPPT (SEQ 1D NO :6) .

[0030]  [22] 7E55 AANSEHE T S, et T hufk, HERE A 22k M 7415 SEQ ID NO -
7T PR AR YV EA 20 90 % KA [l (identity) -

[0031]  QVQLQQSGAELVKPGASVKLSCKASGYTFTSYWMHWVKQRPGQGLEWIGEINPSNGRTNYNEKFKRKAT
LTVDKSSSTAYMQLSSLTSEDSAVYYFARGRPDYYGSSKWYFDVWGAGTTVIVSS ~ (SEQID NO :7) .

[0032]  [23] [AIFE:, #& it TPk, R A M2 R P55 SEQ ID NO -8 R 22k
B 4 A 5220 90 % 1 R4 ] — Pk

[0033]  DVLMTQTPLSLPVSLGDQASISCRSSQSIVHSNVNTYLEWYLQKPGQSPKLLIYKVSNRFSGVPDRESG
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SGSGTDFTLRISRVEAEDLGIYYCFQGSHVPPTFGGGTKLEIKR (SEQ ID NO :8)

[0034]  [24] AEER/NASEMETT S0, 3408 T Hidk, H B A N AL A 3R i R aE T A2 X,
X AA 5 SEQ 1D NOS :9-12 iz — X IR FE IR T3] -

[0035]  DVVMTQTPLSLPVSLGDPASISCRSSQSIVHSNVNTYLEWYLQKPGQSPRLIYKVSNRFSGVPDRFSGS
GAGTDFTLRISRVEAEDLGIYYCFQGSHVPPTFGGGTKLEIKR (SEQ ID NO :9) ;

[0036]  DVLMTQTPLSLPVSLGDPASISCRS SQSIVHSNVNTYLEWYLQKPGQSPKLLIYKVSNRFSGVPDRES
GSGAGTDFTLRISRVEAEDLGIYYCFQGSHVPPTFGGGTKLEIKR (SEQ ED NO :10) ;

[0037]  DVLMTQTPLSLPVSLGDPASISCRSSQSIVHSNVNTYLEWYLQKPGQSPRLIYKVSNRFSGVPDRFSGS
GAGTDFTLRISRVEAEDLGIYYCFQGSHVPPTFGGGTKLEIKR (SEQ ID NO :11) ;8%

[0038] DVVMTQTPLSLPVSLGDPASISCRSSQSIVHSNVNTYLEWYLQKPGQSPKLLIYKVSNRESGVPDRFSG
SGAGTDFTLRISRVEAEDLGIYYCFQGSHVPPTFGGGTKLEIKR (SEQ ID NO :12) .

[0039]  [25] [EFE, $&4fk THitk, HEA NFEMELEMR I ERETZX, ZXEAEAE
SEQ 1D NO =13 Xf [ TR P -

[0040] QVQLVQSGAEVVKPGASVKLSCKASGYTFTSYWMHWVKQRPGQGLEWIGEINPSNGRTNYNQKFQGKAT
LTVDKSSSTAYMQLSSLTSEDSAVYYFARGRPDYYGS SKWYFDVWGQGTTVTVSS (SEQ ID NO :13).

[0041]  [26] 7EE5-LANSEHETT S0, 30t T HAa ol R RE PR AR R B DL st is . 4
g, 6 TIGF-T 52 46 HA SE s R SR AU I AR slcbi i i BT 1 AR B IS A sl B S
DI (affinity maturation) SRifiles. [27] AR BIRE— B4t T iR i Em, H
i B AR B M B T — ST TR B T WR E R (1inker) LT IERET
AR PR BRI RAL (epitope) GiE FBo EARIE RIS T 224, Bk 4 s 1t ik
FIE A, 522 (maytansinoid), CC-1065 B¢ CC-1065 24 (analog) »

[0042]  [28] AU BHIE— D4R AL T it — B bR id ] R ST E02 W Y A pl A A 9 i 14
B A B FEARIE ) S 7 S, B bs i 2 U bR d, 2 61 (Fluorophore) , 42 5 4]
(chromophore) , 55 (imaging agent) B4 )@ B+

[0043]  [29] 2t T — R Wi 7 iZs, Horh Pk M aiobs id B PT AR Bl Bl it T PR %8 A 0
iE A2 R I 2 B I 52 3838 R N AR ie 4 1) 43 A

[0044]  [30] 7E55 \ANSLHETT Srh, A SR 1l a4 A B B, Bufk i Beelidi ik
B IR e e FH Bl 5 At 40 M B3 1 X By 7 SR BE A it FH SR Y6 T SRR EIE I 2 1
(K771 TR iEm] LA T A0 — Pl 2 5, B an 3L, 45 e 99 S8, & N8, 5 80,
RUAU RS, fifides , VTS RS , A1 1) e B LAt e i e e TGF-T S2 AR /K- T = i

R 152 AR

[0045]  [31] Kl 1 WoR T 44k EM164 Hifk it B3R IE N Y1251F IGF-T SZRek AR5
2 AR R A L RV e 5 5 B S OGBS 40 M d e (FACS) 73T

[oo46]  [32] Kl 2 Wox T EM164 Hiik 5 EMEMN IGF-1 2655 145504 th4k .
[0047]  [33] & 3 IR 1 EM164 BT A9 2= 4k I6F-1 5 A FLJ MCF-7 40 o 455 114 il o
[o048]  [34] ¥l 4 875 T EM164 HifA6 MCF-7 40 a4 TGF-T JIF KT IGF-1 324K F AR IR AL
R o

[0040]  [35] |&l 5 B/ T EM164 Hi A% MCF-7 40 g TGF-T JIFK ) TRS—1 BEmRAL 4l o
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[o050]  [36] &l 6 7 T EM164 Hiikxt Sa0S-2 4i i IGF-T RIIKIE 5 5 S 3]
[0051]  [37] K&l 7 o Tl id MTT 23 A il (K] EM164 HLAAXT AR A ST, MCF-7 48
ML R A R 35 B R

[0052]  [38] Kl 8 WyR TAEAIAIMIE WL EM164 HUARXT MCF-7 40 i (1) A4 K R A7 35 1 5%
M

[0053]  [39] K& 9 E7x T EM164 HifARf TGF-T FIIMLYE HI¥L K NCT-H838 41 Jiu A=K FlIAF 1% 1)
FHIVE o

[0054]  [40] ] 10 27R T EM164 HiiA, SAZELEL EM164 HUARFTEEAZ B (K - b 2T /)N B e
Calu—6 fififi e R A AL K I 2

[0055]  [41] Kl 11 @R 7 AUsAk EM164 Fifk (v1. 0) FHE EM164 HLiAL: & Z A 585 o
[oos6]  [42] &l 12 B7x T BB IGF-T 2 ARHi 1k EM164 142 5ES | 5 X AT 22 X [¥) ¢DNA (SEQ
1D NO :49) FEZER 74 (SEQ 1D NO :50) o Fisktric THIZE 1 Bd2eE . 39> CDR 1)) 741
4 Kabat #XI4brH

[0057]  [43] Kl 13 o T WBL IGF-T SZAKPi ik EM164 B HE S| X IR AZ[X [#] cDNA (SEQ 1D
NO :51) MIZ LR 741 (SEQ ID NO :52) o #iskbrid T4 | & as 2ie 3 4> CDR /PR
Kabat # Rl Zedr H o

[oo58]  [44] Kl 14 E7r T HUik EM164 424845 F1EAE CDR 2 17 41, i¥E Chothia 7
42K 5%E X (Chothis canonical class definitions) ffi5E. SR T AbM EEIKAEXT B 5%
CDR 2 . #%% :CDR1 42 SEQ ID NO :4,CDR2 /& SEQ ID NO :5,CDR3 J& SEQ ID NO :6, &
8% :CDR1 #& SEQ IDNO :1, CDR2 #& SEQ ID NO :2, F1 CDR3 #/& SEQ ID NO :3. AbM E’% :CDRI1
J& SEQ ID NO :53, CDR2 #& SEQ ED NO :54, CDR3 /& SEQ ED NO :55,

[0059]  [45] K&l 15 7 T Crl(SEQ ID NO :56) Fil J558. ¢ (SEQ ID NO :57) LRI IF 2 )P
550 IGF-T SZAAHT 1k EM164 KRB B 2 2R MR )M bext . JRIZE () FoRFa A
— M

[oo60]  [46] Kl 16 7~ T H T SR I8 B2 itk & B0 A0 540 1 EM164 BT AR B0k o
A) REEeRE IOk, B) FERE SRR UKL, ©) W FLBN BRI IS TR o

[oo61]  [47] B 17 BoRn T MEGER STAFEL AP ) 127 N BUAR AR 8 H AR BE ) 10 A5 [RIE 1)
FIEBR T, 1 SR T EM164 (138 T A% 5 , em164LC (SEQID NO :58) , 2jel (SEQ ID NO :59),
2pcp (SEQ ID NO :60) , Ingb (SEQID NO :61), 1kel (SEQ ID NO :62), lhyx (SEQ ID NO.63),
1igf (SEQID NO :64), ltet (SEQ ID NO:65),1clz (SEQ ID NO :66), 1bln (SEQID NO :67),
lely (SEQ ID NO :68), {#57FE41 (SEQ ID NO :69) .

[o062]  [48] K] 18 Wyr T M TR R ¥ 127 ANk i 1 i BB 10 > % [F] Y
(I IEBE 7, 4 FH SR T EML64 (136 A% %L, em164HC (SEQ 1D NO :70) , Ingb (SEQ 1D NO :
71), Ingp (SEQ ID NO :72), 1fbi (SEQID NO :73),1lafv(SEQ ID NO:74), lyuh (SEQ ID NO :
75), 1plg (SEQID NO :76),1d5b(SEQ ID NO :77), lae6 (SEQ ID NO :78), laxs (SEQID NO :
79), 3hf1 (SEQ ID NO :80), {57 %41 (SEQ ED NO :81),

[0063]  [49] & 19 W/x T BTik 10 A FIURES RS (A) BRBEAT (B) FEBE W] AR X AR AL (1)
SEET . BUFARERAE Kabat PUARFAH AL E 9n 5

[0064]  [50] & 20 W7~ T KL EM164 (muEM164) F1 A4k EM164 (huEM164) 4885 R] 48 X 2,
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FEBF5 . muEML64 (SEQ ID NO :82), huEM164V1. 0 (SEQ ED NO :83), huEM164V1. 1 (SEQ ED
NO :84) , huEM164V1. 2(SEQ ED NO :85), huEM164V1. 3 (SEQ ED NO :86) .

[0065]  [51] K& 21 W n T KL EM164 $1A (muEM164, SEQ ID NO :87) FIAJEAL EM164 Hrik
(huEM164, SEQ ED NO :88) [y E54% 1] A% X 2 JE R /741 o

[o066]  [52] &l 22 7R T huEM164v1. 0 25 R] 45 X DNA FIZ JE# ¥4 (DNA, SEQ ID NO :
89, Z LM SEQ 1D NO :90) FIEEA4% T A5 [X DNA FIZ KM e 1) (DNA, SEQ 1D NO :91, Z L
SEQ ID NO:92).

[0067]  [53] K& 23 &on T ANUEAL EM164v1. 1 (42 5E A A8 [X DNA FIZ R/ %)) (DNA, SEQ
ID NO :93 ;% J& 8 SEQ 1D NO :94) , v1. 2 {525 ] 47 X DNA FIZ 2R 7 41 (DNA, SEQ 1D NO :
95 ;2 JEMR SEQ 1D NO :96) il v1. 3 FEFERTAZ[X DNA I PR 741) (DNA, SEQ ID NO :97 ;
S SEQ 1D NO :98) .

[0068]  [54] Kl 24 T7x T AVEAL EM164v1. 0 Hi kM FL EM164 Hik 6t TGF-T H)34 i) MCE-7
0 A= KA 75 BP0

[o069]  [55] &l 25 &7~ EM164 n[ M) TGF-T HIHT MCE-7 4H i i 2.

[0070]  [56] &l 26 .7~ EM164 RIHH] TGF-T FMSE BT T- 20N . A EM164 AT 1AL
Al gl B T 4 B AE T, Xl I A DRI CK18 & K P T e S o

[0071]  [57] K] 27 &ox T 48 A EM164 Fifk, 5 PEfihiiE (gemcitabine) B EM164 F & Ph i
(I R4 T O AL FE G 4 928 B B /S B A A BxPC—3 [ e S Rl RS A4 A6 KA 2

[0072]  REHFIR

[0073]  [58] AN KB RILFIC B T A 540 fukm B N JE S BFEAKE T -1 210k
(IGF-TR) H5 S5 45 B WIH PTIR . BTIRPUAAT A B A JkE i 306 52 44 1) 40 MO Th e 1 R
MR TENS ARG RE D)o PRIk, DART AN AT oRe 7 45 A I TGF-TR My & RIE 7E 6k
/b TGF-TR FC AR G0 T ] AL 5244, 11 A & B B AR Bl R B n] 5Bt TGF-TR #13 5E i 1
S DB FIE . T, A B BT AR TG AR R BT H0 N e 48 B an MCF-7 41 e /5 1.
T AT BIAAE I 80 %6 , FLFD IR FE iy T A LART AN L IGF-TIRPLAA i SRAF IR RS
[0074]  [59] A BH I SEitids B —F BBT IGF-IR HLAA, 76 HFR A EML64, X IIHEAT T 564
[FIRAE, ELFEFE B B RE 2 IR /741, CDR %58, RIMA LRI %8, UL HPDIEAE A
HATRIEN T K

[0075]  [60] 7EK 15 F1 2R T IR &RJT41 (germline sequence) , 7443 5 EM164 (#7451 1F
ATEEXT o IXFERI EL AT AL 2 Y EM164 P a] BERA4H i 5828 (somatic mutation) , BLIE{EHHE
CDR1 A () —A~FIEHE CDR2 H [ —A

[o076]  [61] Btk EM164 FH A PRI P 4255 A S8 (1) — e 2 ZE TR DNA J 9178 A
FFo AHA & BRI AN PR TR B i 28 e A1) (K PRy B AHR, S BRI 7 -1 %2
R R GG, PO AR B W) g M, i SOSE i B B /D s ) o TR AR B
HAFETEAR R HERZ W . B, Jrsdois i BOT ReTEHF 4 (scaffold), CDR, 324E
AR R R T4 ESPiik EM164 BN IEALAT YA D, HA SR 6 R 76 A% % B 1t e
ZWo

[0077]  [62] i@t 24K (modeling) /> 745 #4) 7 % 52 FIPTAA EM164 ) CDR B £ 40 7l
AN, R BTIR COR X TP R 45 A 3647 (epitope) HITRBIIR B, (H A1 T4 & B 1A
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MR BOFA LTI o BRI, St T B o (0 M S PR B, 90 m] 38 A e B ) i
IR SE A ek ™ A

[0078]  [63] ZAEMIPUAMBLA B, LLEHUARIA (mimics) W] LLRZS Sy i i 7R 47
TR 2 ¥ CDR PR 0 (%) R A8 DRI g X 41 Hh 1R AT 58748, ISR A/ B A 7= A2
I, 2, X T — 2 BE E 1 CDR, ] LLIE b A (7] T B A 75 2 A R SR AL Ab, H k=42
B 1gG1-4, TgM, TgAl1-2, IgD, TgE BIHUAMFITY (isotypes) Hifh. [FIFE, FEAK G
FEl Y 9 N IE&E P A mT 8 oK — 2L B 52 19 CDR i N BESEAN G Bl i 2 A i 7= A2 . RTE “ AR I
(variable) ” 7E I S 3 W] AR 45 A 35 1 L2835 4y, ‘B AT FIAE DR 2 T2 AR, m]
T SRR e ik 5 PR R e g5 e SR, 1] 2R P 38 5 FF AR AE DU 1 ] AR 45 74k
HRP S8 A A IR o 3] AR i s AR i B P 7E A B R B A ] AR A 3 N TR R O B RMPE e e X
(complementarity determining regions,CDR) B EZZ[X (hypervariable regions) =
A BUN o TR S AR S SEIN v AR ST IS 23 FR O A SR (framework, FR) o EEREFIFRHEN]
A AR GRS AR R AL 4 AN SRR, RE K B - R A, g = A CDR 3EH:, TE
WiER:, fE— 50T B- REEMWE—8 7. #4581 CDR i FR X B 54—
D, FFAR B 55— 48R CDR — BT iR B IR &5 & A2 0 (E. A. Kabat %%, Sequences of
Proteins of Immunological Interest,sf Lz, 1991, NIH) ., {HEX AEES S5Hik5H
JR S G (BB A Z RN 2 hEe (effector function), WHAPUIR S 5HUMAMHF) 40
.

[0079]  [64] NVEALHUAREA S AR FL B HE T P T] DR LR AR ™ 42, sk
[ E A (resurfacing) F1CDR #4H (CDR grafting) . £E3 M BEAF AR, B0 T8, it
I3 RIS AR H AR 5 A S SR R B RT AR [X Y HE CDR 2% 1) DA HL 2R T 4818 1 2Pk iR
[ o PLAATR 1T A 1) SR AT VEFN BRARHUARAEAN R 18 = i Sz S e e ke e | &
F) 5,639, 641 AT, FEILG I ANCMES T . 75 CDR AR AR, WU BEFI 255 CDR 4 #% fE i3t
NI FEASFYBL 51

[oogo]  [65] A& /& B th B #& 76 A U6 B h f A B PR B D BEEM WD
(functionalequivalents) . INEESEO ) H A 5 BTk P ARAH 4 1 &5 & %5 1, B0 45 19 1, ik
A1, NTEAL IR R B R PT AR DL e L B, P AR RE I B BE S5 AN 4 (19 77 TE4E PCT H11E WO
93/21319, BRI &) H1i 239, 400 ;PCT Hii W089/09622 ;KK L& H Hiif 338, 745 s FIRK YN &
Mg EP 332, 424 AT, o AlAE s EE AR S I NI 22

[o081]  [66] Dyt G WA FE-H L2 ZEMR 7 41 S5 Bt b 5 A Ik B I P A4 1) ] 22 [X Bl A2
X R EERR 7Y R R 5. “SEm EAHE” ZEH T fiR A E R 5 25 5
— SRR TH A 2 KL 90%, FARLE 2 DKL 95% 174 [F]— 1K 4, 3IX R ]
— M n] IAR$E Pearson 1 Lipman [ FASTA 452 J5 74 %2, Proc. Natl. Acad. Sci. USA 85,
2444-2448 (1988)

[o082]  [67] Ex-AHUAARILLE BA L5 e is B AP e X fiE g X BL &S |
B TR B B SR FL Bl 1] A2 X A AT AR X o B I IR AT 2 ) £ 15
AT T G BT ) B AN g DT NG SR R e b ke e R 1, L PCT HRE A TS
W092/22653. ANYEALHUAILIE BA B 1 S5t Fsias il B AR B PUR X ) B AME doE
X (CDR) AISE 5T b A EB s 5 3E NI FLh 1) CDR Z A RHE & X AR 32 X .
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[0083]  [68] LyRESEM )t A0 5 S BEHTMA T BL, AR N BBEDUIA (scFvs) o REEREBEH
PUAT AR BB ZILIL Y] (V) K2 0— R B iz BRSIUA R R B F8) (V) 2 b—
AP B, X 48 Fy W) W] LR — A s AR B AR R R, thn] DL IX ALY
B o XL T LU AL, R IE AR, BATR 2 e, BAf R — B (V) T (V)
G5 K] Sl T S SR AT B T I 24 1) = R 8, AT DR B AR A A S BT A B )R ) 58
RNy T2 AR 5. E, (V) 8 (V) JRAI R EE A i ] 8 L X R i IR OE e 3t
WrAHEZR AN (V) F (V) JPA 28 ZEBR A I o SRREDTIR v BT I8 40 1 S B, HU AR i 14
7R SCPE BRI AR ™ AR o X 6 B [ ] 0 EAZ A M Bl s A% 4 L, s A B rh o A
[0084]  [69] FREEHTMAR T BAL S HAT AU I 45 Hh 3 1) 56 BEPL A4 1) AT A8 X Bl M vk E
X (CDRs) T )2 /b— NI FEIR 7 41, AH Gk D IR Lo BT AR ) — L sl Ay I E G A B, i
UBPE 5 G5 R AN R BUR S5 6 I F5 10, (HA R T S8 BRI S5 0 1) 280 . SRBEDLIA
BCPRT S mT DAy AR A N HH 25 #8  sTA TEE S5 A S R DA I A S i — 2B n] R, 4 2, B
PR BAE A A4 7+ R B 2 X 1A AN ER (R AR A, s AR A
e JIAh, BBERUAR N B e BEPL AR B 2 0N, DR A S BB A B I R A I AR
N, AT RREDUAA i B S e AL S TR BUR S S A R E e i B P Bon] BAAH
X R HUASE b A SR A A o 7 A, BRI T A 1 A= o iy HL, S BE DA i BOAR AN RS E
AR RS2 3 T RS S e Wi B2 FRT AT B /s T 58 BEpT AR

[0085]  [70] DhRESEAWE— B0 55 HA 5 58 BEDUAAR [F] SR 2 1 45 S R PE R BT T B
KRR BESH — AP Fab FELE P (ab’ ), A B Pidst, Frid ik A B A e 34t
I 7S A BAME POE X, RS & 5D B R B G 03 = A, DU A CDR 1Y
R B RADIRERT . HE—2, DhRe Sy ml LU T I ) S 2 BR i 1 2R A AR AT — 2 o ) Rl
AEFE A 186, TeM, TgA, 1gD, 5% 1gB, KK,

[oo86]  [71] 7E ML TR (M HT IGF-T 52 AT M4 EM164 f2 Fo U5 A0 28 44 1) 2 2 1R N A% IR I
FVEHETR, AT R IF K FIAERT &5 & N TGF-1 524k, F 3] TGF-T A2 44 i1 40 f 2h g 1ty o Ath i
o FETHIZPiAE (primary antibody) JPAIRENIR, 2B TR E T AEHUA 5 AR
FE AN A B A IER AT FR Pt U 4 & R IE K2 (Yang, W. P, 5%, 1995,
J.MolBiol, 254,392-403 ;Rader, C. %%,1998, Proc. Natl. Acad. Sci. USA,95,8910-8915 ;
Vaughan, T. J. %%,1998, Nature Biotechnology,16,535-539) .

[o087]  [72] fEIXLEHWIILH, WILHURI AL Ak C 2 Il I 52 CDR1, CDR2, CDR3 B4R [X
Hh I B R IR 1 A T 7 AR A I D VR I AL IR A 3 A s AR, B aUiE AR
(cassette mutagenesis), Zy%E PCR, DNA B HF (shuffling) , BCE F) H K HFT B 389 A5 fR
(mutator—strains) (Vaughan, T. J. 2%,1998, Nature Biotechnology, 16,535-539 ;Adey,
N. B. 28,1996, % 16 #,277-291 1, /£ " Phage Display of Peptides andProteins” ,
Eds. Kay, B. K. %%, Academic Press). X848 4] 2% Hi4K 5 7 20 8 J7 75 S 3 Pk
(secondary antibodies) FISEF M N (Gram. , H. £&,1992, Proc. Natl. Acad. Sci. USA,
89, 3576-3580 ;Boder, E. T. %%, 2000, Proc. Natl. Acad. Sci. USA,97,10701-10705 ;Davies,
J. F1 Riechmann, L., 1996, Immunotechnolgy,2,169-179 ;Thompson, J. %%,1996, J. Mol
Biol, 256,77-88 ;Short, M. K. %%,2002, J. Biol. Chem.,277,16365-16370 ;Fui-ukawa,
K. %%,2001, J. Biol. Chem. ,276,27622-27628) .
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[oogs]  [73] ik SR HUIA ] — A A2 FER VR L (ISR ALUE [ TR, 7AW rh i ikt (1)
PO ] LU R e B GE I Zhae Pt I6F-1 2k Ht 4.

[0089]  [74] AR EH MBIV BFE LA T 15 4l B Pt BRIAHIE R P iA, v BenL 2k
. LIk B4 B M) 2 26 B 3K (maytansinoids) , A2 4t (taxanes) Fl CC-1065
eI DEY/ IS 5 IR DR N R vl - Sy I L RN oA R | AR 7 S U 2 L
PRI A AL PIAE AR g N T B, AR TR SR, R RS, IR AR 2
(acid labile) 2, AT A, IKEE AT e A EEEE AT e A . RIE R IE R A
AE ISR A o A, AR T SR B A A8 e S N BAE B AR RN AR B 7 MR ) 2 1)
TV R Pk St 171 A0 22

[0090]  [75] B ZRIFMELEFERILRLUYE TE4 REMEER . S1EKRERKN
%1 F£1 4% maytansinol Fl maytansinol KUY, HEME SR REFEEEH] 4, 424, 219 ;
4,256, 746 ;4, 294, 757 ;4, 307, 016 ;4, 313, 946 ;4, 315,929 ;4, 331, 598 ;4, 361, 650 ;
4,362,663 ;4, 364, 866 ;4, 450, 254 ;4, 322, 348 ;4, 371, 533 ;6, 333, 410 ;5,475,092 ;
5, 585, 499 Al 5, 846, 545 F AT,

[0091]  [76] EAZHEFR R IE A EE IR &5 H TA K WK R e L E )
6, 372, 738 Fll 6, 340, 701 AT

[0092]  [77]CC-1065 FHIL AR 2L (R T A< BH K0 40 O B3 14 2540 . CC—-1065 FH L
KA E LR 6, 372, 738 16, 340, 701 35, 846, 545 Fll 5, 585, 499 H /A TF,

[0093]  [78] fill & IX A [ 40 i 23 PR AR DA () — Rl 5 | N Ik 16400 72 CC-1065, ‘& i BT #
(Streptomyces zelensis) WIRFFE R 70 B H K — R K HiEHi A% . CC-1065
PE AR A1 A5 3% 3 A FH B o des 2540, GnFn) 285 5%, 22 PP I v AR 5 B ) 43 ) s K 24 1000 1%
(B. K. Bhuyan %%, Cancer Res. ,42,3532-3537(1982)) .

[0094]  [79] 40 M1t 25410 g e, REBH R, W E R, KEI, KEM, £E4,
2 RER C, KT BRAETT, FAHE R W& w4 K W B, Frid 254 7 vt e @ i
LaTE= R R e S T B2 27 N7 e il

[0095]  [80] 24 T HFAT 2 Wi I, A< BH BB A4 18 i 2 FH WA M A3 7 (moiety) Kebr
e PTI B T A I R 43 T LU Redp E sk R #e AR v R E 5 AT — R4 . o,
ALK 43 o] AR O P RIS 2%, 40 °H, TG, PP, S, B T s Bt Bk 2 R ek A, R
FIRUCE, P, s O E (luciferin) i, WA PERERREE, B — - FLHE Ny olBk
M ALY -

[0096]  [81] W] W FH A< 450 Ik A7 0 %0 IR 4 B A 55 wT A I 51 43 48 BB 1) A 4] U7 325, B0 466 H
Hunter 2§, Nature 144 :945(1962) ;David %%, Biochemistry 13 :1014(1974) ;Pain %5,
J. Tmmunol. Meth 40 :219(1981) ;#1Nygren, J. Histochem. and Cytochem. 30 :407 (1982) i
L T 5

[0097]  [82] A& BH 1Pt A& v LAEAT ] AN 1 20 B 07 v A R RS 5 4 45 5 4 #
BB R R] B 2 0 Ay B, A ULIE 0 7 (Zola, MonoclonalAntibodies :A Manual of
Techniques, 147-158 i (CRC Press, Inc. , 1987))

[0098]  [83] AJ WKL A H T REAT 14 N Ricfg , e A FH AT A0 73 a0 AN 3% 42 )il 7 B
i Y TR A v T 7 N R S~ e < /v 1S R /A = 1 e e o R A 11 2 N 2
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FERRLE o X AR BT H B B 1 0 2 (staging) FEYT o BUOAT] FATAT A £E 75
2 A AT RS B (8 43 SR bR, AN R T AR TR 2 BN U L ) A A I
o

[0099]  [84] Ak IR T FIAE S FI4iARFR. AEaX AN b R Hp, A A ARSI b 2 50 1)
i A B 8 7E A G SR b, Wl Sephadex 4 lE sk 848 .

[0100]  [85] Ak LA T 56 T2 4l e TIGF-T 2RI Shse 3 A, FAEZEY
S R o

[0101]  [86] 24 T HEATIAIT A, AR B IIPT AR SBIBA v] LA LA b mT 852 150 B i 1
SZARFE o AT I e DR HE R B AE — B (R Y IE S I LA, BT, SR T
FELPY, B P, AR, SRl sk N IR R 45 24 o pUARt wd ok iRg P, J0RE 5%, 9k P sl A 5%
IR AR 2, AT SR UL R 4 5 IR TT N o AT I 225 ] 48232 PO, TR SR AR 2 771
J2 A9 N TR, AT AU P AR N DARIR GRS TR o A 18 B3, # R 5 Fl
/ B TEFRP) L4 - (1) Dulbecco’ s BEIRZZITER/K, pH K&y 7.4, %A K4 Img/ml &
25mg/ml N MIEEEE, (2)0.9% /K (0.9% w/v NaCl), il (3)5% (w/v) HiZikh. Ak
BT VAT LEAR AL, R PN B A St

[0102]  [87] fEHAthyA 7 AL TR A, AR B RIPLIR, BLik i B el BB v 5 — ek 2 Fi L
A frvR 7 AR R o A8 P A T 1 2450 0 B (AN R 40 e 25 P X5 sl i A R
e BAZEE R —FIILIE FIE YT R, 2 —Fh 40 M a0 .

[0103]  [88] Jht v 7 7 2 8 T8 L6 W] 2% B0 Jod R 40 L sl R e oiE 40 e 1 A A g ) 1
7 A BN B R . BRI, SRR PR AR TR AT AR A e A R (AR i AL
VEF s ek PR 238 ) S@ s EA M ZE . MRIESENZE R AT T
(intervention) HIVEAEAL s 4N, 5 —AiGyT Y] LUE Stk andi VEGE Pk, ‘& nl T4
R SR PR PN 0 IR L SR A AR PR mT ot AR K R . e AT IR A R B AN R 4
Bhyan i s hrm) 3¢ (granisetron HCL) , PRI NI W A 5K LR #: (leuprolide
acetate) , Pi2E K WIF 8 2, PUMEELE 25 Wre BV 25 (tamoxifen) , PLACEF 25 U1 o T4
2 —2a, 40 NOFE VRS W AS I, B0 G ras V22 JE 5k — LRSI IR, S 1T 50 dn ) 4
H % (aldesleukin) , FIEIFTHTAEY W R 36754 (melphalanHCl) , DL R

[0104]  [89] 24 L5 7K I B A7 8 1) AS & 4 14 T, AT dR Ho ok 4 R i LUK 24 0. Img/ml 5
100mg/m1 {9 F5 AT E ), R 7RI Sy 2 AN AR Ve BB 2 R . o T 67 5
P SR A I A 3 50 o AR T G b T AT SR T B R A, 5 P T R
P, FriRHUAR 28 7 T IS S 1697, DAFEIR YT (RBERE 88 35 (IR R g st RO BRI Js
I, LLR R B AR AT . BT LAAE— IR ERAE 2 i T IR h il s 7 R 3%

[0105]  [90] Bk T (K2R AR M, K2 0. 015 % 15mg Pifhk /ke B A E R4 T &
IR B WG B ) B, A AT DATE b ) A0 — IR B IR M 2, B T A o X T AE LR N BK
AR R P I EE R 25 2, W LR R 1, R IR)T H 2 B T T B RO e R 0 i o
R HAAHEBR B A 25 7 %

[o106] St fs)

[0107]  [91] FIE ik 232 I T 1 Sl 490 Sk 1 3k AR % BH SN2 B 2 49, 1 e Al B ol A%
K.
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[o108]  SEZjiffsl 1 - fs EM164 Hifk

[0109]  [92] FEIXEE—SEHfa A, 2 T AR B B BRI PR DT 1) 58 BE 1K — Je 2 FE R 45 1)
FT cDNA JEA1, DL B B 45 A R L LA I A RE M . Bk, 784 Hsg 8 A 7F
T AR BB AR R L) £, SXAEAE G2 A% AU b IR TR A RN B2 R 25 T IAR I B AR,
MATE IS Z 558

[0110] A, $T —IGF-T SZAKRM B vg BEPTAR I AT IR (1) 7= A=

[0111]  [93] N HZRIAH A Y1251F 5848 N TGF-1 SZ AR (1 41 i 2R 1EAT f e, TR Bl 3R
KR IGF-T 524k (~ 107/ 4000 ) o £E TGF-T 52440 a5 45 M 5P 1) Y125 1F 58748 S5
HALRBET S T SThRE R 2R, (HAN R TGF-1 £5 50 1GF-T R HIE 202455
(0’ Connor, R. %,1997, MolCell.Biol, 17,427-435 ;Miura, M. 2%,1995, J.Biol Chem.,
270, 22639-22644) o F3 41, SEARMA R BT =28, BRUA AR S 9] P AR 45 A F 16F-1 %2
IR N A 55 R38R, 12 45 MR AE Y125 LF S5 (AR A 78057 44 rb 2 A0 B 1

[0112]  [94] FHHAE Y1251F 5878 N TGF-1 2 AR5 [RI LA S M 25 2 HiPE R (Rl ¢ 1GF-1
ZARERBATL /N ER 3T3 FEANML, ;- AR IEH A Y12561F SRAZMIAN IGF-T S A4 14 fe 55, FHNE
WA 2% (2. 5505 /mL) BEATIE R, @it FACS X TGF-T SZ2 K1) s RISFAT ik Miura, M. 2%,
1995, J. Biol. Chem. ,270,22639-22644) . HA /K IGF-1 2 AR KK RE DA
WP A B 250 25 Bl 5 /mL EAT IR RS, IX AN IR BN R 24040 M 2 A EE . TR I EEVR
MR, IR BRI Bk R KT TGR-T 2R R IA TR .

[0113]  [95]6 HUH] CAFL/J HE R AES 0 KA IS B3RS YI251F RAZM N TGF-T 32K 4H
WLEAT B A Ao (5X 10° N, BT 0. 2mL PBS 1) o FriRzhH 0. 2mL 40 M Boi i
AT T 9% (boosted) 55 2 K, 1 X 10° 40 ;55 5 K, 2X 10° 41 555 7,9, 12 Fl1 23 K,
IX10" 4. 7656 26 K, AbAE/N R, B LR

[0114]  [96] ML 7E P BB 3038 ) 2 [R) e B 1 LA SRAS B At B, 5 T 2 = B4
I LM IE RPMI #5752 58 (SEM) BEATIEVE. MR e Fa& T 10mL 0.83% (w/v) &AL
BB, BT UK 10 4r8h LR 21 M0 40 i, 4R S5 P I il 8 7 3k (SPW) & k.
UM (1. 2X10% 53k [ 98 40 Wb M 5 56 9% 41 i 3 P3X63Ag8. 653 (ATCC, Rockville, MD ;
Cat. #CRL1580) (¥ B4y (4 X 107) FEPE— AR P, JFFH L IME RPMI-1640 X758
(SFW) TE¥E. £ BIGW, 40 RPIE EE TR NI FRE D, HZIREE T 37°CI—FpK
L BLO. BmL/ 23BN R R 2B I 1. 5mL 28 2 T BRI (50 % PEG (w/v) , “FX15 1
& 1500, 7E 75mM HEPES H1, pH 8) , RN 424k . &5 1 0805, R A 10mL SFM
518 Iml, 55 2 430k 2mL, 55 3 438h Tml. ARJG AR 10mL 7E 1 A BPNESE N . 4l iE
B OB UTTE, F SEM dEsE, EE TN T 5% M- M35 (FBS) K& / Slsns / fig
(HAT) \ 5 85 25 W BE AT 21 10 %6 24098 se s 3f (HCS) 1) RPMI-1640 A=K IRt . 4y
B AE 96 FLoP IR A LG FRAR T, BALA 200 w L B 554, oAy 2X10° M4, 5-7 K
Ja, WEEFLI RS 25 100 w L, IS IN TR GRS / JIREF (HT) F11 5% FBS AR KB 7 5 4.
FH T 9% F 7= A 2 AT I8 1 — A5 P IR P] 2 L J. Langone 1 H. Vunakis (Eds. , Methods
inEnzymology, Vol. 121, " Immunochemical Techniques, Part I ” ;1986 ;Academic
Press, Florida) PA A E. Harlow 1 D. Lane (" Antibodies :ALaboratory Manual” ;1988 ;
Cold Spring Harbor Laboratory Press,NewYork) . i a]{# F A Sdsl b £ AR 51 T 2R
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HoE R AR - AR A

[0115]  [97] Z4ACHR oo B B 774 L @ ik BLISA Jiidk 544k i) N 1GF-1 24K 45 4,
it ELISA FiT FACS ffivk it 8815 N TGF-T 24 (K 40 Mo ik S k45 4 F0 b ik 8 36k A
SRR A RS A, W N BTIA . i BRIk N TGF-T 52 /R Il 41 g 48 ik & 3Rk A e
Ry 22 S R 40 1 S5 S v 4 G ol M R e B RO S e o P v P PR35 R A iR R
IR RS A M — 2P i 1 o T IX AN R, R T e 3F1-C8-D7 (EM164) , H E B
AR R v, AP, W R iR

[0116]  [98] A T AEEI XK B Z4A 0 we B I LB S TGF-T 52 AR 1% 45 & i BEAT 1 5 1%
BN, B W R T BN T6R-T 32 4k, F AR #4050 Wi AR -NHS-LC- £ %=,
fiAC -NHS-SS- 4E4) %=, 8L NHS-PEO,~ A= B M AL I6F-1, il & th A R AL I6F-1,
W FEAHT TGF-T ERESE N ER - BT PHER B Wi, I 5 b & 3Rk AP A Bk Y1251F 58
R IGFR 4 BRIt R — I E . HEH 22 MREMESFW triton X-100 5L
FI - B - BEEF IR PP TE Ve PR X SE R . BRI TGF-T 24K H PBS &M, Hl it
SDS-PAGE 706 JR 451 F 0 M4l , 45 B fon 1GF-1 324K o 1 B BERI S BN 7y 1
43y 59k K4 135kDa FiT 95kDa.

[0117]  [99] & THG A 244898 IE W 5 2i4b ) 1GF-T 24K 254, Tmmulon—4HBELTSA #R
(Dynatech) F7EpH 9. 5 50mM CHES 2% (i H s B IO 24k N TGF-T 52 R4 i G It e i
AL FE PR 2 /SR 5 - B — BEEP VR R E AT il & ok ) Ao (100w L 34°CL il ) o« 3X
LA 200 v L 2SR (10mg/mL BSA, 745 50mM Tris, 150mM NaCl,pH 7.5 F10. 1%
tween—20 ] TBS-T ZZ i ) >REF M1, 3 52k B 244008 so e 1 Big W (100 w L s 7 B A 2y
WHHRE ) B9 R4 th & 12h, H TBS-T ZEmis vE, 5 —1g6-Fe— Hifk - BUR 4
Y (HRP) B (100 v L sZESE MR Mk 4 0. 8 1 g/mL ; Jackson ImmunoResearch
Laboratories) :[FMFE , 4R JG ¥ES: 3 H ABTS/H,0, JE4 (0. 5mg/mL ABTS, 0. 03% 1,0, 7F
0. IMATRE R EREph i, pH 4. 2) £E 405nm AbBEATAGIN . S 7Y HE, Sk 7 3F1 244898 0 v B 1)
VEWRAE 3 B RE R AR T ORY 1L 2 MO AL M T, S T, At — e R
P8 o BT EIE W SRAFER 0. 00 IXFP ELTSA H— Mt 45 F 2840 T E. Har Low 1 D. Lane
BT iR iR &5 & AR I IR UE ELTSA 2514 (7 Using Antibodies :A LaboratoryManual ” ;
1999, Cold Spring Harbor Laboratory Press, New York) , Hrp gt nl i v H o
[o118]  [100] A &ERIAEN Y1251F-1GF-1 52 1A 140 g A0 ik & 3R 0k A B B 22 52 IR 4
W AT A4S I8 FIE AT ELISA §fi ik, ik Y 5 N TGF-1 524K A5 N & 22 R 7 45
BT LiE . PRI R ARt TGF-T S2 PRBRFE AL/ R 3T3 FE4E =421 it &3k
1 TGP-1 2 AR 40 M i B a0k R B 35 52 1R %) 440 R 5 ) DAL R R 7 v i o DA s 17 Jok i
I /EDTA AbBESRFREL, 4R )5 4 L BVRE S A 10% FBS AR KIS FE3E b, Tl o B0 w4 ot
UE, 761 PBS 1E¥E. BHUEVERIAI (100 n L, K4 1-3X10° ZHMd /mL) I N3k 4 i R
A (1001 L,20 1 g/mL PHA) ELEE K Tmmulon-2HB R IFIFLH, B0 10 2080, {F RGBT
PHA- B4 I FL A . AR 44T A 4 ML AR LA 22 45 PBS, AR S5 E 37 CH it . FH&H 5mg/
mLBSA [f] PBS ¥V AE 37 CE AL Lh, SR IG5 48 A PBS V&L . AR5 24288 se B 1 %% 4 L
(100 v L s RS 2 P AR ) IR & A i B3R IA IGF-T AR K40 il & id 4%
R S 22 R4 BRI FLHP, JEE S RIS E Lhe TR FLA PBS 15, H2EHT I —186G-Fc- i
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T — B FALBE R (100 1 L ;0. 8 u g/mL, FEH AL ) W F 1h, 2R)G1E0E, i
F ABTS/H,0, MR N &5 4 A8 5k B85 16F-1 2RI 40 Mol 5 )5, 3F 1 %8988 1. 7a [ 1)
R FIEWRAE 12 38R T 0. 88 MBOL R RALINAE 5, SUbAHEL, 5t ERE NS =
ARG B S SAF AN 0. 22 ANIROG S BAT

[o119]  [101] & T 42 AL4ifb ¥y EM164 Tifh, WA R UL 45, ¥ 24 AT 7E Integra
CL 350 #fi*f (Integra Biosciences,Maryland) £575. M Integra #FIBECGR_EIE W T 315
K7 0. 5-1mg/mL BT, X248 FH HUAhR Y SE ik ELTSA T SDS-PAGE/ 25 1 iy 5 i YLtk
ER . R A- BUIRPEER G (AT _ Ll S i R 4L ik, Brid ghifb 2 e bRt it 4t
WA N AT, BIZE S 3M NaCl (1) 100mM Tris 53, pH 8.9 o LAERIEVE, SRE &
A 150mM NaCl ) 100mM BEERESEVENL . S A PUARKIPERL S o FVA I 2M KHPO, ¥ o,
FHH PBS 76 4 CHEATEMN . B & 280nm [IWREE (e RE= 1. 4mg 'mL cm ) SRil5E
BRI T o AL IHUARRE S AR I8 JE 46 F T T8 it SDS-PAGE F12% I e i Ye (o E AT 20 7, 45 3
R RAPURR E R 41, 70 WIAE K2 55kDa Fl 25kDa Ab. BT iR&liik Huik i A 5 44
NHEA « BEEN 1eG,.

[0120]  B. EM164 Hifki)4E &4k

[0121]  [102] 44k ¥ EM164 BT IR S5 & T ERIEN T6F-T 524K K 4i o Fi it
RN 2R 2 R A MR AT SO S 4 M HRIE  (FACS) RIESE (B D) o I ERIE
TGE=T =2 {17 20 it F ik o 308 J 5 22 32 AR M 4 i (22X 10° AN /mL) 7E TR 96 FLAR
P AE 100 1w L ¥4 FACS 20 (Img/mL BSA, 7% Dulbecco’ s MEM ¥5g5%E ) ) EM164
Piik (50-100nM) Lho Ik B0 4 Bk 40 M PTTE , FIVA 1) FACS 28 il ik 2 W4T 1E AT
P, ARG 5 EPUR —1eG- Pk -FITC fHH4 (100 1 L 510 v g/mL, ££ FACS ZZ i ) #E0K |
W Lhe LB DTIE, EVE, BEEAE 120 0 L 1) 1% M PBS ¥ . ¥ ] FACSCalibur 3%
et (BDBiosciences) M EEFEM o

[0122]  [103] 7Ei @RI IGF-1 Z AR 41 Mo t5 EML64 HLikiF & ), -1 T IR 9648
1, AT, o B Rk R 5 R A D S EML64 BRI 05 & BT 7= AR (78 Ak 2 1T Z2mg 1 (&
1), IXAER T EM164 FLIRLEIL S T6F-T 24K K 45 & A BT, AR SRR R 21k 4
Ero XTHEPUE, P —IGF-1 32/&PHi{A 1H7 (Santa Cruz Biotechnology) FHifE N EZIE
ik (BD Pharmingen Laboratories), fE5 il s 3RIE TGF-T 52 (AR 5 25 52 M 1 20 i 1) 5%
BIE A= T ORI (B D o EM164 TARRIRIE T6F-T 2441 A\ L MCF-7 41
2 (Dufourny,B. %%, 1997, J. Biol. Chem. ,272,31163-31171) , @it FACS 4 #7 th W 22 %) T 4R
SRR 564k, X U EM164 BLIRZ & T A ME R m B A IGP-1 21k,

[0123]  [104] ik ELTSA 2 HUARERRFIRIE T 5 B AN I6F-1 2k (NHEY R
ALY TGF-1 eI A A3 2, W b ) B EAT IR AV F A 16F-1 2R R 454, T 5E EM164
PiiAk 5 N 1GP-1 2R S A IR B 5L (K o EWEALR 16F-1 32482 N PEO- IR EE Y
i — =285 (Pierce, Molecular Biosciences) Xfid&EZRiIE TGF-T 21 40 R 11 2 Y5
TGS RRZLRR AT A ) 25 AT 1) 2% 1), & ] R FH ] 70 NHS— BRI B 2K 5T I6F-1 324k B
BEHUARBEAT SR AN A0AL, I & NP-40 L I5570A0 2-4M PR 2% B2 MRt i, 3 PBS i& .
[0124]  [105]EM164 P AW Z AL IGP-T B2 /R 454 1 K, I 58 A2 8 144 Tmmu lon—2HB AR
A 100w L&A 1o g/mL HESEFIEE (B R £h 2% pfi (150mM AR BR N, 350mM BRERE AN ) 7F 4°C
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o A T HEAT B . BESEFNZ A LA 200 v L3 A M (57 10mg/mL BSA [ TBS-T
GeiME ) AT EA, H TBS-T Z2ibygig vk, JH 5 W =40 Ir) IGF-1 5244 (10 % 100ng) L=
B NS 4he RGBS A RBAEIRN A =L IGF-1 ZAKKISL, 5 EM164 JiAREAN R
FE (5. 1X107°M 22 200nM) THAZMEH =1 TG 2h, RIEEACKHE LR, BTERH
TBS-T Ze M iE YEfL, 5 FEU —1eGy, — Pk — BRSSPI R I (100w L ;0.5 g/
mL, 7EE 2l ) ILFEFEE, R E YR, N ABTS/H,0, JERAAE 405nm ALKyl K, F{H
B {7 fi45A (one—site binding) HIHEZRME[FIAAAS TS

[0125]  [106] SRALAI &5 G e Kol i A8 A EM164 HAAR 1R Fab v BOREET 1% 7 Boidid R
JREEVE AL PO 25 14, W0 E. Harlow 1 D. Lane TR (7 UsingAntibodies :A Laboratory
Manual” ;1999, Cold Spring Harbor LaboratoryPress, New York) .

[0126]  [107]EM164 Hifh 5 AW =LA IGF-1 2R 454 K45 G € th 2 41 Kd 1524
0. InM( | 2) » EM164 PR Fab FBith 5 A 1GP-1 24K H B 45 4, K, fH o4 0. 3nM, %
B EM164 HitA 5 IGF-T AR K 4RSS G AR iR AL

[0127]  [108]EM164 Fitfk 5 TGF-T 52 R &5 & A M b AC i figd 2 o B0 3 40 2 th TR AIK
1) Ko JH R AT 32 20 I REIR P 5 18 e 1 TGF-T A2 AR &5 A HIHT ik 1-2 K Ja B il ¢ 21|
[R5 45 G5 5 Tk SE .

[0128]  [109]EM 164 HiLiAW] H Rk Az Pile I6GF-1 5244, Wi i A Ly MCF-7 4 jg ) 22 5
F R A 5 e R A G- BUIEREER (Pierce ChemicalCompany) (¥ EM164 HiAAk [
W TIESE . EM164 HUAASIETIIEW I Western ENIFR ML ulE i —1CF-1 5244k B %%
(C- Kim ) Piff (SantaCruz Biotechnology) Ry —1eG— Piihk — B E AL BEAE I
WK I, SR 5 P, HEAT BE SR LA A% O (ECL) Rl . MCF-7 4Hiuf¥) EM164 Sy Uil ik
Western ENME 7R T 55 TGF-T S24KH[) B BEX M4, £E K2 95kDa, A K 5 7 —1GF-T %2
RN RIS 4515 75 K2 220kDas FABLIRY Fo 38 T e thox T At 4H o 248 784 St LUKS 7 EM164 ik
(145G BBl R R v, 45 R ER bRt 5K B cos—7 4188 (HEMERAE ) 1) IGF-T 21k &5
o HAS 3T3 4 (L), CHO 4 (P EE ) BRERET4Edi i (52 ) 1 IGF-T 24k4h
H o LE MCF-7 4l JU it A 1) Western EIEEHT, EM164 HLAA A GERL I SDS 28 1% )N TGF-T 52
1K, RFE 25 RRK, KBVERN TGF-1 2R A — 2R PR ke A4 5 .
[0120]  [110]EM164 HiA R4 & 45t 8t — 2 N AR K o BERERYIREAL, %Y
o A A LA L2 S5 s ok Mt BRI A s (BRI 1-468) , LI 52 & 1
16-mer—C Ry Bt (FkIE 704-719) , ‘BRI C- RimPiJm Pog FArbrid. XME/ K
IGF-T 2 Ak H/DIRAE 469-703, LA HEH W 45 & 16F-1, R 5 R 2K IGF-1 52441
EEAK'EZ (Molina, L. 28,2000, FEES Letters,467,226-230 ;Kristensen, C. Z%&,1999,
J. Biol. Chem. ,274,37251-37356) o (A, il 45 T IGF-1 324K o BEMEEY), HEH
5k 1-468 UL K 52 B-E I C— AR v BT, 1200 WA Rk 704-719, Ml fI-H C- Kim myc PRk
SEFALbRIC . M TR ISIX AR, T 72 NG 293T 4 i 8 i SR8 A 2 A
EMMAR. WELR| EM164 FUIK SIX P TGF-1 21K o BEMEMIBREIS: . R
M PIRi P4, IR3 (Calbiochem) tHA] 5X PN o« #ELS S, (H 1HT Fitfk (Santa Cruz
Biotechnology) ANKAL: 4, R W] EM164 HUAKPUR g &AL THT Frik ] B AR .
[0130]  C.EM 164 HiiA4M#] IGF-1 5 MCF-7 40 i 45 &
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[0131]  [111]IGF-T 5 ANFLJ MCF-7 4H iK1 45 5wl 4% EM164 FriAdii] (&l 3) o MCF-7 4l Jiu
HE#EA S 51 g/mL EM164 LA L MIEEE IR 35 F 2h, 285 5 50ng/mL A4 2= 4L IGF-1
1E3T°CHFE 20 708he ARG H GBS IR R Ve 40 IR, R &5 & AW = —1GF-1, 98
Ja & 1% NP—-40 FEE (A B #1757  50mM HEPES, pH 7. 4 Z4#. Immulon—2HB ELISA
R SRE DL —IGF-1 324k B BEPUAAl, I H T AR ) 473K IGF-T 2 ARl
G HIEME -1GF-T, Frid Pk s IGF-1 521k B BEMAI MR C- sm g5 Mk b 5 5 A T8
W E -1GF-1 5 IGF-1 2RI 40 A it s &5 & o PRiRAL, H SRR 2 - B AL
VB AR E  FHRBEVR, AR5 18 F ABTS/H,0, JEY)KAI o 51 g/mL EM164 HtiAX] IGF-T
55 MCF-T7 41 fu &5 4 B4 ) SE i _E A2 m] g /1, 38 LS80 T8 b A2 ) 25 —TGF-T [0 I
B 3RAF 1 ELTSA Ao

[0132]  [112] f& 1 LR () EM164 HLAR X IGF-1 55 MCF-7 40 Mo &5 & i #0145 23 #7, T 1
()2 FAIE B T EM164 i 4K 1] 2 B e 55 MCF-7 40 M 45 & () TGF-T, 3X e & 78 A= PR 44 1
TR, BV E RSB IGF-1 2 AHi A O 454 M Wil A FE A (41 IGF-1
8¢ IGF-11) » {EIXA™ IGF-T B 734 1, 78 12 LA P A I MCF=7 48 =2 138 1L P 1)
(serum-starved) , 54EMZALT 1GF-1 (20-50ng/ml) £ oMiEREZEEL A T 37°C (8 4°C)
WE 1 2 2h, R 5LEWR IGF-T 455 AN EM 164 HUABON Pk (10-100 1 g/
mL) £ 37°C (BRAE 4°C ) AbFE 30min 2 4h. SRS 40U H PBS BE%:, H&F 1% NP-40 {34
LM AE 4°CE2M# o ELISA tn ERTIRIEAT , WBTIRZMA ) A2 3R TGF-T 324K, SR 5 K HH i
SRAER — BRI AL VIR IR U 5 ik 2 AR 55 [ A ) 2= Ak TGF-T. 1% ELISA B T
EM164 HLIRTE 37 CREMS J LT 56 4z N4H A b 46 LART 45 & (W A 224k 1GF-1 (7€ 30min P
M 90%, £ 4h N~ 100% ), fE 4°CAE 2h o, B #e T K21 50% . 1555 — M%7, NCI-H838
I 40 5 e 2 —1GF-1 — I &, ARG UEN, 5 EM164 HUARTE 4ACIFE 2h, 45 RS 51
W E -IGP-T kb 80% . [Alt, EM164 HUAARRT il A e 4i i b e e 45 511 I6GF-1, 3X
FEVRYT bR AR B, RO AT DB B 85 S i YR AR BEEC AR I AS BT 1IGF-1 5244
[0133]  [113]MCF-7 4 fd 55 EM164 HifALE 4°CHFE 2h (BLE 37°CHFE 30min) , IR NV T
Bt IGF-1 524Kk B #5bifAk (Santa Cruz Biotechnology ;sc—713) [ Western E1iZE 43 #7, iX
P& F- A FECIGP-T 2R B T, RE 5 EML64 HUATE 37T CKINRIFE 2h 7l 5[
IGF-T 524K 25% 1) F i Pl 761X 28R B30 56 0 , EM164 HTiRAE 4 CHT 37 CHIH] TGF-T 1
GEL AR O A5G TGF-1 XA REE T i T EML64 HiiR i 455 5 #3206 T ke . EM164
HUA RN S IGF-1 55 TGF-T 2RI 456 FUg 4 LLAT 454 1) T6F-T FINLHIIR 7] g2 il i 45
A R B () BE e R A AN T 5 R R 5 5 5 o

[0134]  D. it EM164 HLiAHE] IGF-1 24 F R4 LE 5% 7

[0135]  [114] F EM164 Huik b PHFLJ MCF-7 48 B A& 93 Sa0S—2 4H e JL-F v] LA 58 2l
LI TGF-1 25 B AL 5, X E Iy TGF-T 524K [ AR i 8 AL 1 30 il A0 DL R W2
Jil I AR —1 (IRS-1) , Akt 1 Erk1/2 fRIBEERAL 0] ( B 4-6) o

[0136]  [115] 7L 4 H7, MCF-7 4 jarE 12 FLAR K M 7Rk A 3 K, AR5 20 1 g/mL
[*) EM164 Hifk (Bl -B4 M IPUE ) fE Mg g5 4 #E 3h, SR )5 F 50ng/mL ¥ IGF-1
75 37T°C I 20min. A J& 4 MOAEUKY IR A S 1 IRl TR 97 Tl 7 D 22 b (50mM. HEPESS
L2, pH 7.4, 1% NP—40, LmM JRELER4H, 100mM FALEN, 1omM A2 ER 4, 2. 5mMEDTA, 10 u M

21



CN 1678633 B WO B 17/31 7

SERER, 5 u M E S BT, ImM PMSF, 5mM 28 FEBRAL 5 1 g/mL FIKEE ) i pk & . ELISA
BRFHBL IGF-1 324k B 8% C- AU i) 50 50 B Pk TC1L23 HEAT T4l , 5 AR A AE 1R N I
B 5h LT3R 1GF-1 324K, SR )5 &H MAFIRA 1GF-1 2R FLat vk, 5 M ZL KPR
B ER BT (PY20 ;0. 25 1 g/mL ;BD Transduction Laboratories) WF & 30min, 2R J5¥Ewk,
SEEERE - BRI E AL DB (0. 81 g/mL) BFE 30min. PEIFL, F ABTS/H,0, KW
Krille B B4 X PRI B s HU0 TGF-T M B TGR-T 524K [ AR BE B Ak 16 ) 30
il AHEC, 76 EM164 B3 5 v SRAF T TGF-T M) TGF-T 52 & H MR B B AL AE 1K 58
A3 (E4) .

[0137]  [116] X TAEBAXIE S 2254 (IRS-1) MBI AL AE F (190, 26 S 9 ELTSA A,
A8 I 52 AL )BT —IRS—1 B4R M ZAREY) 473K IRS-1, 2R J5 I e v S5 e ER AL 17 IRS-1 &5 &
[P IR IE L EE —3— Wl (PT-3- JBE ) 1IAHK p85 WL (Jackson, J. G. %, 1998, J.Biol.
Chem. , 273,9994-10003) . 7EI&] 5 H1, MCF-7 40 ffd /1] 5 1 ¢/mL [IPiik (EM164 BE TR3) 7EJCIMTE
B FRRE A AL 2h, SR 5 H 50ng/mL ¥ TGF-1 £ 37°CHJ¥# 10min. BT IRS-1 Hifk (RZ k% ;
Upstate Biotechnology) it 5 ELISA #x EALAEFZEPT R —1eG BURIg & 1 4k (R 847 35k,
SRIEPT IRS-1 HLikIEE 4°C o & I BN M RLAED L S P47 3R IRS-1. ARJEfL 5 W e
Bl -p85-P1-3- M Hi ik (Upstate Biotechnology) B F 4h, 4% )5 H“EPH0 s —1gG- B4 —HRP
TR AL FE 30min. SR JGVEGRAL, 18 FH ABTS/H,0, KA (18 5) . aifE Kl 5 o, EM164
PUAREL TR3 BT A b P0H] IGF-1- MIP T TRS-1 B4 A/E A, UAESR /D TGF-T [T it
T 540 i & I, EM164 Hi6 TRS-1 B R ALAE FAS S s AR B sh 30 P

[0138]  [117] 7F Sa0S—2 40 e ( & 6) F1 MCE-7 40 rh, Ho& T Uk S i Akt F1 Erk1/2
(I35 AL, AR AT LSS AR 1) 77 X Bl EML64 BTk, WsR 2R B A A R AL RE S Mk P Ak
(% WPl - BRI —Ser Akt £ 70 F& ML - W5 BR1L —ERK1/2 HT/k ;Cell Signaling
Technology) ] Western ENIET 7R pan—ERK HUARIESE T A ¥KIE  EAER & AR AHSE
(El6) . H EM164 FrikabEE Sa0S-2 4H Mo ANH ] EGF— K Erk1/2 BEFRAL, IRIIIESE T
EM164 BT TGP-1 52 1415 5 4% 5 10 B AR FH e S 2k o

[0139]  E.EM164 HUikXt TGF-1, TGF—TT T $35 9 A S 788 40 B i A= KR A7 3 e 4 ) 18
H

[0140]  [118] A&l T JLAR A8 40 i JAE Te il s 45 1R F H AR KRIAF V8 X TGP-T 1 Mo
IXLCA M R AE TGF-T, IGF-TT BIMIEAE RIS &0 T H EM164 HLikab B, SRAE 2-4 K Jg FH MTT
T I AR RN RN o K24 1500 /1 Mo g B P E 96 FLAR & L3S 1 Bl 7 2
B RHTCME RS FREE (NN T 2% i 8 (A BSA IR JG I RPMI 35 R 28, B M 4
R %L, i Dufourny, B. %%,1997, J. Biol. Chem. , 272,31163-31171 Frid ) #¥. {EICIMTE
Bt A K | RS, B RZ 750 L 10w g/mL IHLAIEE 30min-3h, 2RV 251 L
IGF-T ( B¢ IGF-11 BRIMIE ) WIRERTELIRE A 10ng/mL ) IGF-T, B{ 20ng/mL ] IGF-11, B
0. 04-10% IM¥% . 75250, 41 M AE N EM164 $iik 2 w56 H TGF-T %l 15min, 8
BON IGF-1 1 EM164 Bifk. SRIG 40 Mgk SR K 2-3 Ko RGN MTT ¥ (3—(4,5)— . F
FEWEME —2- FL ) -2, 5— “IRFEPY A MR £R 525 w L bmg/mL I¥) PBS VK ) , 40 BRI 4H 2-3h.
RIG R FRAL, 100 1w L DMSO #ey R -5, 75 545nm W= AR GG . LA AR 40 g
REIRTEMN TGF-1 B IGF-TT B IF J I A K FIA7 T e R BH 24 EM164 HLiRHmS], AN E BT
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PRREAE TGF-T Z BRI IMN , B IGF-T ZEHURZ IR NN, i 52 TGF-T FpiiA— & mA (£
o

[0141] & 1-EM164 HTAXT TGF-T Hl3 1 frhveg 4 i A= AR 3 g il £ A
[0142]

kbl X TGF-T 4 th ma iz HERMIEHE 77 £ 1. 25-10% IfL
A A A B Ferf, EM164  HUARST IGF-1 &, EM164 Hi

(MTT W 7T MR FRET, FREI AR #HIEM XA K /
IGF-1 4b¥ / RAb¥E  40f0)* (H &%) EiEGmEIE A°

MCE-7 (LB ) 1.7-2.8 100% 85%

HT-3 ( &%) 2 70-90% ND

Colo 205( &%) 2.3 50% 2

HT-29 1.5 60% =

NCI-H838 ( filij ) 3 100% 85-90%

Calu-6 1.6-1.8 85% =

SK-LU-1 1.4 100% &

NCI-H596 1.4 100% [ZEE]

A 549 1.2 80% ND

A 3T5(BEE) 1.6 90% &

SK-Mel-37 1.4 85% ND

RD (LA ) 1.7 85-100% B

Sa0S-2 (& A ) 2.5 100% B2

A 431 (KB ) 2.2 85% 2

SK-N-SH ( st 2 41 g ) 2 85% 30-50%

[0143]  “FE&A 5-10 1 g/mL EM164 JLARRI MGG 75, 52 10ng/mL IGF-T /EH] 3 &
4 R A / A3 MTT 0 5E o
[0144] "I F S5XHE (HMEETLHAE ) FIEES, ik MTT 23 M sk G231 o M7, 23 M e
5-10 1 g/mL EM164 HUATELERITE UL T 1. 25-10 % I3 AP 40 o A= K BT 32 B K0 5358 106k 1
(EMIEEA U, B IEEIEHUER ), & &lE MCF-7, NCT-H838 Fil SK-N-SH 41l i iy 5% 3
R ) K P DR 240 RLER) 1 45 / 55 43 Wb TGF e B o ND 28755 F T MR (0 1 X 3 1T G4k
AR =
[0145]  [119]EM164 HUiAsEZIHBANH] TGE-T B v 30 FL o8 MCP=7 41 fia () AE K A7 45
(B 7H8) o 75— DA SEES 1, EM164 HifA5m ZU i TGF-1T 531 MCF—7 48 Jjfa A= A
17 . LTS TN AT ESUA LT TR3 TR AR IE 57~ 0 AT 45k 59 Hl 50 i) 1l 375 53k s MCF=7 4
M A= K FNAEIE, WIAEE 7 # TR3 1 LHT HUARFTIESE (Cullen, K. J. %%, 1990, Cancer Res. ,
50,48-53) » AHEL, EM164 HiA 2 MIE 5 TGF RINEIR) MCF-7 40 i A=K sl 8 ilsnl . ande
Kl 8 F1 iR, EM164 HLAALEIR 56 R ME W ETEHE N (0. 04-10% 95 ) # R IR oA )
MCF=7 41 B 1) A KR A 73
[o146]  [120] k40 M v ORI 2 EM164 Hrikxnt MCF-7 41 fi i) AE K3l BRI, 75 12 £L
Brf, K4 7500 A4 ok M 7E &4 10% FBS [ RPMI B8k mh, Hih fefr sl b 10 1 g/
mL [ EM164 Bk, B 5 RIF, AR AL FE K6 BRS040 ML v 500k 20. 5X10° N4, AHLE,
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EM164 TR AL HE R 5 40 MV 5000 1.7 X 10° 40 8. FH EM164 HTRBEIT AL HE AT 7E 5 K
P MCE-7 40 o i 25 K R4 12 % . EM164 Fi AR i Rl /6 A B v T O 4R 1148 1
IR3 FUARLE—AS 6 K73 H7 Fh o4 MCF=7 4ii fi ™= 2E 1) 2. 5 5 I I/EH (Rohlik, Q. T. %%,
1987, Biochem. Biophys. Res. Commun. , 149, 276-281) .

[0147]  [121] 5%f MEHT B4 HUARARLL, TGR-T AL i R3¢ Al /> 40 i ifiJes 52 NCT-H838 f 2k
KHAEIE ] 4% EM164 Prakamzisbimt] (B 9) o X NCI-H838 Fl MCF-7 4H ffd, £F T 1L % 1%
FrIEH FH EM164 HL AR BEAT = A2 10455 AR AL B AE /), SN I JR ERL S EM164 Hriftl ]
FIHIX Lo B f) [ A8 WA 5% 43 TGF-T 1 TGF-TT H3k (& 7 F19) » HT29 45 g9 40 i (1 £
%R /IMBAE ] EM164 BT AR BRI KR FEIR /) o

[o148]  [122] (Rl EM164 FTAATERTA CAIRIPT IGE-1 SZ2ARHu A 2 MeRs (1), ‘& Re A 2 il
] e 725 41 f 0 MCF=T7 41 B R NCT-H838 4 Jfd 1% 1L s ¥ Pk A= B it 80 %

[0149]  [123]EM164 HU k5| Ak + 40 M J #H 9 GO/G1 BA 1) 40 Mok AR AR KA s, HBR T
IGF-T W& 2253 RN . A 1 AT 48 i B 300 49 87, EA7 AR BUANAFAE EM164 Fifk (20 1 g/
mL) &L A IGF-T (20ng/mL) AbFE MCF-7 4 1 R, 2R 5 kAL A e G e Ry =X 4 i
SCGHAT A3 M TAEE 25 TR, £Ed /D EM164 I TGF-T sl /e Hi SR 1y 400 i F J 0 308
(41% 4 Makk T S 1,50 % 46 T GO/GL ) 71 EM164 A PR 4 e (A 9% 4TS HH, 77% 4H
Mok T GO/GL ) st at ]

[0150]  [124] B T X 40 M 34 58 S 4E A LLAE , EM164 P iR i Ab BE v B M i T 4
TN E 4 RE T, AEAFAE B /D EML64 (KO0, H TGF-T sy 9% & NCI-H838 Jifids 4H Jid 1
Ko ME caspase ( RAZAMRET eItz BB E 8 ) 40 f&a K18 s=Ea b)#| (K&
26) o FEGR/D EM164 I, AHXS T 08 TGF-T B0, s 0 TGF-T 8MyE 7= 4k T S{IK ) caspase V]
E) CKIS {55, iIX K B 1GF-1 Flf i mI B 1E caspase fIid1L. EM164 [f4ALEE AT HH] 1GF-1
IS FI PR TR, IX 7] HAEFT EM 164 47 7E I BT $R15 4k D180 ) CK18 7K P48 3 /b EM 164
IR U (& 26)

[0151]  F. EM164 ik -5 e g a2 50 R 40 i A= 4 3 75 ek A Jrh g &0 i A= 4 R0 A7-35 1)
P [P0 IE A

[0152]  [125]EM164 itk 5 5EAZ LR -G e FH 50 28 A2 Tt e i A O =B/ 40 o i Calu6
M W A EIE A . RIFE, EM164 PR 5 = G I5C-A 55 = B R it FH 6T 25 g o
HT29 40 i () A= FNA7 35 BH 58 S FARIVE o ERA FE NI 28 sp ) EM164 Bk G a Bk 245
M2 —FEXT A O Bk, BT UAEIRIR S F T, EM164 TR S H A 40 o A 13 ) 25 s gk 2
B3 250 0 40 B PR ASON R Bh [RD A S hE (R RSy 7 o A A AU

[0153]  [126]EM164 Hiik S5t EGF 52 KB4k (KST7) WK 0N 48 5 M 1K) EM164 $Hi 44 58,
KSTT HoAdus Zokf b 2g 40 o 52 4 HT-3 48 i, RD 403, MCF-7 40O F0 A431 48 B i) A K RIA7 T
HAFHERMEIER . B, B X PR A R T 521 16F-1 2 & F1 EGF 52 44 [ i
PRI A TR BT AL R B RN AR I PR R e Va7 o2 A I

[0154]  [127]EM164 HiiAh 5 40 M55 Mk 29 B BE ) A Pk 4 e 5 25 ) ) i R IR
TGF-T SZ AR b Bg AT B8 [ ik (R B p o2 A (. EML64 BTk S T80 Pt brid s
Fric BB ] ] Tt B3R IE T6F-T S2 4R 1 s i Va7 AA%

[0155]  G. EM164 1A 85— sl by Hose il n e 5 1R A T Ak 3L Ay oF £ 22 R B /) Bl A AR S
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TR P 1) 5% M)
[o156]  [128] AFE/NH i i Calu—6 S Ff B AR 4 7 18 1 75 H 9258 S5k B /N B B2 R v 5
L X 10" A Calu—6 40 £ 32 /1 WIFER 10 1 BoR, & S 100m°Calu—6 SR AEY)
[R3X L8/ R EM164 HULARAR PR (FR KRS 6 K, BFK 0. 8mg/ /N, B PRI ) Bl
FEEAZBEAL PR (RIS 5 EAZIE (R R 1 IR s BFIK 15mg/ke) , BUIKA SAZBEAT EM164
PUARTEAT b2, R ES T PBS (200 1 L/ /B, 6 IRVEST, B8 2 Ik, # kS ) » B Ab PR
i 5 HUh . 55 PBS X HAHLL, AT EM164 J A ab BERT B 8 GE 22 Ihdg i) AR o 5 T/ B A
I, BAOWEE ] EM164 TR EENE . R R SEAZ B S R A ) 14 K, (HE
ARSI e A FFEETHIR o SRTHT, 55 B SAZ B AT AL PR KX A AH EE , 7 A2 B2 F EM164 ik
e AL BE TR AR 4H Hp g 1 A B S A 2%
[0157]  [129] AJfpss ity it 1n 5 A wS I SCID/ICR /Ml (Taconic) 2 F
TES S 107 A BxPC-3 4H (1) PBS ML) (0 K ) . ARG 80mm’ (1) L N7 P8 1) /)
b EM164 SRR (13 JREST, BEIK 0. Smg/ /B, RN i 5, 7256 12, 16, 19, 23, 26,
29,36,43,50,54,58,61 Fl 64 RFATHEST ), H 5 VIE (gemeitabine) BAMANTE (JE I E
ST IR, BEIR 150mg/kg/ /NFRL, 7R 12 81 19 K ) , H 35 VARl EM164 $2 J8 ik 7 AT Bk
AL, BhZE T PBS, MRS T fbi A ([T 5 EML64 FHIFII 7 %8 ) 31X 5 M Ab P2
PR — A 5 H/MNR . AR 27 HR TN, EM164 [f FRAl AL 2 5 5 75 P At 1 B A Ak 34
HRAE— FFURAE F BUMNE e A AR D) (1) SR i, 76 EML64 A FRZA I 5 Rahdhfr 4 H, 73k
GARIRAR A 5 R I TRXAERE 6. AE EM164 2028 43 RIS b PRAL
FRIRER 68 R IR — K EL 3l A= T & 21 5 bl 75 A AR SRS 74 A RIS~ 2 e
PRFR 0 BEAL PR ZHAH B2 0 sk /s (P 230l 24 0029 F1 0. 002 s XU T- kx5 518 27) o £E 55
— I G, EM164 Brikpab B (Rl A B S P EGF 2 AP A A A 5 ST ) T
DN B O AT BxPC-3 SRR AR K
[0158]  H. EM164 Ht A4 A 5 B4 1) 5o [ FHl
[0159]  [130] A EM164 Z4AC R340 il vp 44k Hi 5 RNA. 8 4-5 1 g &t RNA FISEER dT Bk
BN S5 | W 1EAT T 2 SR B | N
[o160]  [131] 3K A Co % A BT i 1) RACE J7 ¥ (J. Immunol. , 148, 1149-1154 (1992)) Al
Wang 2 A fr @& 19 155 3¢ 914 (J. Immunol. Methods, 233, 167-177 (2000)) I 4T PCR Jx [,
RACE PCR JjiZEfs E— AP BRRG Z R G RIS IR 5 — 4% cDNA 81 3" Kum . A
Qianeasy (Qiagen) ¥:4li4k RT [z v, FJ 50w 1 f¥) IXNEB 22y 4 ¥Elli. F 0.25mM CoCl,,
ImMdGTP H1 5units IR Im 4 M (NEB) 71 1X NEB G213 4 XS Irdk pE i v 54T dG hn e &
REWAE 3T°CHEE 30 738, AN a4 1/6 IR (10w 1) EHEANA S PCR Je W 4 A 46
ﬁi DNA.
[o161]  [132] & T 5[4 FIAAR () 22 ¢ LA A , RACE 1] I PCR i M4 56 A AH A (] « % T~ RACE
PCR 2 EL AT F AR v 5% % g S AR R A, 1 ] JF PCR e VA2 BERAT A RT ONIRG )
[o162]  [133] 7E RACE Ffiij Jf PCR e Niry, AT AR K 37 5|4 -
[0163] HindKL-tatagagctcaagcttggatggtgggaagatggatacagttggtge (SEQ ID NO :14)
3T ERESIY -
[0164] Bgl2lgGl-ggaagatctatagacagatgggggtgtecgttttgge (SEQ ID NO :15),
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[0165]  [134] #£ RACE PCR ', 1 N£ZE C 5’ S|WFIN H T EEE ML

[0166]  EcoPolyC—-TATATCTAGAATTCCCCCCCCOCCCCCCCC — (SEQ IDNO :16), Mifaidf 5/ Ak
PCRE WA X T-#2%% , A Sac IMK-GGGAGCTCGAYATTGTGMTSACMCARWCTMCA — (SEQ ID NO :17) ;
X ESE, A A5 ERIREY

[0167]  EcoRIMH 1-CTTCCGGAATTCSARGTNMAGCTGSAGSAGTC (SEQID NO :18) FiI

[0168]  EcoRIMH2-CTTCCGGAATTCSARGTNMAGCTGSAGSAGTCWGG (SEQ ID NO :19) .

[o169]  [135] 7E LR HISIMFAI  IRGWIE W T E X :H = A+T+C, S = g+C, Y = C+T, K
= G+T, M = A+C, R = A+g, W = A+T, V = A+C+G.

[0170]  [136] KM T AIHIFE AT PCR Y. 1) 94°C 3 4344, 2) 94°C 155, 3)45°C 1 738,
4)72°C 2 438, 5) &[] #2 25, JEH 29 1K, 6) 7E 72°C 10 70 Bh5¢ iR Ja e P 2R

[0171]  [137] % A BR il M B i ik PCR 514 7= 2 19 PCR 7= 4) 3¢ % F pBluescript 11
SK+ (Stratagene) »

[0172]  [138] ik ¥ FLA 77 v %0 LA ST () 42 B R0 25 B o s I e DL 58 o AR 5 58 65 T
PR AT R SRS R (] 12 H1113) o {FH Chothia HLAY 338 5E X (Chothia canonical
classification definitions), %7 ! =AML REFEEE CDR( K& 12-14) o

[0178]  [139]NCBI IgBlast Z{#EEMARR KM, Pi —1CF-1 ZARPUARI R EE W] AZ X 7] fg>
H/N R TgVk Crl IRARER, mMEREA] X 7] fe2k B TgVh J558. ¢ ALK (K 15) .
[0174]  [140] & EM164 HifA s A4 7 LLUESE Kl 12 F1 13 s BoRiF41 . 44k i EM164
PUARI B BE RN AR BE 2511 MBI (SDS—PAGE, iE JRU44 A ) #6828 PVDF Jii I, M i PVDF JiE I 1)
Tl =BT e PR RER N- K 4138 Edman I PN 52 4 :DVIMTQTPLS
(SEQ IDNO :20) , X 55 M\ EM164 Z8AC I8 A5 1) b 3 e R BRL 1) N= i > 41 AH DG A o

[0175]  [141] 24 T AT Edman & 190 7, S5 09 N- Rum g M. e A 1129. 5 (M+H,
B[R AL ) I B IR AR I AL TR B s S Sk (PSD) A3 i B, LR A e A
GRPDYYGSSK (SEQ 1D NO :21) . i Ay 2664. 2 M+, BA[E A7 2 ) 105 — AN S8 & s 4k
SO B8 5 S T (PSD) 4 R B, HLFE 1) % E - SSSTAYMQLSSLTSEDSAVYYFAR (SEQ
ID NO:22) o XA H)ES 5 A EM164 24898 SRS 1) 5 B F B JE (A 11) CDR3 FHHEZE 3 (FR3)
(#7556 A= VL L

[0176]  1.EM164 HiiAREHEIL

[0177]  [142] BHEAERE S P08 v 0E AR LB R I8 3 A (K 16) o ART7AR
JEA I PCR 5143 T —SE BRI AL s, EATAT AR A5 7 FIE N pBluescript]] 5elE#L
RN e Lb L RAT 8, Pk w] 22 e 41 4 v [ 1R 0l L3 ) 3R 2 Bk, AR R B BE I
selE S T EcoRT A BsiWI 8 HindTTT F1 Apal fi7 5 ( B 16) « H8EW] AR )7 5% A —
FABHESE (in—frame) #E LRI TgK fH 2 X b, 0B FHME i ERIA gy HEXF
Fr . fEmAINFRIE R Y, N OV 5 3+ AT SRS AR REA L RE cDNA [P AR R . iR A8
R BN 7 VAT AL R, EM1L64 BTiA Rk Fnaift .

[o178]  SEiifs) 2 :EM164 FLiA I AR TE

[0179]  [143] KAk EMR#ESEE EH] 5, 639, 641 FU1 T 24 FF 1 5 BRA5 18547 EM164 Hiik
(R T EAL, DA S vy 8a2 Wil i AR BT .

[0180]  A. K[ Pl
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[o181]  [144] 24 T M T IGF-T ZkHith (EM164) W AR X (R AR A, NMA T —41 R
AR IPUR I AT AR K R IE Tk (] P, solvent accessibility). 127
AREBUARZS R SO (3R 2) R BEBRTT ¥ I A MC A 2k 1B AT T8 (Pedersen 4%
1994, J.Mol.Biol. ,235,959-973) » MIX 127 > &5 #) vp il o 7% 41 EL X 8 5 HH 10 4% f A
UK R E R A R IT 5o T EARRASTT AR X R I~ 383 ) n] Jefk (averagesolvent
accesibility), B 30 % (134 R] K M AT sk R R AR IS i T A A 4
AE I 4000 TR e 225 () R A 4, T 3l v B3 8% N R R (1 ] R PSRt — 2D AG 50 T34 mT R A 25 %
F1 35 % 2 [A][FIAL o

[0182] 3K 2k H Brookhaven £#ia i 1 FH R OB TGF-T 2 AkHufk (EM164) [RIHIT) 127
M TIRLSZ A

[0183]  H TR A 127 4~ Brookhaven %5443

[0184]

2rcs  3hfl 3hf laif 1a3r 1bbj 43c9 4fab 6fab T7fab
-m
2gfb  2hlp 2hfl 1a6t laxt 1lbog 2hrp 2jel 2mc  2pcep
p

lyuh 2bfv 2cgr 8fab lae6 1bvl 2dbl 2f19 2fb4d 2fbj
1sm 1tet 1vfa glb2 1ladj lcly 1lvge lyec 1lyed lyee

3

lnsn lopg losp 1laj7?7 layl 1lclz 1plg 1psk 1rmf 1sbs
lncd 1Infd 1ngp lacy lafv 1cbv 1nld 1nm 1nm  1ngb

a b
lme Imf Imi 15c¢8 1abf 1laxs 1mlb 1mp 1Inbv 1ncb
p b m a

1jrh  1kb5 1kel 1lap2 1b2 1ladg 1kip 1kir 1lve 1lmam

W

ligi 1ligm 1ligt 1ad0 1baf lecfv 1ligy 1ikf 1jel 1jhl

lgpo 1hil 1hyx 1a0Oq 1bjm 1lclo 1liai 1libg 1lige 1ligf

1fpt 1frg 1fve lagk 1bln 1d5 1gaf 1ggi 1ghf 1gig
b

1fai 1fbi 1fdl 1ad9 1bbd 1f58 1fgv 1fig 1flr 1for

1dbl 1dfb 1a31 1bfo leap 1dsf 1dvf

[0185]  B. 4y T4 -

[o186]  [145] F EM164 () 43 1 81 A4 R HI Oxford 43 F % #4F 4 AbM SR 7= . i 1A 14 42
(framework) FJHESZAE K B HA BAHLLR 2 ZE 5L 7 41 BP0 IR 45 7 SO, 0 T84, SO
A& 2jel, A T EHE N Z Ingb. BT R S HAETUREME M (non—redundant solved
structures) [¥) C—a S RJEE FEm] 7 7 AF IE X /%) CDR (hon—canonical CDRs). CDR ¥ 5 A
YO P R FE A1 1

[0187] C. A Ab &E#

[0188]  [146] ¥4 [ EM164 [¥) K [ AL & 5 Kabat U4 & (Johnson, G. Al Wu, T. T. (2001)
Nucleic Acids Research,29 :205-206) H AHiKFHI AR NAL BT . N HTAREL
i PR LA SR (Searle  1998) M IRAR [ FE B AN FEHE N B AT A BRI L X B i 5% T 5%
o FFAIFERERIREN CDR [ 5 AN IR AR, 1848 T BA o R 3R AR EE R A Piiask
1, L R BT TGF-T 2 AR PR I R AR 3
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[0189]  D.PCR 4R

[o190]  [147] & & EM164 cDNA w & (WL b ) b i3k 47 PCR 95 48 LA A4 5 3% 1 &5 F 1 A\
EM164 ( 7EEAR 4 huEM164) o 5 dLRE vt LA A2 huEM164 [T A S2 008 P i 8 M2
FERRARAL, BN S, DRt = 2R R 5 BRI A4k (3R 3) o PCR J 4% T 1
IFEERPAT 1) 94°C 1 230%H,2)94°C 15 #2,3)55°C 1 434h,4)72°C 1 43%P,5) ik[A] #2 3
B ABER 29 ¥K,6) o fE T2°C /AT B Ja P AE DR 4 73 Bh . PCR 7= 4 F FLAH R f B o) g
THAL, W E TR e pBluescript SOl . b AR T LAUE SE BT 77 (1 2 S5 IR AR AL o
[o191] K3 AIRAMEE 4 PP NYR4L EM164 BT PCR 514

[0192]

514 el SEQ ID NO :
Em164hcvy CAGGTGTACACTCCCAGGTCCAACTGGTGC AGTCTGGGGCTGAAGTGGTGAAGCCTG | 23
Em164hcqqgoll| CAATCAGAAGTTCCAGGGGAAGGCCACAC 24
Em164hcqqgol2| CCTTCCCCTGGAACTTCTGATTGTAGTTAGT ACG 25
Em1641cv3 CAGGTGTACACTCCGATGTTGTGATGACCC AAACTCC 26
Em1641c13 CAGGTGTACACTCCGATGTTTTGATGACCCA AACTCC 27
Fm1641cpl8 GACTAGATCTGCAAGAGATGGAGGCTGGAT CTCCAAGAC 28
Em1641cbgl2 | TTGCAGATCTAGTCAGAGCATAGTACATAG TAATG 29
Em164r45 GAATGGTACCTGCAGAAACCAGGCCAGTCT CCAAGGCTCCTGATCTAC 30
Em164a67011 | GTGGCAGTGGAGCAGGGACAGATTTCAC 31
Em164a67012 | GAAATCTGTCCCTGCTCCACTGCCACTG 32

[0193]  E. WA IR IE

[0194]  [148] M Pedersen 2 A (J.Mol.Biol.,235,959-973,1994) Fl Roguska % A
(Protein Eng. ,9,895-904, 1996) ik ()T 142K 11 B AL LA 2 AT B BT R] AL P 41) i 4%
T R IETT AR o 2R LA 8 S H R AR 222D 30 % 7] b 7K 7 1Bl i) 2 25 1R
[0195]  [149] {EiX 127 DHUARGEH SR 10 A5 RIUR R PUAC S E (K17 H18) o 4
XL LEXT )7 51 P ) B Kabat A7 & IRV R A] SEIEATE XA, &N B IR B AR XS ] Sk
(115340 B nAE B 19 T o BRBERE R 26 DR IR ISP XA AT Stk 22 b2 30% (K 19) -
PRI 1M X 87 B 2 EM164 IR TN (1) R 7 2 o AN iR 5 10138 ] e MEAE 25 % Fl1 35% 2 [A],
IR BEE B T — D ARSI, R RIE ] S M 1 3 A A AE i s W 22 7 0 A3 7R A1 58 A AR TR 1) B
PR EAT (K 48 5) o FERHTIXFERIME N 4T 5, bS] 5 R R IR 4R
HAHEAZ

[0196] 3K 4 EM164 HLiRE B E R W] 22 741 R A R4 m] KV (ave. acc.)
[0197]
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EM 164 ZKH
Bk i
EM164 Kabat# | Ave.Acc. | EM164 Kabat# | Ave. Acc.
D 1 45.89 Q 1 58.19
L 3 41.53 Q 3 34.08
T 7 31.40 Q 5 34.36
L 9 50.08 A 9 38.01
L 15 35.45 L 11 47.72
Q 18 39.79 K 13 46.51
R 24 34.36 P 14 31.49
S 26 32.63 G 15 31.42
Q 27 34.35 K 19 34.41
N 28 36.38 K 23 31.23
P 40 43.05 T 28 36.24
G 41 46.56 P 41 44.01
Q 42 3492 G 42 42.62
K 45 30.58 Q 43 46.85
S 52 30.40 E 61 46.68
S 56 41.46 K 62 44.87
G 57 42.41 K 64 38.92
D 60 45.96 R 65 40.06
S 67 38.20 K 73 35.92
R 77 42.61 S 74 4891
E 81 38.46 S 82B 32.72
\Y 95E 34.83 S 84 35.21
K 103 31.10 E 85 39.62
K 107 36.94 D 98 36.00
R 108 60.13 A 106 37.65
A 109 53.65 S 113 43.42
®

5
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121 F7 2R TH e 2
BHE B
EM164 Kabat# | Ave.Acc. | EMI164 Kabat# | Ave. Acc.

T 5 28.68 Q 3 31.62
T 7 30.24 Q 5 36.07
P 12 26.59 P 14 29.88
G 16 25.20 G 15 30.87
D 17 25.73 S 17 25.64
S 20 25.37 K 19 35.06
R 24 36.73 K 23 31.48
S 26 31.00 G 26 30.53
Q 27 32.29 S 31 27.12
S 27A 29.78 R 56 NA
A\ 27C 29.05 T 68 27.71
A% 29 NA T 70 24.65
Q 42 34.92 S 75 18.80
K 45 32.24 S 82B 32.87
S 52 30.02 P 97 NA
R 54 29.50 Y 99 NA
D 70 26.03 \'% 103 NA
R 74 NA T 111 25.95
E 79 26.64

A 80 29.61

Vv 95E 42.12

G 100 29.82

K 103 31.10

E 105 25.78

[0200]

3] B AR 25 % A 35 % 2 8] I S A 0k — 20 2y B, T XEAE P I S ] SRR Y

AT PN 58 AR IR 35 (8 — B 70 DUARREAT 3y o X 2RIl AR A B e HET B~ 2] J vk

fEA LT o NA ZFRAEIX 10 AN ARBLR BT 1A A A A I 00 T ke 2 PR ke 2
F. FH2> FRBSRIAE L CDR 1195 A 5k
[150] X b3 Y AbM B 7 A2 1 43 A AL BEAT 43 1T, DL€ 7E CDR 19 5 AV 4

[0201]
[0202]

[y EM164 LT EE . 4 T AL Bl EM164 BTk, 75 CDR Z AN BT A 3 Ak RE 1 A A% A48 0 £E N
R X A (counterparts) , (E7E CDR (15 A R P ISR FE AR XA, TR R e A0 xd
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YRR T A DTRik . PRI, 5 38 Ik S0k JL 2 45 08 Y, JFAE RS NI ot R h A X
CATEATR 5075 18 . AER 1 FE A AT ) CDR 52 455 T F 485 CDR2 1) AbM & X AN 4
[¥) 5 4~ CDR ] Kabat & X (Kl 14) . 3 6 Z7x T 7E EM164 B8 (5855 s 57 41 N, Ab T
CDR [IBRFEI 5 ATEE P AR

[0203] % 6 7£ CDR (1) 5 AV FH N I EM164 Hp A 422 7% 5L CDR ¥ 5 AP 1K EM164 2 [
R

[0204]

Bk Ak
D1 128
L3 K73
17 S74
P40
Q42
K45
G57
D60
E81

[0205]  G. %€ [FIYERIA KM

[0206]  [151] FH A4 EM164 3K T (45 2 A BRI 7E Kabat HUA 7515040 2 4 A SR #
PR %5 R AU T BRI SR8 R 8 (AR AT e A T AR B AR IO, o
RN R IR IE—RIATH B . Sk B Kabat 35 28 1) 52 5] Y5 19\ 26 1 4% JE 41 [|] — M 1)
SR FHATHES) o R TTERI 5 NRIAER 7 h 2. ARJE X ek i L% e Al
(KW —AN7E CDR 1) 5 AZ W BB/ o (M B 41 Hadiik, CLL 1. 69, BRIKFR TR
T e/ CRIE 104y, IAEIX A5k FErpUH 2 ML T CDR 5 AW

[0207]  [152]EM164 (4= Kn] 48 X P41 A] 5 Kabat APTAEE FESEAT LEXT, CLL 1. 69 FF
IR %552 N AU N AT AR R P A1) o 3 28741 L Aef N I B 41 e bifAk CLL 1. 69 %5
oA EM164 [ N R I (9P IE 1B B o

[0208] & 7 M Kabat Ui 22 F2 L H (1 5 [FIVR 1K 5 4 A 2R3 51

[0209]
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5 RIVREI A SUASRTH

Fiik 12k SEQ ID NO:
MuEM164 I DLTLLQPGQKGDSREKKRA 33 '
CLL1.69 |DVTLLPPGQRGDAREKKR- 34
MSL5 DQSLIPPGQKGDSRDKKRA 35
CDP571 DMSSVRPGQKGSSSDKKR- 36
LC3a2PB |[EVSGPRPGQRGDSREKKR- 37
SSbPB EVSGPRPGQRGDSREKKR- 38

Hidk i2kk SEQ ID NO:
MuEM164 |QQQALKPGKKTPGQEKKRKSSSEAS 39
CLL1.69 |QQVAVKPGKKTPGQQKQGKSSSEQS 40
MSLS5 QQQPLKPGKKTPGKDDKGTSNNEQS 41
CDP571 QQVAVKPGKKTPGQQKKGKSSSEQS 42
LC3a2PB |-QVAVKPGKKTPGQQKQGKSSSEQS 43
SSbPB -QVAVKPGKKTPGQQKQGESSSEQS 44

[0210] B it SRHFATHLX) (Pedersen 1993) . f7 T CDR 5 A PN [ EM164 AR F4L Mg br

o

[0211]  H. #4% AJ5AL EM164 L]

[0212]  [153] A &0 iR i) PCR S5 A2 FE AR EM164 ¥ 10 SR bk ik (K 7) #7484
[K % CLL 1. 69 [{] 8 A FMHILFEALE CDR (K] 5 A2 W, IRl 2eak KL A7 AT TE 2010 AR AL
EM164 735 M SRR PESLAE g NVEYE (2 8 F19) o £E CDR 19 5 AWK R v IE (£
RL a5 3 F45) B Ay NI BOR BE A BRUE Ik o IX 2e e —SLAY R tH 4 B EM164 A Y540 TE
X (22 F123).

[0213]  [154] 7E3X 4 Fp NYALTE A A, 1.0 BLEA A 10 N AIRMER hkEE. Bt CDR
B AR T 5 SR sT I U 1.1 AL, AR T/ COR 18 5 Az P AT BRUEME 2 T ok
o JTH 4 B NU5AL EM164 PUATERIEH e EpiAR R FoR T (& 16) DUEH T8
[RIFNRS 2 A L

[0214] % 8 4 A4k EM164 FiiAk 1. 0-1. 3 BUIH AR AR 4k,

[0215]
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FrE e 3 1281k
%55 muQl8FhuP18; muS673 huA67
FHE: muQ5 £ huVs;, muLlll ZhuV1l; muE61 £huQ6l; muK64 £
huQ64

muR65 £ huG65; muA106%2huQ106

HuEM 1647324,
2 4kaa3 iZ%kaads BEL, 755 AW
Mu Hu mu hu SR AR 3
V1.0 \Y% R 0
V1.1 L K 2
V1.2 L R 1
V13 \Y% K 1

[0216] 1. Bbf#g AJEAL EM164 ik SR T EML64 JTRx 4K TGF-T 2R FN# 4 1) 1GF-1
TR a BESS G ISR

[0217]  [155] A U5tk EM164 Hifk 1. 0-1. 3 HISE AP B U 1 EM164 HTAA I S8 A 2 1
454554508 (binding competition assays) RECE, KA i THEMRMAL KA
IGF-T 52 Rk myc— RALFRIC AN TGF-T 224k o B, in bATIA. Eid/E ARG 293T
G0 B H T I A e T ) R IR B AR SRS N YA EM164 BUAKEA, TR B i ELTSA A1
AL NIRAE BT PR AE S AT I 2 o A T AT ELISA 456 56400 € , B N JRAL BT R FE A AN
Z PR FE 1) B EM164 HUIARRIR G 5 MR R B FA42 K T6F-1 AR mye— SRALbR
R IGP-T 24k o B E . )5, T FEPUA Fab’ - Hilk - BRI S
B AR DA U 25 A I N IS AL B iR mit ([ 45A 0 Ab] /[ 456 1 A4k Ab]) vs ([ Fl Ab]/
[ AJs4E Ab]) SHATIEE, C W B4 — R HE R = Ky jumun/Kigw) » AT LA E A
JEALHUAR RN FR PR A X 28 R M

[0218]  [156] 3w/ M — L WIZER 11 E7R . Tmmulon—2HB ELTSA AR 4% REfL 100 1 L
51 g/mL [FESE R 7L = W K IR £h S i ALk The BESE IR Ak 9 fL A 200 v L B P42
My (10mg/ml. BSA, 7E TBS-T L2y ) H0 1h, A TBS-T 2k vk, 54 %k 16F-1
ZAk (BRfL5ng) 4 CHF B I SR & H BRI B AL TIGF-T Z R IFLAse %, 5 A
JEAL EM164 Uik (15. 5ng) MR Uik (Ong, B¢ 16. 35ng, B 32. Tng, X 65. 4ng, 5L 163. 5ng)
[FIR-EGWLE 100 1 L [ A SHEIFE 2h, REHE ACIHE & 285 H TBS-T ZZ ik
WIBTES AL, H5FEPIAN -Fab” , - Fifk - BRI EADBERECY) (100w L 51w g/mL, 7EE
WMl ) B F 1h, 2R 2 kPedk, (TH ABTS/H,0, JIKAAE 405nm ALAS I o

[0219]1  [157] ([ £ & /EL Ab]/ [ 5& I AJEAL Ab]) X5 (LB Ab] /[ A4k Ab]) (1) it £k
4 ELE 0 =0.996), RIFE (= Ky w/Kegw) N 0.520 B AIRLPUIE 1. 0 Y4
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EM164 FifA Y TGP-T 2RI 454 S 2, X AL EM164 Hifk 1.0,1. 1, 1. 2 f1 1. 3 L5
B EM164 FLAANT 2K TGP-T 52 (RS A 1K) TGF-1 524k a B[R 45 4o 4, W A AL G {E, B
FESEHE A2 0.5 22 0. 8, IXFHHFTA 1 EM164 Pk AJEALTE 88 2L AL SERE , EAT
How FAE A BEA B EML64 BRI sE MM . EERE P 92F — C 58481 EM164 HUIR 1Kk
HIEATES W EM164 HUikE— R L& w4 b o R 3 [, KB EM164 1
92F — C SARMREE & TGF-T SZ A (¥ S R0 1 42 B EM164 HLAAA 3 £5. A RAL EM1641. 0 24
PR R G TGF=T il MCP=7 41 g A= K R 3 I 00 7 A, 1% 5 B EM164 BtiARAH L (1
24) o ANJ5AL EM1641. 0 BIHTART I3 B8 1E MCP-7 40 it 2B K FA7 15 (1 44 FH 5 B EM 164

LRI SIE FHAR L
[0220] %9
[0221]
ArB | 2% %
FRI 1-23( 78 0 b fB/RE — Ik 1-30 (7E 0 AbfB/R G — ik )

B EV, B 1005 A k)
CDR1 2434 (EHMRERIEAY, M5 N 27A,B,C,.D.E )| 31-35(EHMRBKEAY. S5 N 354, B)

FR2 35-49 36-49
CDR2 50-56 50-65( & A BERIFEAM, RS A 52A, B, C)
FR3 57-88 66-94 (&G A BERIFEAM, WS h 82A,B,C)

CDR3 89-9T(EHFRERIEAY, W5 H 954, 8,C, D, E, B)| 95-102( &H T RERITEAY,
5% 1004,B,C,D,E,F, G, H, I, J,K
FR4 98-107 (& A A EERIIEAY,  4m'5 0 1064) 103-113

[0222] ¥ Kabat 45 RGH T ANFEITE R EMI64Ab FIEEFEFI ERENT B X 2 K. MIEEL
JRBE TR AL, B IR R IR R o F B3R (FR) FHELAME PRE X (CDR) o

[0223]  HY H Kabat 28 A, Sequences of Proteins of Immunological Interest, 2 TLhi,
1991, NTH Publication No.91-3242

[0224]  J. DAAE LIRSS FI AEAL T A 7 SR A TH Rk S i B R 5T TGF-T 524k
LA IR

[0225]  [158] Hi IGF-T SZAAHTIK EM164 S H N USAL AR R i)z FEBR AL R e 51 4 FH R TT
FoAt ity HoAT SRR R B, BATHRAE AR VS N o Tkt B KR MG 5 TGR-T %
PRIISEAPER I JLAMTST DRI THIMEPUA (primary antibody) FPAIRIANIR, A T 48
LA A AS AL RN B A B T R A o) PR 1 2n 45 A MR 7K T B 52 90
(Yang, W.P. 28,1995, J. Mol Biol,254,392-403 ;Rader, C. %%,1998, Proc.Natl. Acad.
Sci. USA,95,8910-8915 ;Vaughan, T. J. %%, 1998, NatureBiotechnology, 16,535-539) ,
[0226]  [159] £EIX LW 5T, M 46 DT AR A2 14 © 42 38 i /£ CDR1, CDR2, CDR3 B4 ZL[X
O R MU BRI R B R 0 T AR, SR B DTV E N IR T I RUE B AR, &
XA, 5 Hi PCR, DNA EHE, SR Kl A B AE ¥R (Vaughan, T. J. %, 1998, Nature
Biotechnology, 16,535-539 ;Adey, N. B. £&,1996, 16 & ,277-291 Wi, /L” Phage Display
ofPeptides and Proteins” , Kay, B. K. 28 A E4, Academic Press) . U VIURTLIAK ¥
HRIXLETT VN EARVER T L BRI N 235453 T SR AP IR e Hiik (secondary
antibodies) (Gram, H. %%, 1992, Proc. Nad. Acad. Sci. USA, 89, 3576-3580 ;Boder, E. T. %&,
2000, Proc. Natl. Acad. Sci. USA,97,10701-10705 ;Davies, J. F1 Riechmann, L.,1996,
Immunotechnolgy, 2,169-179 ;Thompson, J. %&,1996, J. Mol.BioL, 256,77-88 ;Short,
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M. K. %%,2002, J. Biol Chem.,277,16365-16370 ;Furukawa, K. %%, 2001, J. Biol. Chem.,
276, 27622-27628) .

[0227]  [160] iRl PASCARHUAR I — A8 2 AN 2l SR VR Ak 1) — FiAHABL ) € 1m) S, 754
R BTIR R P 20 AT DA SR I e B o R Dh BRI PT TGP-T ZAAHuik, W B Gl 5
G, 81 W AE 7 (8 AT ILAN B A 1) 32 42 i b 3 20 2 R 25 AT e e 2 141, 31X nT DAAE
B anyE 7 A E R R R H

[0228] K. BRI, Bk& A 09T TIGP-1 S2AAHUR I AT (hik P K ik R 4

[0220]  [161] o n] R HBLE 5 H kKA NFAATUARIRIE TR ( L& ) AHSRAL I L 30
VIR IK FURER R IE P I6F-1 2 Atk . HABREE X, AR « MER v-1 JPoK
Fk kL& TN (McLean 2%, 2000, Mol Immunol. , 37, 837-845) . X6 JFk 4 e i1 FH >k 4%
ZATAT PR B AT AR X, 38 ik ] B i B i M v AR e B SR BT - 1GP-1 24k diik . B TS
FIE TR AR 2R BRI, 3% T X BT IGF-T 2 ARHUARIEAT AN PCR T3

[0230]  [162] FKILTEEE WP IGF-T ZARGUAR K —Frl BB 7 2R K& 1IPL IGF-1 %2
PRI E ok rh e A fE e X o R AT AR X740 5 DL AR AN B 1H 0 X IR 7 41 2k
PR A KRBTk (K 16) o IEMHTAR AT AR R I8 ik PR a9 A 4 v o R 3K A 3Rk ks
o, BRI BRI PE I AR AR e PR e e .« BRBERL v -1 TERE cDNA #50
W, BT Ik s 5 ands B B 2% AC98F RNA, an ek i FH T ve BBt T6F-T HifAnT ZZ X (1) RNA. [A]FE,
I8 K5 97T AR H Kabat s e o SRAF 7 0 1E AT vt ( WAk 10) o 44, B A RT-PCR
Ky FEE E X741, FF A KX L Fy B v B ik 5 BT TGF-1 S2 AR P AR IK ik b I 75 1)
PRI VEA s o SR XA Bk T AE AR HE I FLBh )R 18 R G801 CHO 41 i 2 7 58 B 1) il
Pt —IGF-1 Z APk,

[0231] 3% 10 it AR Al sa e Bl v —1 fE @ XA« fE 2 X519

[0232]

ERE XS |1
511K 519175 SEQ ID NO:
MulgG1 C3endX | TTTTGAGCTCTTATTTACCAGGAGAG | 45
TGGGAGA GGCTCTT
MulgG1 C5endH | TTTTAAGCTTGCCAAAACGACACCC | 46
CCATCTG TCTAT
MulgKap C3endB | TTTTGGATCCTAACACTCATTCCTGT | 47
TGAAGC
MulgKap CSendE | TTTTGAATTCGGGCTGATGCTGCACC | 48
AACTG

[0233] SRS Kabat Hds 7 b 3R15 1 Fe 51 $E4T B b (Johnson, G A Wu, T. T. (2001)
Nucleic Acids Research,29 :205-206) .

[0234]  fjel = B

[0235]  [163] MRAEATENLT 4L HI45 3K, Be™ A Bl EM164 DL 242898 T 2002 4F 6 H 14
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H g T35 B LAY RS 72 A58 0 (American TypeCulture Collection), PO Box 1549,
Manassas, VA 20108, {8 &5 (Accession Number) & PTA-4457,

[0236]  [164] fEAA T 5| H T H Lo R H0 B H A, Ho3 3 00 P A AR 3
DIHHAR G| NAE NS5,

[0237]  [165] RV AR W] el HL B AR B Sl 77 284 1 PR aR , (H T AU &
HEEAN T2, B SR A2, R BT A ) 88 A8 A FAE A AN TS B8 HORS SR G
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[0001]

[0002]

<110>
<1202
<130>

140>
<141>

<150>
LI

<160>
170>
<210>
21
212>
213>

220>
223>

<400>

FFER
2854 A 7 (Inmunogen, Inc.)
HIGF-132 A5k
CPUSZ42525

PCT/US03/16211
2003-06-12

0S10/170, 390
2002-06-14

96

PatentIn version 3.3
1

5

PRT

ANILFF]

ik ERE B AMEREX
1

Ser Tyr Trp Met His

1

210>
Q211>
212>
213>

2200
223>

<400>

Glu Ile Asn Pro Ser Asn Gly Arg Thr
1 5

Arg

<2105
21
212>
213>

220>
223>

<400>

Gly Arg Pro Asp Tyr Tyr Gly Ser Ser
1 5

210>
211>
212>
<213>

220>
223>

<400>

Arg Ser Ser Gln Ser Ile Val His Ser Asn Val Asn Thr Tyr Leu Glu

1

5

2
17

PRT

NI

TUAERE BAME R X
2

10

3

15

PRT

NTFH1

PR ERE EAME R E X
3

10

4
16

PRT
ANTF%)

Ptk e B AMER 2K
4

5 10

37

Asn Tyr Asn Glu Lys Phe Lys
15

Lys Trp Tyr Phe Asp Val
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[0003]

210>
211>
212>
213>

<2205
<2235

<400>

5
7
PRT
AT 73

TURBBEEAMEREX

5

Lys Val Ser Asn Arg Phe Ser

1

<210>
211>
212>
213>

220>
223>

<400>

5

6
9

PRT
ANTF%)

PUsZ R AMEREX

6

Phe Gln Gly Ser His Val Pro

1

<210
211>
212>
213>

<2207
223>

<400>
Gln Val
1

Ser Val

Trp Met

Gly Glu
50

Lys Arg
65

Met Gln

Ala Arg

Val Trp

<2105
211>
212>
213>

5

7

124

PRT

ATFEH
Pk E

7

Gln Leu Gln

Lys Leu Ser
20

His Trp Val
35

Ile Asn Pro

Lys Ala Thr

Leu Ser Ser
85

Gly Arg Pro
100

Gly Ala Gly
115

113
PRT
ATFF3

Gln

Cys

Lys

Ser

Leu

70

Leu

Asp

Thr

Ser

Lys

Gln

Asn

55

Thr

Thr

Tyr

Thr

Pro

Gly

Ala

Arg

40

Gly

Val

Ser

Tyr

Val
120

Thr

Ala

Ser

25

Pro

Arg

Asp

Glu

Gly

105

Thr

38

Glu

10

Gly

Gly

Thr

Lys

Asp

90

Ser

Val

Leu

Tyr

Gln

Asn

Ser

75

Ser

Ser

Ser

Val Lys

Thr Phe

Gly Leu

45

Tyr Asn

60

Ser Ser

Ala Val

Lys Trp

Ser

Pro

Thr

30

Glu

Glu

Thr

Tyr

Tyr
110

Gly Ala
15

Ser Tyr

Trp Ile

Lys Phe

Ala Tyr
80

Tyr Phe
95

Phe Asp
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[0004]

<220>
223>

<400>
Asp Val
1

Asp Gln
Asn Val

Pro Lys
50

Asp Arg
65

Ser Arg
Ser His
Arg

210>
€1
212>
213>

<220>
<2235

<400>

Asp Val
1

Asp Pro
Asn Val
Pro Arg

50

Asp Arg
65

Ser Arg

Ser His

ks
8
Leu Met Thr Gln

Ala Ser Ile Ser
20

Asn Thr Tyr Leu
35

Leu Leu Ile Tyr

Phe Ser Gly Ser
70

Val Glu Ala Glu
85

Val Pro Pro Thr
100

9

113

PRT

ATIF5
AL R e AE X
9

Val Met Thr Gln

5

Ala Ser Ile Ser
20

Asn Thr Tyr Leu
35

Leu Leu Ile Tyr

Phe Ser Gly Ser
70

Val Glu Ala Glu
85

Val Pro Pro Thr
100

Thr

Cys

Glu

Lys

55

Gly

Asp

Phe

Thr

Cys

Glu

Lys

95

Gly

Asp

Phe

Pro

Arg

Trp

40

Val

Ser

Leu

Gly

Pro

Arg

Trp

40

Val

Ala

Leu

Gly

Leu

Ser

25

Tyr

Ser

Gly

Gly

Gly
105

Leu

Ser

25

Tyr

Ser

Gly

Gly

Gly
105

39

Ser

10

Ser

Leu

Asn

Thr

Ile

90

Gly

Ser

10

Ser

Leu

Asn

Thr

Ile

90

Gly

Leu

Gln

Gln

Arg

Asp

75

Tyr

Thr

Leu

Gln

Gln

Arg

Asp

75

Tyr

Thr

Pro

Ser

Lys

Phe

60

Phe

Tyr

Lys

Pro

Ser

Lys

Phe

60

Phe

Tyr

Lys

Val

Ile

Pro

45

Ser

Thr

Cys

Leu

Val

Ile

Pro

45

Ser

Thr

Cys

Leu

Ser

Val

30

Gly

Gly

Leu

Phe

Glu
110

Ser

Val

30

Gly

Gly

Leu

Phe

Glu
110

Leu

15

His

Gln

Val

Arg

Gln

95

Ile

Leu

15

His

Gln

Val

Arg

Gln

95

Ile

ny
Ser
Ser
Pro
Ile
80

Gly

Lys

Gly
Ser
Ser
Pro
Ile
80

Gly

Lys
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[0005]

Arg

210>
<211
212>
213>

220>
223>

<400>

10
113
PRT
ATF5

NI fe e n] 22 X
10

Asp Val Leu Met Thr Gln

1

Asp

Asn

Pro

Asp

65

Ser

Ser

Arg

Pro

Val

Lys

50

Arg

Arg

His

210>
211>
212>
213>

220>
223>

<400>

5

Ala Ser Ile Ser
20

Asn Thr Tyr Leu
35

Leu Leu Ile Tyr

Phe Ser Gly Ser
70

Val Glu Ala Glu
85

Val Pro Pro Thr
100

11
113

PRT
AN TLF%!

N RE R A X
11

Asp Val Leu Met Thr Gln
1 5

Asp Pro Ala Ser Ile Ser

20

Asn Val Asn Thr Tyr Leu

35

Pro Arg Leu Leu Ile Tyr

50

Asp Arg Phe Ser Gly Ser

65

70

Thr

Cys

Glu

Lys

55

Gly

Asp

Phe

Thr

Cys

Glu

Lys

55

Gly

Pro Leu

Arg Ser
25

Trp Tyr

40

Val Ser

Ala Gly

Leu Gly

Gly Gly
105

Pro Leu

Arg Ser
25

Trp Tyr
40

Val Ser

Ala Gly

40

Ser

10

Ser

Leu

Asn

Thr

Ile

90

Gly

Ser

10

Ser

Leu

Asn

Thr

Leu

Gln

Gln

Arg

Asp

75

Tyr

Thr

Leu

Gln

Gln

Arg

Asp
75

Pro

Ser

Lys

Phe

60

Phe

Tyr

Lys

Pro

Ser

Lys

Phe

60

Phe

Val

Ile

Pro

45

Ser

Thr

Cys

Leu

Val

Ile

Pro

45

Ser

Thr

Ser

Val

30

Gly

Gly

Leu

Phe

Glu
110

Ser

Val

30

Gly

Gly

Leu

Leu

15

His

Gln

Val

Arg

Gln

95

Ile

Leu

15

His

Gln

Val

Arg

Gly
Ser
Ser
Pro
Ile
50

Gly

Lys

Gly
Ser
Ser
Pro

Ile
80
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[0006]

Ser Arg Val Glu Ala Glu Asp Leu Gly Ile Tyr Tyr Cys Phe Gln Gly
85 90 95

Ser His Val Pro Pro Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys
100 105 110

Arg

210> 12
211> 113
<212> PRT
213> ATF5)

<220>
223> AL AFX

400> 12
Asp Val Val Met Thr Gln Thr Pro Leu Ser Leu Pro Val Ser Leu Gly
1 5 10 15

Asp Pro Ala Ser Ile Ser Cys Arg Ser Ser Gln Ser Ile Val His Ser
20 25 30

Asn Val Asn Thr Tyr Leu Glu Trp Tyr Leu Gln Lys Pro Gly Gln Ser
35 40 45

Pro Lys Leu Leu Ile Tyr Lys Val Ser Asn Arg Phe Ser Gly Val Pro
50 55 60

Asp Arg Phe Ser Gly Ser Gly Ala Gly Thr Asp Phe Thr Leu Arg Ile
65 70 75 80

Ser Arg Val Glu Ala Glu Asp Leu Gly Ile Tyr Tyr Cys Phe Gln Gly
85 90 95

Ser His Val Pro Pro Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys
100 105 110

Arg

210> 13
Q11> 124
<212> PRT
Q213> ATFF

220>
223> ANEMEFEEX

<400> 13
Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Val Lys Pro Gly Ala
1 5 10 15

Ser Val Lys Leu Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Ser Tyr
20 25 30

Trp Met His Trp Val Lys Gln Arg Pro Gly Gln Gly Leu Glu Trp lle
35 40 45

41
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[0007]

Gly Glu Ile Asn Pro Ser Asn Gly Arg Thr Asn Tyr Asn Gln

50

55 60

Gln Gly Lys Ala Thr Leu Thr Val Asp Lys Ser Ser Ser Thr
65 70 75

Met Gln Leu Ser Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr
90

Ala Arg Gly Arg Pro Asp Tyr Tyr Gly Ser Ser Lys Trp Tyr
100

105

Val Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser

<210>
Q1
212>
213>

<220>
223>

<400>

115 120

14
46

DNA

AT 5

i 343 2 84PCRT |4 - 1lindKL
14

tatagagctc aagcttggat ggtgggaaga tggatacagt tggtge

<210>
<211>
212>
213>

220>
223>

<400>

15
36

DNA

AT 75

fj3F3” EHEPCRE |4 - Bgl21gGL
15

ggaagatcta tagacagatg ggggtgtcegt tttgge

210>
Q1Y
212>
(AR

<220>
223>

<400>

16
30

DNA
ANTLF%Y

% C 5 PCRF|4 - EcoPolyC
16

tatatctaga attccccecccce cceeccecee

210>
<21
212>
213>

220>
223>

<400>

17
32

DNA
ANLF3

fa] 75’ B4EPCR3|4) — SaclMK
17

gggagctcga yvattgtgmts acmcarwetm ca

<210>
211>
<212>
213>

220>
223>

18
32

DNA
ANTFF5

faii 35" EHEPCRE|Y — EcoR1MHL

42

110

Lys Phe

Ala Tyr
80

Tyr Phe
95

Phe Asp

46

36

30

32
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[0008]

<220

<221> misc_feature

222> (18)..(18)

<223>  “n” A LR EIZE IR

<400> 18
cttccggaat tcsargtnma gctgsagsag tc

<210> 19

211> 35

<212> DNA
213> AT

(220>
223>  fui3ks’ EHPCRS|4Y) - EcoR1MH2

<220
<221> misc_feature

<222> (18)..(18) _
<223>  “n" 0] LLRATATIZ R

400> 19
cttcecggaat tcsargtnma gctgsagsag tcwgg

210> 20
211> 10
<212> PRT
213> /MEER Mus musculus)

<400> 20

Asp Val Leu Met Thr Gln Thr Pro Leu Ser

1 5 10

210> 21

211> 10

<212> PRT

213> /PR Mus musculus)

400> 21

Gly Arg Pro Asp Tyr Tyr Gly Ser Ser Lys
1 5

10

210> 22

Q211> 24

<212> PRT

213> /pz R Mus musculus)

<400> 22

Ser Ser Ser Thr Ala Tyr Met Gln Leu Ser Ser Leu Thr Ser Glu Asp
10

1 5

Ser Ala Val Tyr Tyr Phe Ala Arg
20

<210> 23
211> 57

<212> DNA
213> ATLFF

<220>
<223> PCR{|Y

<400> 23

caggtgtaca ctcccaggtc caactggtge agtctgggge tgaagtggtg aagectg

43

32

35

57
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[0009]

210>
L
212>
213>

<220>
Q223>

<400>

24
29

DNA
ATF3)

PCR5 %)
24

caatcagaag ttccagggga aggccacac

<210>
211>
212>
213>

220>
223>

<400>

25
34

DNA
ANTFF3

PCR7 |4
25

ccttecceectg gaacttctga ttgtagttag tacg

<210>
211>
212>
213>

<220>
223>

<400>

26
37

DNA
ANTF5)

PCRG |4
26

caggtgtaca ctccgatgtt gtgatgaccc aaactcce

210>
<211
212>
213>

<220>
<223>

<400>

27
37

DNA

AN T3

PCRE |4
27

caggtgtaca ctccgatgtt ttgatgaccc aaactcc

<210>
211>
212>
213>

<220>
223>

<400>

28

39

DNA

AN T3

PCRE ¥
28

gactagatct gcaagagatg gaggctggat ctccaagac

<210>
<211
212>
213>

<2202
223>

<400>

29
35

DNA
ANTF5I

PCR5|#)
29

ttgcagatct agtcagagca tagtacatag taatg

<2105
<211
212>

30
48
DNA

44

29

34

37

37

39

35
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[0010]

213> ATFFH

220>

<223> PCR3E|#¥)

<400> 30

gaatggtacc tgcagaaacc aggccagtct ccaaggetcc tgatctac 48
<210> 31

211> 28

<212> DNA

213> ATJ75

<220>

<223> PCR5|¥

<400> 31

gtggcagtgg agcagggaca gatttcac 28
<210> 32

211> 28

<212> DNA

213> AT P45

220>

<223> PCR3|Y

<400> 32

gaaatctgtc cctgetecac tgecactg 28
<210> 33

Q211> 19

<212> PRT
<213> A2 (Homo sapiens)

<400> 33
Asp Leu Thr Leu Leu Gln Pro Gly Gln Lys Gly Asp Ser Arg Glu Lys
1 5 10 15

Lvs Arg Ala

210> 34

<211> 18

<212> PRT

<213> A5 (Homo sapiens)

<400> 34

Asp Val Thr Leu Leu Pro Pro Gly Gln Arg Gly Asp Ala Arg Glu Lys
1 5 10 15

Lys Arg

<210> 35

211> 19

<212> PRT

<213> A2 (Homo sapiens)

<400> 35

Asp Gln Ser Leu Ile Pro Pro Gly Gln Lys Gly Asp Ser Arg Asp Lys
1 5 10 15

Lys Arg Ala

45
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[0011]

210> 36
211> 18
<212> PRT
<213> A (Homo sapiens)

<400> 36
Asp Met Ser Ser Val Arg Pro Gly Gln Lys Gly Ser Ser Ser Asp Lys
1 5 10 15 )

Lys Arg

210> 37

211> 18

<212> PRT

213> A (Homo sapiens)

<400> 37
Glu Val Ser Gly Pro Arg Pro Gly Gln Arg Gly Asp Ser Arg Glu Lys
1 5 10 15

Lys Arg

<210> 38

211> 18

<212> PRT

213> A5 (Homo sapiens)

<400> 38
Glu Val Ser Gly Pro Arg Pro Gly Gln Arg Gly Asp Ser Arg Glu Lys
1 5 10 15

Lys Arg

<210> 39

211> 25

212> PRT

213> A2 (Homo sapiens)

<400> 39
Gln Gln Gln Ala Leu Lys Pro Gly Lys Lys Thr Pro Gly Gln Glu Lys
1 5 10 15

Lys Arg Lys Ser Ser Ser Glu Ala Ser
20 25

210> 40

211> 25

<212> PRT

<213> A (Homo sapiens)

<400> 40
Gln Gln Val Ala Val Lys Pro Gly Lys Lys Thr Pro Gly Gln Gln Lys
1 5 10 15

Gln Gly Lys Ser Ser Ser Glu Gln Ser
20 25

46
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[0012]

210> 41

211> 25

<212> PRT

<213> A (Homo sapiens)

400> 41
Gln Gln Gln Pro Leu Lys Pro
1 5

Lys Gly Thr Ser Asn Asn Glu
20

210> 42

211> 25

<212> PRT

<213> A3 (Homo sapicns)

<400> 42
GIn Gln Val Ala Val Lys Pro
L 5

Lys Gly Lys Ser Ser Ser Glu
20

<210> 43

211> 24

<212> PRT

<213> A (Homo sapiens)

<400> 43
Gln Val Ala Val Lys Pro Gly

1 5

Gly Lys Ser Ser Ser Glu Gln
20

<210> 44
211> 24
<212> PRT
<213> A2 (Homo sapiens)

<400> 44
Gln Val Ala Val Lys Pro Gly
1 5

Gly Glu Ser Ser Ser Glu Gln
20

<210> 45

211> 40
<212> DNA
213> AIJ#3

<220>
<223> PCRIW

<400> 45

Gly

Gln

Gly

GIn

Lys

Ser

Lys

Ser

Lys Lys Thr Pro Gly Lys Asp Asp
15

10

Ser
25

Lys Lys Thr Pro Gly GIn Gln Lys

10

Ser
25

Lys Thr Pro Gly Gln Gln Lys Gln
15

10

Lys Thr Pro Gly Gln Gln Lys Gln

10

ttttgagete ttatttacca ggagagtggg agaggctctt

210> 46
211> 37
<212> DNA

47

15

15

40
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[0013]

213>

<220>
<223>

<400>

ttttaagctt gccaaaacga cacccccate tgtctat

210>
LD
212>
213>

<220>
223>

<400>

ANTF3

PCR5 |4

46

47
32
DNA

ANTF3)

PCR7 %)

47

ttttggatcc taacactcat tcctgttgaa gc

<210>
Q1
212>
213>

<220>
223>

<400>

48

31

DNA
ANTLF%
PCREB|¥)
48

ttttgaattc gggctgatge tgcaccaact g

<210>
Q21
212>
<213

<2207

49
396
DNA

/NGB (Mus musculus)

<221> CDS

222>

<400>
atg aag
Met Lys
1

tce agt
Ser Ser

agt ctt
Ser Leu

gta cat
Val His
50

gge cag
Gly Gln
65

ggg gte
Gly Val

ctc agg
Leu Arg

ttt caa
Phe Gin

(n..

49
ttg
Leu

agt
Ser

gga
Gly
35

agt
Ser

tet
Ser

cca
Pro

atc
Ile

ggt
Gly
115

(396)

cct
Pro

gat
Asp
20

gat
Asp

aat
Asn

cca
Pro

gac
Asp

agc
Ser
100

tca
Ser

gtt
Val

gtt
Val

caa
Gln

gta
Val

aag
Lys

agg
Arg
85

aga
Arg

cat
His

agg
Arg

ttg
Leu

gee
Ala

aac
Asn

ctc
Leu
70

ttc
Phe

gtg
Val

gtt
Val

ctg
Leu

atg
Met

tce
Ser

acc
Thr
55

ctg
Leu

agt
Ser

gag
Glu

cct
Pro

ttg
Leu

acc
Thr

atc
Ile
40

tat
Tyr

atc
Ile

ggc
Gly

gect
Ala

ccg
Pro
120

Val

caa
Gln
25

tct

Ser

tta
Leu

tac
Tyr

agt
Ser

gag
Glu
105

acg
Thr

48

ctg
Leu
10

act
Thr

tge
Cys

gaa
Glu

aaa
Lys

gg8a
Gly
90

gat
Asp

ttc
Phe

atg
Met

cca
Pro

aga
Arg

tgeg
Trp

gtt
Val
75

tca
Ser

ctg
Leu

ggt
Gly

tte
Phe

ctc
Leu

tet
Ser

tac
Tyr
60

tce

Ser

g8g
Gly

gga
Gly

gga
Gly

tg
Trp

tce
Ser

agt
Ser
45

ctg
Leu

aac
Asn

aca
Thr

att
Ile

ggc
Gly
125

att
Ile

ctg
Leu
30

cag
Gln

cag
Gln

cga
Arg

gat
Asp

tat
Tyr
110

acc
Thr

cct
Pro
15

cct
Pro

agc
Ser

aaa
Lys

tit
Phe

ttc
Phe
95

tac

Tyr

aag
Lys

get
Ala

gtc
Val

att
Ile

cca
Pro

tet
Ser
80

aca
Thr

tge
Cys

ctg
Leu

37

32

31

48

96

144

192

240

288

336

384
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gaa atc aaa cgg 396
Glu 1le Lys Arg
130

<210> 50

211> 132

<212> PRT

213>  /PFEF Mus musculus)

<400> 50

Met Lys Leu Pro Val Arg Leu Leu Val Leu Met Phe Trp Ile Pro Ala
1 5 10 15

Ser Ser Ser Asp Val Leu Met Thr Gln Thr Pro Leu Ser Leu Pro Val
20 25 30

Ser Leu Gly Asp Gln Ala Ser Ile Ser Cys Arg Ser Ser Gln Ser Ile
35 40 45

Val His Ser Asn Val Asn Thr Tyr Leu Glu Trp Tyr Leu Gln Lys Pro
50 55 60

Gly Gln Ser Pro Lys Leu Leu Ile Tyr Lys Val Ser Asn Arg Phe Ser
65 70 75 80

Gly Val Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr
85 90 95

Leu Arg Ile Ser Arg Val Glu Ala Glu Asp Leu Gly Ile Tyr Tyr Cys
100 105 110

Phe Gln Gly Ser His Val Pro Pro Thr Phe Gly Gly Gly Thr Lys Leu
115 120 125

Glu Ile Lys Arg
130

<210> 51

211> 429

<212> DNA

213> /MHEER Mus musculus)

<220>
<221> CDS
222> (1).. (429)

<400> 51

atg gga tgg agc tat atc atc ctc ttt ttg gta gca aca gct aca gaa 48
Met Gly Trp Ser Tyr Ile Ile Leu Phe Leu Val Ala Thr Ala Thr Glu

1 5 10 15

gtc cac tcc cag gtc caa ctg cag cag tct ggg gct gaa ctg gtg aag 96
Val His Ser Gln Val Gln Leu Gln Gln Ser Gly Ala Glu Leu Val Lys
20 25 30

cct ggg get tca gtg aag ctg tcc tgt aag get tct gge tac acce tte 144
Pro Gly Ala Ser Val Lys Leu Ser Cys Lys Ala Ser Gly Tyr Thr Phe
35 40 45
acc agc tac tgg atg cac tgg gtg aag cag agg cct gga caa ggec ctt 192
Thr Ser Tyr Trp Met His Trp Val Lys Gln Arg Pro Gly Gln Gly Leu
50 55 60

gag tgg att gga gag att aat cct agc aac ggt cgt act aac tac aat 240
[0014]

49
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[0015]

Glu Trp
65

gag aag
Glu Lys

aca gcc
Thr Ala

tat tac
Tyr Tyr

tac ttc
Tyr Phe
130

210>
211>

Ile

tte
Phe

tac
Tyr

ttt
Phe
115

gat
Asp

52
143

212> PRT
M (Mus musculus)

213>
<400>

52

Gly

aag
Lys

atg
Met
100

gca
Ala

gtc
Val

Met Gly Trp Ser
1

Val His

Pro Gly

Thr Ser
50

Glu Trp
65

Glu Lys

Thr Ala

Tyr Tyr

Tyr Phe
130

210>
211>
212>
<2135

<400>

Ser

Ala
35

Tyr

Ile

Phe

Tyr

Phe
115

Asp

53
10
PRT

Gln

20

Ser

Trp

Gly

Lys

Met

100

Ala

Val

Glu

agg
Arg
85

caa
Gln

aga
Arg

tgg
Trp

Tyr

5

Val

Val

Met

Glu

Arg

85

Gln

Arg

Trp

Ile
70

aag
Lys

cte
Leu

gea
Gly

ggc
Gly

Ile

Gln

Lys

His

Ile

70

Lys

Leu

Gly

Gly

Asn

gce
Ala

age
Ser

aga
Arg

gca
Ala
135

1le

Leu

Leu

Trp

55

Asn

Ala

Ser

Arg

Pro Ser Asn

aca
Thr

agc
Ser

ceca
Pro
120

888
Gly

Leu

Gln

Ser

40

Val

Pro

Thr

Ser

Pro
120

Ala Gly

135

/MR (Mus museulus)

53

Gly Tyr Thr Phe Thr Ser Tyr
1 5

210>
211>

54
10

Trp

ctg
Leu

ctg
Leu
105

gat
Asp

acc
Thr

Phe

Gln

25

Cys

Lys

Ser

Leu

Leu

105

Asp

Thr

Met

50

act
Thr
90

aca
Thr

tac
Tyr

acg
Thr

Leu

10

Ser

Lys

Gln

Asn

Thr

90

Thr

Tyr

Thr

His
10

Gly
75

gta
Val

tct
Ser

tac
Tyr

gte
Val

Val
Gly
Ala
Arg
Gly
75

Val
Ser

Tyr

Val

Arg

gac
Asp

gag
Glu

ggt
Gly

acc
Thr
140

Ala

Ala

Ser

Pro

60

Arg

Asp

Glu

Gly

Thr
140

Thr

aaa
Lys

gac
Asp

agt
Ser
125

gte
Val

Thr

Glu

Gly

45

Gly

Thr

Lys

Asp

Ser

125

Val

Asn

tee
Ser

tet
Ser
110

age
Ser

tce
Ser

Ala

Leu

30

Tyr

Gln

Asn

Ser

Ser

110

Ser

Ser

Tyr

tee
Ser
95

gcg
Ala

aag
Lys

tca
Ser

Thr

15

Val

Thr

Gly

Tyr

Ser

95

Ala

Lys

Ser

Asn
80

agc
Ser

gte
Val

188
Trp

Glu
Lys
Phe
Leu
Asn
80

Ser

Val

Trp

288

336

384

429
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[0016]

<212> PRT
<213>  /MFHE R Mus musculus)

<400> 54
Glu Ile Asn Pro Ser Asn Gly
1 5

<210> 55

211> 15

<212> PRT

213> /pZ%E Mus musculus)

<400> 55

Gly Arg Pro Asp Tyr Tyr Gly
1 5

<210> 56

<211> 100

<212> PRT

213> /pFE W Mus musculus)

<400> 56
Asp Val leu Met Thr Gln Thr
1 5

Asp Gln Ala Ser Ile Ser Cys
20

Asn Gly Asn Thr Tyr Leu Glu
35

Pro Lys Leu Leu Ile Tyr Lys
50 55

Asp Arg Phe Ser Gly Ser Gly
65 70

Ser Arg Val Glu Ala Glu Asp
85

Ser His Val Pro
100

<210> 57

211> 98

<212> PRT

213>  /PNFER Mus musculus)
<400> 57

Gln Val Gln Leu GIn Gln Pro
1 5

Ser Val Lys Leu Ser Cys'Lys
20
Trp Met His Trp Val Lys Gln
35

Gly Glu Ilc Asn Pro Ser Asn
30 55

Arg Thr Asn
10

Ser Ser Lys Trp Tyr Phe Asp
10

Pro Leu Ser Leu Pro Val Ser
10

Arg Ser Ser Gln Ser Ile Val
25 30

Trp Tyr Leu Gln Lys Pro Gly
40 45

Val Ser Asn Arg Phe Ser Gly
60

Ser Gly Thr Asp Phe Thr Leu
75

Leu Gly Val Tyr Tyr Cys Phe
90

Gly Ala Glu Leu Val Lys Pro
10

Ala Ser Gly Tyr Thr Phe Thr
25 30

Arg Pro Gly Gln Gly Leu Glu
40 45

Gly Arg Thr Asn Tyr Asn Glu
60

51

Val
15

Leu Gly
15

His Ser

Gln Ser

Val Pro

Lys Ile

80

Gln Gly
95

Gly Ala
15
Ser Tyr

Trp Ile

Lys Phe
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[0017]

65

70

Lys Ser Lys Ala Thr Leu Thr Val Asp Lys Ser Ser Ser Thr Ala g%r
75

Met GIln Leu Ser Ser Pro Thr Ser Glu Asp Ser Ala Val Tyr Tyr Cys
95

Ala Arg

<210>
21
212>
<213>

220>
223>

<400>
Asp Val
1

Asp Gln

Asn Val

Pro Lys
50

Asp Arg
65

Ser Arg

Ser His

Arg

<210>
Q1
212>
213>

220>
223>

<400>

58
113
PRT

ANTIT5

85

T TR S5 14

58

Leu

Ala

Asn

35

Leu

Phe

Val

Val

59
113
PRT

Met

Ser

20

Thr

Leu

Ser

Glu

Pro
100

ANTF4Y

Thr Gln
5

Ile Ser
Tyr Leu
Tle Tyr
Gly Ser

70

Ala Glu
85

Pro Thr

AR

59

Thr

Cys

Glu

Lys

55

Gly

Asp

Phe

Asp Val Leu Met Thr Gln Thr

1

5

Asp Gln Ala Ser Ile Ser Cys

20

Asn Gly Asn Thr Tyr Leu Glu

35

Pro

Arg

Trp

40

Val

Ser

Leu

Gly

Pro

Arg

Leu

Ser

25

Tyr

Ser

Gly

Gly

Gly
105

Leu

Ser
25

90

Ser Leu Pro
10

Ser Gln Ser

Leu Gln Lys

Asun Arg Phe
60

Thr Asp Phe
75

Ile Tyr Tyr
90

Gly Thr Lys

Ser Leu Pro
10

Ser Gln Ser

Trp Tyr Leu Gln Lys

40

52

Val

Ile

Pro

45

Ser

Thr

Cys

Leu

Val

Ile

Ser

Val

30

Gly

Gly

Leu

Phe

Glu
110

Ser

Leu

15

His

Gln

Val

Arg

Gln
95

Ile

Leu
15

Gly

Ser

Ser

Pro

Ile

80

Gly

Lys

Gly

Val His Ser

30

Pro Gly Gln Ser

45



CN 1678633 B F 5 * 17/38 T2
Pro Lys Leu Leu Ile Tyr Ser Ile Ser Ser Arg Phe Ser Gly Val Pro
50 55 60

Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile

65 70 75 80

Ser Arg Val Gln Ala Glu Asp Leu Gly Val Tyr Tyr Cys Phe Gln Gly

85 90 95

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

Arg

210> 60

211> 113

212> PRT

213> AT R4

220>

223> BIRPUAEL

400> 60

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

1 5 10 15

Asp Gln Ala Ser Ile Ser Cys Arg Ser Ser Gln Thr Ile Val His Ser
20 25 30 :

Asn Gly Asn Thr Tyr Leu Glu Trp Tyr Leu Gln Lys Pro Gly Gln Ser

35 40 45
Pro Lys Leu Leu Ile Tyr Lys Val Thr Asn Arg Phe Ser Gly Val Pro
50 55 60

Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile

65 70 75 80

Ser Arg Val Glu Ala Glu Asp Leu Gly Val Tyr Tyr Cys Phe Gln Gly

85 90 95

Thr His Ala Pro Tyr Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys
100 105 110

Arg

<210> 61

211> 113

<212> PRT

213> ANTF4Y

220>

[0018]

223> LINPIEGER
<400> 61

Asp Ile Glu Leu Thr Gln Thr Pro Leu Ser Leu Pro Val Ser Leu Gly
15

1 5

53

10
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[0019]

Asp Gln Ala

Asn Gly Asn
35

Pro Lys Leu
50

Asp Arg Phe
65

Ser Arg Val

Ser His Val

Arg

<210> 62
211> 113
<212> PRT

Ser Ile
20

Thr Tyr

Leu Ile

Ser Gly

Glu Ala

85

Pro Tyr
100

213> ANTF%)

220>

223> Rk EE R

<400> 62

Asp Val Leu
1
Asp Gln Ala

Asn Gly Asn
35

Pro Lys Leu
50

Asp Arg Phe
65

Ser Arg Val
Ser His Val
Arg

210> 63
211> 113
212> PRT

Met Thr
5

Ser Ile
20

Thr Tyr

Leu Ile

Ser Gly

Glu Ala

85

Pro Arg
100

213> ANTFF)

Ser

Leu

Tyr

Ser

70

Glu

Thr

Gln

Ser

Leu

Tyr

Ser

70

Glu

Thr

Glu

Lys

55

Gly

Asp

Phe

Thr

Cys

Glu

Lys

95

Gly

Asp

Phe

Arg

Trp

40

Val

Ser

Leu

Gly

Pro

Arg

Trp

40

Val

Ser

Leu

Gly

54

Ser

25

Tyr

Ser

Gly

Gly

Gly
105

Leu

Phe

25

Tyr

Ser

Gly

Gly

Gly
105

Ser

Leu

Asn

Thr

Val

90

Gly

Ser

10

Ser

Leu

Asn

Thr

Val
90

Gly

Gln

Gln

Arg

Asp

75

Tyr

Thr

Leu

Gln

Gln

Arg

Asp

75

Tyr

Thr

Ser

Lys

Phe

60

Phe

Tyr

Lys

Pro

Ser

Lys

Phe

60

Phe

Tyr

Lys

Ile

Pro

45

Ser

Thr

Cys

Leu

Val

Ile

Ser

45

Ser

Thr

Cys

Leu

Val

30

Gly

Gly

Leu

Phe

Glu
110

Ser

Val

30

Gly

Gly

Leu

Phe

Glu
110

His

Gln

Val

Lys

Gln

95

Ile

Leu

15

His

Gln

Val

Lys

Gln

95

Ile

Ser
Ser
Pro
Iie
80

Gly

Lys

Gly
Ser
Ser
Pro
Ile
80

Gly

Lys
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[0020]

<220>

<223> GRRPUIALWM

<400>

1

Asp Gln

Asn Gly

Pro Lys
50

Asp Arg
65

Ser Arg

Ser His

Arg

210>
211>
<2127
VAR

220>
<223>

<400>
Asp Val
1

Asp Gln

Asp Gly

Pro Lys
50

Asp Arg
65

Ser Arg

Ser His

63

Ala Ser
20

Asp Thr
35

Leu Leu
Phe Ser
Val Glu
Val Pro

100

64
113
PRT
ANTRF5

Glu Leu Val Met Thr
5

Ile

Tyr

Ile

Gly

Ala

85

Pro

YO EIREY T

64

Leu Met

Ala Ser
20

Asp Thr

35

Leu Leu

Phe Ser

Val Glu

VYal Pro
100

Thr
5

Ile

Tyr

Ile

Gly

Ala

85

Pro

Gln

Ser

Leu

Tyr

Ser

70

Glu

Thr

Gln

Ser

Leu

Tyr

Ser

70

Glu

Thr

Thr

Cys

Asp

Lys

55

Gly

Asp

Phe

Thr

Cys

Glu

Lys

55

Gly

Asp

Phe

Pro

Arg

Trp

40

Val

Ser

Leu

Gly

Pro

Arg

Trp

40

Val

Ser

Leu

Gly

55

Leu

Ser

25

Phe

Ser

Gly

Gly

Gly
105

Leu

Ser

25

Tyr

Ser

Gly

Gly

Gly
105

Ser

10

Ser

Leu

Asn

Thr

Val
90

Gly

Ser

10

Asn

Leu

Asn

Thr

Val

90

Gly

Leu Pro

Gln Thr

Gln Lys

Arg Phe

60

Asp Phe
75

Tyr Tyr

Thr Lys

Leu Pro

Gln Thr

GIn Lys

Arg Phe

60

Asp Phe
75

Tyr Tyr

Thr Lys

Val

Ile

Pro

45

Ser

Thr

Cys

Leu

Val

Ile

Pro

45

Ser

Thr

Cys

Leu

Ser

Val

30

Gly

Gly

Leu

Phe

Glu
110

Ser

Leu

30

Gly

Gly

Leu

Phe

Glu
110

Leu
15

His

Gln

Val

Lys

Gln

95

Ile

Leu
15

Leu

Gln

Val

Lys

Gln

95

Ile

Gly

Ser

Ser

Pro

Ile

80

Gly

Lys

Gly

Ser

Ser

Pro

Ile

80

Gly

Lys
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Arg

210> 65

211> 113

212> PRT

213> ANTF4

{2200

223> BINFUARL

<400> 65

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

1 5 10 15

Asp Gln Ala Ser Ile Ser Cys Lys Ser Ser Gln Ser Ile Val His Ser
20 25 30

Ser Gly Asn Thr Tyr Phe Glu Trp Tyr Leu Gln Lys Pro Gly Gln Ser

35 40 45
Pro Lys Leu Leu Ile Tyr Lys Val Ser Asn Arg Phe Ser Gly Val Pro
50 55 60

Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile

65 70 75 80

Ser Arg Val Glu Ala Glu Asp Leu Gly Val Tyr Tyr Cys Phe Gln Gly

85 90 95

Ser His Ile Pro Phe Thr Phe Gly Ser Gly Thr Lys Leu Glu Ile Lys
100 105 110

Arg

<210> 66

211> 113

212> PRT

Q13> ANTLF4

220>

223> GBS

<400> 66

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

1 5 10 15

Asp Gln Ala Ser Ile Ser Cys Arg Ser Ser Gln Ile Ile Val His Asn
20 25 30

Asn Gly Asn Thr Tyr Leu Glu Trp Tyr Leu Gln Lys Pro Gly Gln Ser

35 40 45
Pro Gln Leu Leu Ile Tyr Lys Val Ser Asn Arg Phe Ser Gly Val Pro
50 55 60
Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile
65 70 75 80

[0021]

56
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[0022]

Ser Arg Val Glu Ala Glu Asp Leu Gly Val Tyr Tyr Cys Phe Gln Gly
85 90 95

Ser His Val Pro Phe Thr Phe Gly Ser Gly Thr Lys Leu Glu Ile Lys

Arg

<210>
211>
212>
<213>

<220>
<2235

<400>

100

67
113
PRT
ANTIF4

GRS
67

Asp Val Leu Met Thr

1

Asp Gln

Thr Gly

Pro Lys

50

Asp Arg

65

Ser Arg

Ser His

Arg

210>
211>
212>
213>

<220>
223>

<400>

1

5

Ala Ser Ile
20

Asn Thr Tyr
35

Leu Leu Ile

Phe Ser Gly

Val Glu Ala
85

Ala Pro Arg
100

68
113
PRT
NTF3)

1 AR £ 1
68

Gln

Ser

Leu

Tyr

Ser

70

Glu

Thr

Thr

Cys

Glu

Lys

55

Gly

Asp

Phe

Asp Val Leu Met Thr Gln Ile
5

Asp Gln Ala Ser Ile Ser Cys

Asn Gly Asn Thr Tyr Leu Glu

35

Pro

Arg

Trp

40

Ile

Ser

Leu

Gly

Pro

Arg

Trp

40

57

105

Val

Ser

25

Tyr

Ser

Gly

Gly

Gly
105

Val

Ser

10

Ser

Leu

Asn

Thr

Val

90

Gly

Leu

Gln

Gln

Arg

Asp

75

Tyr

Thr

Ser

Ser

Lys

Phe

60

Phe

Tyr

Lys

Ser Leu Pro

10

Ser Ser Gln Ile

25

Tyr Leu Gln Lys

Val

Tle

Pro

45

Ser

Thr

Cys

Leu

Val

Ile

110

Ser

Val

30

Gly

Gly

Leu

Phe

Glu
110

Ser

Val
30

Leu Gly
15

His Ser

Gln Ser

Val Pro

Lys Ile
80

Gln Ala
95

Ile Lys

Leu Gly
15

His Asn

Pro Gly Gln Ser

45



CN 1678633 B

F

¢l

=

22/38 1T

[0023]

Pro Gln
50

Asp Arg
65

Ser Arg

Ser His

Arg

<210>
211>
212>
<213>

220>
223>

220>
Q221>
222>
<223>
<220>
221>
222>
223>
<400>
Asp Val
1

Asp Gln

Asn Gly

Pro Lys
50

Asp Arg
65

Ser Arg

Ser His

Arg

<210>
211>
212>

Leu Leu Ile Tyr Lys Val Ser Asn Arg Phe Scr Gly Val Pro

59

60

Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys
70 75

Ile
80

Val Glu Ala Glu Asp Leu Gly Val Tyr Tyr Cys Phe Gln Gly
85 90 95

Val Pro Phe Thr Phe Gly S
1

100

69
113

PRT

N5
AR

MISC FEATURE

(28).. (28)
“XOAT LA TR R
MISC_FEATURE

(101).. (101) ‘
“X7 R LA R AR TR AR
69

Leu Met Thr Gln Thr

5

Ala Ser Ile Ser Cys
20

Asn Thr Tyr Leu Glu

Leu Leu Ile Tyr Lys
55

Phe Ser Gly Ser Gly
70

Val Glu Ala Glu Asp
85

Val Pro Xaa Thr Phe
100

70
124
PRT

Pro

Arg

Trp

40

Val

Ser

Leu

Gly

58

05

Leu

Ser

25

Tyr

Ser

Gly

Gly

Gly
105

Ser

10

Ser

Leu

Asn

Thr

Val

90

Gly

Leu

Gln

Gln

Arg

Asp

75

Tyr

Thr

Pro

Xaa

Lys

Phe

60

Phe

Tyr

Lys

Val

Ile

Pro

45

Ser

Thr

Cys

Leu

Ser

Val

30

Gly

Gly

Leu

Phe

Glu
110

Leu

15

His

Gln

Val

Lys

Gln

95

Ile

er Gly Thr Lys Leu Glu Ile Lys
110

Gly

Ser

Ser

Pro

Ile

80

Gly

Lys



CN 1678633 B

23/38 1T

[0024]

213>

220>
223>

<400>

Gln Val Gln Leu

1

Ser

Trp

Gly

Lys

65

Met

Ala

Val

Val

Met

Glu

50

Arg

Gln

Arg

Trp

<210>
211>
212>
<2135

<2207
<223>

<400>

Lys Leu
20

His Trp
35

Ile Asn

Lys Ala

Leu Ser

Gly Arg
100

Gly Ala
115

71
120
PRT
AT

B IR
71

Gln Val Gln Leu

1

Ser
Trp
Gly
Lys
65

Met

Ala

Val

Met

Arg

50

Ser

Gln

Arg

Lys Leu
20

His Trp

35

Ile Asp

Lys Ala

Leu Ser

Tyr Asp
100

Gln

Ser

Val

Pro

Thr

Ser

85

Pro

Gly

4t

Gln

Ser

Val

Pro

Thr

Ser

85

Tyr

Gln Ser Gly Ala

Cys

Lys

Ser

Leu

70

Leu

Asp

Thr

Gln

Cys

Lys

Asn

Leu

70

Leu

Tyr

Lys Ala
Gln Arg

40

Asn Gly

55

Thr Val

Thr Ser

Tyr Tyr

Thr Val
120

Ser Gly

Lys Ala

Gln Arg

40

Ser Gly
55
Thr Val

Thr Ser

Gly Ser

59

Ser

25

Pro

Arg

Asp

Glu

Gly

105

Thr

Ala

Ser

25

Pro

Gly

Asp

Glu

Ser
105

Glu

10

Gly

Gly

Thr

Lys

Asp

90

Ser

Val

Glu

10

Gly

Gly

Thr

Lys

Asp

90

Tyr

Leu

Tyr

Gln

Asn

Ser

75

Ser

Ser

Ser

Leu

Tyr

Arg

Lys

Pro

75

Ser

Phe

Val

Thr

Gly

Tyr

60

Ser

Ala

Lys

Ser

Val

Thr

Gly

Tyr

60

Ser

Ala

Asp

Lys

Phe

Leu

45

Asn

Ser

Val

Trp

Lys

Phe

Leu

45

Asn

Ser

Val

Tyr

Pro

Thr
30

Glu T

Glu

Thr

Tyr

Tyr
110

Pro
Thr
30

Glu
Glu
Thr

Tyr

Trp
110

Gly
15

Ser

Lys

Ala

Tyr

95

Phe

Gly

15

Ser

Trp

Lys

Ala

Tyr

95

Gly

Ala
Tyr
Ile
Phe
Tyr
80

Phe

Asp

Ala
Tyr
Ile
Phe
Tir
80

Cys

Gln
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[0025]

Gly Thr Thr Val Thr Val Ser Ser

<210>
211>
<212>
213>

<220>
223>

<400>

115

72
120
PRT

NS

B A G

72

Gln Val Gln

1

Ser

Trp

Gly

Lys

65

Met

Ala

Gly

Val

Met

Arg

50

Ser

Gln

Arg

Thr

<210>
911>

/P B

212>
213>

220>
223>

<400>

Lys

His
35

Ile

Lys

Leu

Tyr

Thr
115

73
122

1ddL

PRT

Leu

Leu

20

Trp

Asp

Ala

Ser

Asp

100

Leu

ANTF5

Gln

Ser

Val

Pro

Thr

Ser

85

Tyr

Thr

E P

73

Gln Val Gln Leu

1

Ser Val Lys Leu

20

Trp Met His Trp

35

Gly Glu Ile Asp
50

Lys Gly Lys Ala

65

Gln

Ser

Val

Pro

Thr

Gln

Cys

Lys

Asn

Leu

70

Leu

Tyr

Val

Gln

Cys

Lys

Ser

Leu
70

Pro

Lys

Gln

Ser

55

Thr

Thr

Gly

Ser

Pro

Lys

Gln

Asp

55

Thr

120

Gly
Ala
Arg
40

Gly
Val
Ser

Ser

Ser

120

Gly
Ala
Gly
40

Ser

Val

60

Ala

Ser

25

Pro

Gly

Asp

Glu

Ser
105

Ala

Ser

25

Pro

Tyr

Asp

Glu

10

Gly

Gly

Thr

Lys

Asp

90

Tyr

Glu

10

Gly

Gly

Pro

Lys

Leu

Tyr

Pro
75

Ser

Phe

Leu

Tyr

Gln

Asn

Ser
75

Val

Thr

Gly

Tyr

60

Ser

Ala

Asp

Val

Thr

Gly

Tyr

60

Ser

Lys

Phe

Leu

45

Asn

Ser

Val

Tyr

Lys

Phe

Leu

45

Asn

Ser

Pro

Thr

30

Glu

Glu

Thr

Tyr

Trp
110

Pro

Thr

30

Glu

Glu

Thr

Gly

15

Ser

Trp

Lys

Ala

Tyr

95

Gly

Gly

15

Ser

Trp

Lys

Ala

Ala

Tyr

Ile

Phe

Tyr

80

Cys

Gln

Ala

Tyr

Ile

Phe

Tyr
80
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[0026]

Met Gln Leu Ser Ser

85

Ala Ser Leu Tyr Tyr

100

Gly Gin Gly Thr Ser

<210>
211>
212>
213>

<220>
223>

<400>
Gln Val
1

Ser Val
Trp Ile

Gly Glu
50

Lys Gly
65

Val Asp
Ala Arg
Gly Thr

<2102
211>
212>
213>

<220>
<223>

<400>

115

74
120
PRT

NTLF4

IR

74
Gln

Lys

His

35

Ile

Lys

Leu

Trp

Thr

115

75
118
PRT

Leu

Leu

20

Trp

His

Ala

Ser

Arg

100

Leu

ATF5

Gln

5
Ser
Ala
Pro
Thr
Ser
85

Tyr

Thr

ARG

75

Gln Val Gln Phe Gln

1

5

Ser Val Lys Leu Ser

20

Leu Met His Trp Ile

35

Leu Thr Ser Glu

Tyr Gly Thr Ser

105

Val Thr Val Ser

Gln

Cys

Lys

Asn

Leu

70

Leu

Gly

Val

Gln

Cys

Lys

Pro

Lys

Gln

Ser

55

Thr

Thr

Ser

Ser

Ser

Lys

Gln

120

Gly

Ala

Arg

40

Gly

Val

Ser

Pro

Ser
120

Gly

Ala

Arg

40

61

Ser

Ser

25

Pro

Asn

Asp

Glu

Tyr
105

Ala

Asp Ser Ala Val Tyr Tyr Cys

90

95

Tyr Gly Val Leu Asp Tyr Trp

Ser

Val

10

Gly

Gly

Thr

Thr

Asp

90

Tyr

Leu

Tyr

Gln

Asn

Ser

75

Ser

Phe

Val

Thr

Gly

Tyr

60

Ser

Ala

Asp

Glu Leu Val

10

Ser Gly Tyr Thr

25

Pro Gly Arg Gly

Arg

Phe

Leu

45

Asn

Ser

Val

Tyr

Lys

Phe

110

Pro

Thr

30

Glu

Glu

Thr

Tyr

Trp
110

Pro

Thr
30

Gly Ala
15

Ser Ser

Trp Ile

Lys Phe

Ala Tyr
80

Tyr Cys
95

Gly Gln

Gly Ala
15

Ser Tyr

Leu Glu Trp Ile

45



CN 1678633 B F %5 3% 26,/38 T
Gly Arg Ile Asp Pro Asn Asn Val Val Thr Lys Phe Asn Glu Lys Phe
50 55 60
Lys Ser Lys Ala Thr Leu Thr Val Asp Lys Pro Ser Ser Thr Ala Tyr
65 70 75 80
Met Glu Leu Ser Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Tyr Cys
85 90 95
Ala Arg Tyr Ala Tyr Cys Arg Pro Met Asp Tyr Trp Gly Gln Gly Thr
100 105 110
Thr Val Thr Val Ser Ser
115
210> 76
Q211> 117
<212> PRT
213> ATF%
220>
223> BIEPUELEH
400> 76
Gln Ile Gln Leu Gln Gln Ser Gly Pro Glu Leu Val Arg Pro Gly Ala
1 5 10 15
Ser Val Lys Ile Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asp Tyr
20 25 30
Tyr Ile His Trp Val Lys Gln Arg Pro Gly Glu Gly Leu Glu Trp Ile
35 40 45
Gly Trp Ile Tyr Pro Gly Ser Gly Asn Thr Lys Tyr Asn Glu Lys Phe
50 55 60
Lys Gly Lys Ala Thr Leu Thr Val Asp Thr Ser Ser Ser Thr Ala Tyr
65 70 75 80
Met Gln Leu Ser Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Phe Cys
85 90 95
Ala Arg Gly Gly Lys Phe Ala Met Asp Tyr Trp Gly Gln Gly Thr Ser
100 105 110
Val Thr Val Ser Ser
115
Q10> 77
211> 120
<212> PRT
213> ANTJF5)
220>
223> {IRPuikEE
<400> 77
Gln Val Gln Leu Gln Gln Ser Gly Ala Glu Leu Met Lys Pro Gly Ala
1 5 10 15

[0027]
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Ser Val

Trp Ile

Lys Ile Ser
20

Glu Trp Val
35

Gly Glu Ile Leu Pro

50

Lys Gly
65

Met Gln

Ala Arg

Gly Thr

210>
211>
212>
213>

<220>
223>

<400>

Gln Ile
1

Ser Val

Tyr Ile

Gly Trp
50

Lys Gly
65

Met Gln

Ala Arg

Gly Thr

<210>
211>
212>
213>

[0028]

Lys Ala Thr

Leu Ser Ser
85

Gly His Ser
100

Ser Val Thr
115

78

120

PRT
ANTFF5)
ad TR AN
78

Gln Leu Gln

Lys Ile Ser
20

Asn Trp Met
35

Ile Asp Pro

Lys Ala Thr

Leu Ser Ser
85

Glu Lys Thr
100

Ser Val Thr
115

79
120
PRT
ATF5

Cys

Lys

Gly

Phe

70

Leu

Tyr

Val

Gln

Cys

Lys

Gly

Leu

70

Leu

Thr

Val

Lys

Gln

Ser

55

Thr

Thr

Tyr

Ser

Ser

Lys

Gln

Ser

55

Thr

Thr

Tyr

Ser

Ala

Arg

40

Gly

Ala

Ser

Phe

Ser
120

Gly

Ala

Lys

40

Gly

Val

Ser

Tyr

Ala
120

Thr

25

Pro

Gly

Asp

Glu

Tyr
105

Pro

Ser

25

Pro

Asn

Asp

Glu

Tyr
105

63

Gly

Gly

Thr

Lys

Asp

90

Asp

Glu

10

Gly

Gly

Thr

Thr

Asp

90

Ala

Tyr

His

His

Ser

75

Ser

Gly

Leu

Tyr

Gln

Lys

Ser

75

Thr

Met

Thr

Gly

Tyr

60

Ser

Ala

Asp

Val

Thr

Gly

Tyr

60

Ser

Ala

Asp

Phe

Leu

45

Asn

Asn

Val

Tyr

Lys

Phe

Leu

45

Asn

Ser

Val

Tyr

Ser

30

Glu

Glu

Thr

Tyr

Trp
110

Pro

Thr

30

Glu

Glu

Thr

Tyr

Trp
110

Ser

Trp

Lys

Ala

Tyr

95

Gly

Gly

15

Asp

Trp

Lys

Ala

Phe

95

Gly

Phe
Ile
Phe
Tyr
80

Cys

Gln

Ala
Tyr
Ile
Phe
Tfr
80

Cys

Gln
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220> ‘
223> GRS

<400> 79
GIn Val Gln Leu Leu Glu Ser Gly Ala Glu Leu Met Lys Pro Gly Ala
1 5 10 15

Ser Val Lys Ile Ser Cys Lys Ala Thr Gly Tyr Thr Phe Ser Ser Phe
20 25 30

Trp Ile Glu Trp Val Lys Gln Arg Pro Gly His Gly Leu Glu Trp Ile
35 40 45

Gly Glu Ile Leu Pro Gly Ser Gly Gly Thr His Tyr Asn Glu Lys Phe
50 55 60

Lys Gly Lys Ala Thr Phe Thr Ala Asp Lys Ser Ser Asn Thr Ala Tyr
65 70 75 80

Met Gln Leu Ser Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Tyr Cys
85 90 95

Ala Arg Gly His Ser Tyr Tyr Phe Tyr Asp Gly Asp Tyr Trp Gly Gln
100 105 110

Gly Thr Ser Val Thr Val Ser Ser
115 120

<210> 80
211> 115
<212> PRT
213> ANTF%)

<220>
223> AR LE

<400> 80
Val Gln Leu Gln Gln Ser Gly Ala Glu Leu Met Lys Pro Gly Ala Ser
1 5 10 15

Val Lys Ile Ser Cys Lys Ala Ser Gly Tyr Thr Phe Ser Asp Tyr Trp
20 25 30

Ile Glu Trp Val Lys Gln Arg Pro Gly His Gly Leu Glu Trp Ile Gly
35 40 45

Glu Ile Leu Pro Gly Ser Gly Ser Thr Asn Tyr His Glu Arg Phe Lys
50 55 60

Gly Lys Ala Thr Phe Thr Ala Asp Thr Ser Ser Ser Thr Ala Tyr Met
65 70 75 80

GIn Leu Asn Ser Leu Thr Ser Glu Asp Ser Gly Val Tyr Tyr Cys Leu
85 90 95

His Gly Asn Tyr Asp Phe Asp Gly Trp Gly Gln Gly Thr Thr Leu Thr
100 105 110

Val Ser Ser
[0029]
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[0030]

210>
211>
212>
213>

<220>
<223>

220>
221>
222>
223>

220>
221>
222>
223>

220>
221>
222>
223>

220>
221
222>
<223>

220>
221>
222>
223>

<220>
221>
222>
<223>

220>
221>
222>
<223>

<2205
221>
222>
<223>

<220>
221>
222>
223>

220>
221>
222>
223>

220>
Q22D
222>
<223>

<220>
221>
222>
223>

<400>

1

115

81
121

PRT
ANTF5)

BRI

MISC FEATURE
(20).. (20)
XA LA R R

MISC_FEATURE
(34).. (39)
"X H LA RAE (T A HEMR

MISC_FEATURE
(43).. (43)
7X AT L RAE TR SR

MISC_FEATURE
(50). . (50)
X LLRAE TR S

MISC_FEATURE
(52).. (52) _
“XATLARAL T R

MISC_ FEATURE
(54)..
”Vmumﬁﬁﬁﬁm

MISC_FEATURE
(57).. (67
X ] LR A (o] S R

MISC_FEATURE
(59).. (59)
"X AR AR A

Elsc FEATURE
99)
"X ump:&ﬁﬁu%@

MISC_FEATURE
(100).. (100)
“XR] LA RARAT AR

MISC_FEATURE
(103). . (108)
"X AT LR AT T A

MISC_FEATURE
(116). . (116) _
"X L RAR A H A R

81

Gln Val Gln Leu Gln Gln Ser Gly Ala Glu Leu Val Lys Pro Gly Ala
5

65
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Ser Val Lys Xaa Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Ser Tyr
20 25 30

Trp Xaa His Trp Val Lys Gln Arg Pro Gly Xaa Gly Leu Glu Trp Ile
35 40 45

Gly Xaa Ile Xaa Pro Xaa Ser Gly Xaa Thr Xaa Tyr Asn Glu Lys Phe
50 55 60

Lys Gly Lys Ala Thr Leu Thr Val Asp Lys Ser Ser Ser Thr Ala Tyr
65 70 75 80

Met Gln Leu Ser Ser Leu Thr Ser Glu Asp Ser Ala Val Val Tyr Cys
85 90 95

Ala Arg Xaa Xaa Tyr Tyr Xaa Xaa Xaa Xaa Xaa Xaa Asp Tyr Trp Gly
100 105 110

Gln Gly Thr Xaa Val Thr Val Ser Ser
115 120

<210> 82

211> 113

<212> PRT

213> /NER Mus musculus)

<400> 82
Asp Val Leu Met Thr Gln Thr Pro Leu Ser Leu Pro Val Ser Leu Gly
1 5 10 15

Asp Gln Ala Ser Ile Ser Cys Arg Ser Ser Gln Ser Ile Val His Ser
20 25 30

Asn Val Asn Thr Tyr Leu Glu Trp Tyr Leu Gln Lys Pro Gly Gln Ser
35 40 45

Pro Lys Leu Leu Ile Tyr Lys Val Ser Asn Arg Phe Ser Gly Val Pro
50 55 60

Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Arg Ile
065 70 75 80

Ser Arg Val Glu Ala Glu Asp Leu Gly Ile Tyr Tyr Cys Phe Gln Gly
85 90 95

Ser His Val Pro Pro Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys
100 105 110

Arg

210> 83

211> 113
<212> PRT
213> AIJF3

<220>
223> ANFLEM1644T 44

[0031]
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[0032]

<400>

Asp Val
1

Asp Pro
Asn Val

Pro Arg
50

Asp Arg
65

Ser Arg
Ser His
Arg

210>
211>
212>
213>

220>
223>

<400>

Asp Val
1

Asp Pro
Asn Val

Pro Lys
50

Asp Arg
65
Ser Arg

Ser His

Arg

83
Val Met Thr Gln

Ala Ser Ile Ser
20

Asn Thr Tyr Leu
35

Leu Leu Ile Tyr

Phe Ser Gly Ser
70

Val Glu Ala Glu
85

Val Pro Pro Thr
100

84
113
PRT
ANTF5
AN VRALEM164471 44
84
Leu Met Thr Gln
5

Ala Ser Ile Ser
20

Asn Thr Tyr Leu
35

Leu Leu Ile Tyr

Phe Ser Gly Ser
70

Val Glu Ala Glu
85

Val Pro Pro Thr
100

Thr

Cys

Glu

Lys

55

Gly

Asp

Phe

Thr

Cys

Glu

Lys

55

Gly

Asp

Phe

Pro

Arg

Trp

40

Val

Ala

Leu

Gly

Pro

Arg

Trp

40

Val

Ala

Leu

Gly

67

Leu

Ser

25

Tyr

Ser

Gly

Gly

Gly
105

Leu

Ser

25

Tyr

Ser

Gly

Gly

Gly
105

Ser

10

Ser

Leu

Asn

Thr

Ile
90

Gly

Ser

10

Ser

Leu

Asn

Thr

Ile

90

Gly

Leu

Gln

Gln

Arg

Asp

75

Tyr

Thr

Leu

Gln

Gln

Arg

Asp

75

Tyr

Thr

Pro

Ser

Lys

Phe

60

Phe

Tyr

Lys

Pro

Ser

Lys

Phe

60

Phe

Tyr

Lys

Val

Ile

Pro

45

Ser

Thr

Cys

Leu

Val

Ile

Pro

45

Ser

Thr

Cys

Leu

Ser

Val

30

Gly

Gly

Leu

Phe

Glu
110

Ser

Val

30

Gly

Gly

Leu

Phe

Glu
110

Leu

15

His

Gln

Val

Arg

GIn

95

Ile

Leu

15

His

Gln

Val

Arg

Gln

95

Ile

Gly

Ser

Ser

Pro

Ile

80

Gly

Lys

Gly

Ser

Ser

Pro

Ile

80

Gly

Lys
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[0033]

<210>
Q1
<212>
213>

220>
223>

<400>
Asp Val
1

Asp Pro

Asn Val

Pro Arg
50

Asp Arg
65

Ser Arg

Ser His

Arg

210>
AR
212>
213>

220>
223>

<400>

Asp Val Val Met Thr
1

Asp Pro

Asn Val

Pro Lys
50

Asp Arg
65

Ser Arg

85
113
PRT

NP5

A VEALEM 1643704k

85

Leu

Ala

Asn

35

Leu

Phe

Val

Val

86
113
PRT

Met Thr
5

Ser Ile
20

Thr Tyr

Leu Ile

Ser Gly

Glu Ala

85

Pro Pro
100

ATF5

Gln

Ser

Leu

Tyr

Ser

70

Glu

Thr

A JBEAVEM164%T44

86

Ala

Asn

35

Leu

Phe

Val

5

Ser Ile

20

Thr Tyr

Leu Ile

Ser Gly

Glu Ala
85

Gln

Ser

Leu

Tyr

Ser

70

Glu

Thr

Cys

Glu

Lys

55

Gly

Asp

Phe

Thr

Cys

Glu

Lys

55

Gly

Asp

Pro

Arg

Trp

40

Val

Ala

Leu

Gly

Pro

Arg

Trp

40

Val

Ala

Leu

68

Leu

Ser

25

Tyr

Ser

Gly

Gly

Gly
105

Leu

Ser

25

Tyr

Ser

Gly

Gly

Ser

10

Ser

Leu

Asn

Thr

Ile

90

Gly

Ser

10

Ser

Leu

Asn

Thr

Ile
920

Leu

Gln

Glin

Arg

Asp

75

Tyr

Thr

Leu

Gln

Gln

Arg

Asp
75

Pro

Ser

Lys

Phe

60

Phe

Tyr

Lys

Pro

Ser

Lys

Phe

60

Phe

Tyr

Val

Ile

Pro

45

Ser

Thr

Cys

Leu

Val

Ile

Pro

45

Ser

Thr

Cys

Ser

Val

30

Gly

Gly

Leu

Phe

Glu
110

Ser

Val

30

Gly

Gly

Leu

Phe

Leu

15

His

Gln

Val

Arg

Gln

95

Ile

Leu

15

His

Gln

Val

Arg

Gln
95

Gly

Ser

Ser

Pro

Ile

80

Gly

Lys

Gly

Ser

Ser

Pro

Ile

80

Gly
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[0034]

Ser His Val Pro Pro Thr Phe

Arg

<210> 87
211> 123
<212> PRT

100

213> /PHER Mus musculus)

<400> 87

Gln Val Gln Leu Gln Gln Ser

1

Ser Val Lys

Trp Met His
35

Gly Glu Ile
50

Lys Arg Lys
65

Met Gln Leu
Ala Arg Gly

Val Trp Gly
115

<210> 88
211> 123
<212> PRT

Leu
20

Trp

Asn

Ala

Ser

Arg

100

Ala

213> ATFRF%

<220>

5

Ser Cys Lys

Val Lys Gln

Pro Ser Asn
55

Thr Leu Thr
70

Ser Leu Thr
85

Pro Asp Tyr

Gly Thr Thr

<223>  AJFALEM1644744

400> 88
Gln Val Gln
1

Ser Val Lys
Trp Met His
35

Gly Glu Ile
50

Gln Gly Lys
65

Leu

Leu

20

Trp

Asn

Ala

Val Gln Ser
5

Ser Cys Lys
Val Lys Gln
Pro Ser Asn

25

Thr Leu Thr
70

Gly Gly Gly Thr Lys Leu Glu Ile Lys

Gly

Ala

Arg

40

Gly

Val

Ser

Tyr

Val
120

Gly

Ala

Arg

40

Gly

Val

69

105

Ala

Ser

25

Pro

Arg

Asp

Glu

Gly

105

Thr

Ala

Ser

25

Pro

Arg

Asp

Glu

10

Gly

Gly

Thr

Lys

Asp

90

Ser

Val

Glu

10

Gly

Gly

Thr

Lys

Leu

Tyr

Gln

Asn

Ser

75

Ser

Ser

Ser

Val

Tyr

Gln

Asn

Ser
75

Val Lys

Thr Phe

Gly Leu
45

Tyr Asn
60

Ser Ser

Ala Val

Lys Trp

Val Lys

Thr Phe

Gly Leu
45

Tyr Asn
60

Ser Ser

110

Pro

Thr

30

Glu

Glu

Thr

Tyr

Tyr
110

Pro

Thr

30

Glu

Gln

Thr

Gly

15

Ser

Trp

Lys

Ala

Tyr

95

Phe

Gly

15

Ser

Trp

Lys

Ala

Ala

Tyr

Ile

Phe

Tyr

80

Phe

Asp

Ala

Tyr

Ile

Phe

Tyr
80
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[0035]

Met Gln Leu Ser Ser Leu Thr Ser Glu Asp Ser

Ala Arg Gly Ar
1

00

85

Val Trp Gly Gln Gly Thr Thr
115

90

105

g Pro Asp Tyr Tyr Gly Ser Ser

Val Thr Val Ser

120

NUEALEM16ATAR ) ATAE X — 4k

<210> 89
211> 339
<212> DNA
213> ATJFF
220>
223>
220>
221> CDS
<222> (1)..(339)
<400> 89
gat gtt gtg atg acc
Asp Val Val Met Thr
1 5
gat cca gce tec ate
Asp Pro Ala Ser Ile
20
aat gta aac acc tat
Asn Val Asn Thr Tyr
35
cca agg ctc ctg atce
Pro Arg Leu Leu Ile
50
gac agg ttc agt ggc
Asp Arg Phe Ser Gly
65
agc aga gtg gag gct
Ser Arg Val Glu Ala
85
tca cat gtt cct ccg
Ser His Val Pro Pro
100
cgt
Arg
<210> 90
211> 113
<212> PRT
213> ANTFF)
220> ‘
223> BIRHIEY
<400> 90

caa
Gln

tct
Ser

tta
Leu

tac
Tyr

agt
Ser
70

gag
Glu

acg
Thr

act
Thr

tge
Cys

gaa
Glu

aaa
Lys
55

gga
Gly

gat
Asp

tte
Phe

cca
Pro

aga
Arg

g8
Trp
40

gtt
Val

geca
Ala

ctg
Leu

ggt
Gly

ctc tce
Leu Ser
10

tct agt
Ser Ser
25

tac ctg
Tyr Leu

tcc aac
Ser Asn

ggg aca
Gly Thr

gga att
Gly Ile
90

gga ggc
Gly Gly
105

ctg
Leu

cag
Gln

cag
Gln

cga
Arg

gat
Asp
75

tat
Tyr

acc
Thr

Ala Val Tyr Tyr Phe

95

Lys Trp Tyr Phe Asp
110

cet
Pro

agc
Ser

aaa
Lys

ttt
Phe
60

tte
Phe

tac
Tyr

aaa
Lys

gte
Val

ata
Ile

cca
Pro
45

tet
Ser

aca
Thr

tge
Cys

ctg
Leu

agt
Ser

gta
Val
30

g8c
Gly

g8g
Gly

ctc
Leu

ttt
Phe

gaa
Glu
110

ctt
Leu
15

cat
His

cag
Gln

gte
Val

agg
Arg

caa
Gln
95

ate
Ile

gga
Gly

agt
Ser

tet
Ser

cca
Pro

atc
Ile
80

ggt
Gly

aaa
Lys

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

1

5

10

15

Asp Pro Ala Ser Ile Ser Cys Arg Ser Ser Gln Ser Ile Val His Ser

70

48

96

144

192

240

288

336

339
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[0036]

Asn Val Asn

35

Pro Arg Leu
50

Asp Arg Phe

65

Ser Arg Val

Ser His Val

Arg

210>
Q11>
212>
213>

220>
223>

<220>

221>

222>

<400>

91
369
DNA

20

Thr

Leu

Ser

Glu

Pro
100

ATLF3)

Tyr

Ile

Gly

Ala

85

Pro

Leu

Tyr

Ser

70

Glu

Thr

Glu

Lys

95

Gly

Asp

Phe

Trp

40

Val

Ala

Leu

Gly

25

Tyr

Ser

Gly

Gly

Gly
105

Leu

Asn

Thr

Ile

90

Gly

NIBEALEML645 AR o] B X~ EEE

CDS

..

91

cag gtc caa
GIn Val GIn
1

tca
Ser

tgg
Trp

gga
Gly

cag
Gln
65

atg
Met

gca
Ala

gte
Val

gtg
Val

atg
Met

gag
Glu
50

g8g
Gly

caa
GIn

aga
Arg

tgg
Trp

aag
Lys

cac
His
35

att
Ile

aag
Lys

cte
Leu

gga
Gly

ggc
Gly
115

<210> 92
211> 123

(369)

ctg
Leu

ctg
Leu
20

tgg
Trp

aat
Asn

gee
Ala

agce
Ser

aga
Arg
100

caa
Gln

gtg
Val
5

tce
Ser

gtg
Val

cct
Pro

aca
Thr

agc
Ser
85

cca

Pro

ggg
Gly

cag
GIn

tgt
Cys

aag
Lys

agc
Ser

ctg
Leu
70

ctg
Leu

gat
Asp

acc
Thr

tct
Ser

aag
Lys

cag
Gln

aac
Asn
55

act
Thr

aca
Thr

iac
Tyr

acg
Thr

ggg
Gly

get
Ala

agg
Arg
40

g8t
Gly

gta
Val

tct
Ser

tac
Tyr

gtc
Val
120

get
Ala

tet
Ser
25

cect

Pro

cgt
Arg

gac
Asp

gag
Glu

ggt
Gly
105

acc
Thr

71

gaa
Glu
10

g8¢C
Gly

gga
Gly

act
Thr

aaa
Lys

gac
Asp
90

agt

Ser

gtc
Val

Gln

Arg

Asp
75

Tyr

Thr

gtg
Val

tac
Tyr

caa
Gln

aac
Asn

Lee
Ser
75

tct
Ser

age
Ser

tce
Ser

Lys

Phe
60

Phe

Tyr

Lys

gtg
Val

acc
Thr

ggc
Gly

tac
Tyr
60

tcc

Ser

BC8
Ala

aag
Lys

Pro
45

Ser

Thr

Cys

Leu

aag
Lys

tte
Phe

ctt
Leu
45

aat
Asn

age
Ser

gtc
Val

tgg
Trp

30

Gly Gln Ser

Gly Val Pro

Leu Arg Ile

80

Phe Gln Gly
95

Glu Ile Lys

110

cct
Pro

acc
Thr
30

gag
Glu

cag
Gln

aca
Thr

tat
Tyr

tac
Tyr
110

g88
Gly
15

agc
Ser

1gg
Trp

aag
Lys

gee
Ala

tac
Tyr
95

tte
Phe

gct
Ala

tac
Tyr

att
Ile

ttc
Phe

tac
Tyr
80

ttt
Phe

gat
Asp

48

96

144

192

240

288

336

369
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[0037]

212>
<213>

220>
223>

<400>
Gin Val
1

Ser Val
Trp Met
Gly Glu

50
GIn Gly
65
Met Gln

Ala Arg

Val Trp

PRT

ANTF3

IR

92
Gln

Lys

His

35

Ile

Lys

Leu

Gly

Gly
115

210> 93

L1
<212>
<213>

<220>
<2235

<220
221>
222>

<400>
gat gtt
Asp Val
1

gat cca
Asp Pro

aat gta
Asn Val

cca aag
Pro Lys
50

gac agg
Asp Arg
65

age aga
Ser Arg

339
DNA

ANTFF3

Leu

Leu

20

Trp

Asn

Ala

Ser

Arg

100

Gln

Val

Ser

Val

Pro

Thr

Ser

85

Pro

Gly

Gln

Cys

Lys

Ser

Leu

70

Leu

Asp

Thr

Ser

Lys

Gln

Asn

55

Thr

Thr

Tyr

Thr

Gly Ala Glu
10

Ala

Arg

40

Gly

Val

Ser

Tyr

Val
120

Ser

25

Pro

Arg

Asp

Glu

Gly

105

Thr

Gly

Gly

Thr

Lys

Asp

90

Ser

Val

AJEALEM164 v1. Lk G a2 X

CDS

..

93
ttg
Leu

gee
Ala

aac
Asn
35

ctc
Leu

ttc
Phe

gtg
Val

(339)

atg
Met

tce
Ser
20

acc
Thr

ctg
Leu

agt
Ser

gag
Glu

acc
Thr

atce
Ile

tat
Tyr

atc
Ile

ggc
Gly

get
Ala

caa
Gln

tet
Ser

tta
Leu

tac
Tyr

agt
Ser
70

gag
Glu

act
Thr

tge
Cys

gaa
Glu

aaa
Lys
55

gga
Gly

gat
Asp

cca
Pro

aga
Arg

tgg
Trp
40

gtt
Val

gca
Ala

ctg
Leu

cte
Leu

tet
Ser
25

tac
Tyr

tce
Ser

8288
Gly

gga
Gly

72

tce
Ser
10

agt
Ser

ctg
Leu

aac
Asn

aca
Thr

att
Ile

Val

Tyr

Gln

Asn

Ser
75

Ser

Ser

Ser

ctg
Leu

cag
Gln

cag
Gln

cga
Arg

gat
Asp
75

tat
Tyr

Val

Thr

Gly

Tyr
60

Ser

Ala

Lys

cct
Pro

agce
Ser

aaa
Lys

ttt
Phe
60

ttc
Phe

tac
Tyr

Lys

Phe

Leu
45

Asn

Ser

Val

Trp

gtc
Val

ata
Ile

cca
Pro
45

tct
Ser

aca
Thr

tge
Cys

Pro

Thr
30

Glu

Gln

Thr

Tyr

Tyr
110

agt
Ser

gta
Val
30

g8C
Gly

888
Gly

ctc
Leu

ttt
Phe

Gly
15

Ser

Trp

Lys

Ala

Tyr
95

Phe

ctt

Leu
15

cat
His

cag
Gln

gte
Val

agg
Arg

caa
Gln

A;a
Tyr
Ile
Phe
Tyr

80

Phe

Asp

gga
Gly

agt
Ser

tct
Ser

cca
Pro

atc
Ile
80

ggt
Gly

48

96

144

192

240

288
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[0038]

85

90

95

tca cat gtt cct ccg acg ttc ggt gga ggc acc aaa ctg gaa atc aaa
Ser His Val Pro Pro Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys
1

100

cgt
Arg

Q10> A
Q11> 113
<212> PRT
213> AIFF)

<220>
Q223> BREMEY)
400> 94

Asp Val Leu Met Thr Gln
1 5

Asp Pro Ala Ser Ile Ser

20

Asn Val Asn Thr Tyr Leu
35

Pro Lys Leu Leu Ile Tyr

50

Asp Arg Phe Ser Gly Ser
65 70

Ser Arg Val Glu Ala Glu
85

Pro Pro Thr
100

Scr His Val

Arg

210> 95
211> 339
<212> DNA
Q13> AIFH]

<220>
223>

<400> 95

gatgttttga tgacccaaac tccactctee
atctcttgea gatctagtca gagcatagta
tacctgcaga aaccaggcca gtctccaagg
tctggggtce cagacaggtt cagtggcagt
agcagagtgg aggctgagga tclgggaatt

ccgacgttcg gtggaggcac caaactggaa

<210> 96

Thr

Cys

Glu

Lys

55

Gly

Asp

Phe

105

Pro Leu Ser
10

Arg Ser Ser
25

Trp Tyr Leu

40

Val Ser Asn

Ala Gly Thr

Leu Gly Ile

90

Gly Gly Gly
105

AJEALEML64 vi. 244k M EE T AR X

73

Leu

Gln

Gln

Arg

Asp

75

Tyr

Thr

ctgcctgteca
catagtaatg
ctcctgatcet
ggagcaggga
tattactgct

atcaaacgt

110

Pro Val Ser Leu Gly
15

Ser Ile Val His Ser
30

Lys Pro Gly Gln Ser
45

Phe Ser Gly Val Pro
60

Phe Thr Leu Arg Ile
80

Tyr Cys Phe Gln Gly
95

Lys Leu Glu Ile Lys
110

gtcttggaga tccagectece
taaacaccta tttagaatgg
acaaagtttc caaccgattt
cagatttcac actcaggatc

ttcaaggttc acatgttcct

336

339

60
120
180
240
300
339
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211> 339
<212> DNA
213> ANTLF3

220>

<223>  ANiR{LEM164 vl1.

<400> 96
gatgttgtga tgacccaaac

atctcttgca gatctagtca
tacctgcaga aaccaggcca
tctggggtee cagacaggtt
agcagagtgg aggctgagga

ccgacgttcg gtggaggeac

RENREN bRz T

tccactctee ctgectgteca gtettggaga
gagcatagta catagtaatg taaacaccta
gtctccaaag ctcctgatct acaaagttte
cagtggcagt ggagcaggga cagatttcac
tctgggaatt tattactget ttcaaggttc

caaactggaa atcaaacgt

74

tccageetce
tttagaatgg
caaccgattt
actcaggatc

acatgttcct

60
120
180
240
300
339
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2
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#
=
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K 2
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EM164 HLARXS Sa0S-2 ZH M TGF-T Aal i £ 4% 5 30 il
-IGF-I  +IGF-I

(50 ng/mL) E1b7]
EM164
p 0 (ug/ml)
phospho-Akt (S473)
g phospho-Erk
pan-Erk
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ENEEZ Ja BRI

Kl 6

PETCIMIE , +1GF-T, 8 +1. 25 % IfL3E I 254 T, FrAkxt MCP—7 4 B 1) 2B A A7 05 11 52 W)
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46
16

91
31

136
46

181
61

226
76

271
91

316
106

361
121

—

FEM1643% 4%

atgaagttgcctgttaggetgttggtgetgatgttctggattect

M K L P VRL L VL. M F W I P

gcttccagtagtgatgttttgatgacccaaactccactctecctg
A 8§ §$S s D v L MT Q T P L S L
1vk

cctgtcagtcttggagatcaagcctccatctcttgecagatctagt
P V S L G bDQ A S I S C R S S
CDR1

cagagcattgtacatagtaatgtaaacacctatttagaatggtac
Q 8§ I VvV H 8 N V N T Y L E W Y
CDR1

ctgcagaaaccaggccagtctccaaagctcctgatctacaaagtt
L Q K P G Q S P KL L I Y K V
CDR2

tccaaccgattttctggggtcccagacaggttcagtggcagtgga
S NR F S GV P DRF S G § G
CDR2

tcagggacagatttcacactcaggatcagcagagtggaggctgag
s G T b F TUL R I S R V E A E

gatctgggaatttattactgctttcaaggttcacatgttcectecg
DL G I ¥ Y CUVF Q G S H V P P
CDR3

acgttcggtggaggcaccaagctggaaatcaaacgg
T F 6 G G T KL E I K R

K 12
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I

46
16

91
31

136
46

181
61

226
76

271
91

316
106

361
121

406
136

—

LEM164E %%

atgggatggagctatatcatcctctttttggtagcaacagctaca
M ¢ W S Y I I L F L VATA AT

gaagtccactcccaggtccaéctgcagcagtctggggctgaactg
E V H S Q V. Q¢ L Q 9 s G A E L
1vH '

gtgaagcctggggcttcagtgaagctgtcctgtaaggcttctggc
vV K P G A S V KL S C K A S G

tacaccttcaccagctactggatgcactgggtgaagcagaggect
Yy T F T S ¥ WM H W V K Q R P
CDR1

ggacaaggccttgagtggattggagagattaatcctagcaacggt
G Q G L E W I G E I N P S N G
CDR2

cgtactaactacaatgagaagttcaagaggaaggccacactgact
R T N Y N E K F KR KATUL T
CDR2

gtagacaaatcctccagcacagcctacatgcaactcagcagcctg
vV D K S sSs s T A Y M Q L S§ S L

acatctgaggactctgcggtctattactttgcaagaggaagacca
T S E D S A V Y Y F A R G R P
CDR3

gattactacggtagtagcaagtggtacttcgatgtctggggegea
D Y Y G S s KW Y F DV W G A
CDR3

gggaccacggtcaccgtctcectcea
G T T v T Vv 8 8§

K 13
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F.EM164 CDRs

B
CDRI:RSSQSIVHSNVNTYLE

CDR2: K VS NRFS

CDR3: FQGSHVPPT

Hik

CDR1: SYWMH
CDR2: EINPSNGRTNYNEKFKR

CDR3:: GRPDYYGSSKWYFDYV

AbMEH

COR: GYTFTSYWMH
CDR2:. EINPSNGRTN

CDR3:: GRPDYYGSSKWYFDYV

Kl 14
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' 100
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—FE ] 0
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2jel
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1ngb
lkel
1hyx
ligf
ltet
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1bln
1cly

RF P51

LpVSLGDQAS IS8CrssQxIvV

emlé4 LC
2jel
2pcp
1ngb
1kel
1hyx
ligt
ltet
iclz
1ibln
lely

r S| LLIYkvsnRF SGVPDRFSGS GSGTDFTLKI SRVeAEDLGV YYCFQgsHVP

e e e e «220 . 4 4 4 0 e 4 e o230 ... 0. 140,00 .. 150
emié4 LC
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lkel
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ltet
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=2 xTFGgGTKLE IKR
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eml64 HC
ingb
1ngp
1fbi
lafv
1yuh
iplg
1dsb
laeé
laxs

3hfl

eml64 HC
ingb
ingp
1£bi
lafv
lyuh
iplg
1dsb
laeé
laxs
3hfl

(R FF
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A.
EMl64%’é&ﬁI&ﬁ
70
60
50 |
ﬁml .
M 30 Loy U | |
Fézo : | I !
10 M (AL Hl’ll‘lll e LA
o AL LA, AT A AL LT
TeZeI858Tes BT8R 8E8 2
Kabat %5
B.
EM164ZE 5] & i
70
60
50
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90
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CN 1678633 B W OB B OM 16/23 T
BRI JRAL IR EML64 FTIA AR HE T 22 X 2 S 1y A1)
Kabat # 1 10 20 27¢ 35 45
MUEM164 DVLMTQTPLS LPVSLGDOAS ISCRSSQSIV HSNVNTYLEW YLOKPGQSPK
hUEM164 v1.0 DVVMTOTPLS LPVSLGDPAS ISCRSSQSIV HSNVNTYLEW YLQKPGQSPR
NUEM164 vi.1 DVLMTOTPLS LPVSLGDPAS ISCRSSQSIV HSNVNTYLEW YLOKPGQSPK
huEM164 v1.2 DVLMTQTPLS LPVSLGDPAS ISCRSSQSIV HSNVNTYLEW YLQKPGQSPR
huEM164 v1.3 DVVMTQTPLS LPVSLGDPAS ISCRSSQSIV HSNVNTYLEW YLOKPGQSPK
B4k * * *
Kabat # 46 55 65 75 85 o5f
muEM164 LLIYKVSNRF SGVPDRFSGS GSGTDFTLRI SRVEAEDLGI YYCFQGSHVP
huEM164 v1.0 LLIYKVSNRF SGVPDRFSGS GAGTDFTLRI SRVEAEDLGI YYCFQGSHVP
huEM164 v1.1l LLIYKVSNRF SGVPDRFSGS GAGTDFTLRI SRVEAEDLGI YYCFQGSHVP
huEM164 v1.2 LLIYKVSNRF SGVPDRFSGS GAGTDFTLRI SRVEAEDLGI YYCFQGSHVP
huEM164 v1.3 LLIYKVSNRF SGVPDRFSGS GAGTDFTLRI SRVEAEDLGI YYCFQGSHVP
i *
Kabat # 96 105 108
muEM164 PTFGGGTKLE IKR
huEM164 v1.0 PTFGGGTKLE IKR
huEM164 v1l.1 PTFGGGTKLE IKR
huEM164 v1.2 PTFGGGTKLE IKR
huEM164 v1.3 PTFGGGTKLE IKR
.
K] 20
A AJBUILI) EML64 5 PR TR T 25 < SO
Kabat # 1 10 20 30 20 50
MUEM164 OVOLOQSGAE LVKPGASVKL SCKASGYTFT SYWMHWVKQR PGQGLEWIGE
hggx}64 QVQLVQSGAE VVKPGASVKL SCKASGYTFT SYWMHWVKQR PGQGLEWIGE
* *
Kabat # 51 59 69 79 86 96
MUEM164 INPSNGRTNY NEKFKRKATL TVDKSSSTAY MOLSSLTSED SAVYYFARGR
hug%}64 INPSNGRTNY NQKFQGKATL TVDKSSSTAY MQLSSLTSED SAVYYFARGR
T A2 * * %
Kabat # 97 100f 109 113
muEM164 PDYYGSSKWY FDVWGAGTTV TVSS
NUEM164 PDYYGSSKWY FDVWGQGTTV TVSS
A *
K 21
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46
16

91
31

136
46

181
6l

226
76

271
51

316
106

46
16

91
31

136
46

181
61

226
76

271
91

316
106

361
121

L7853

gatgttgtgatgacccaaactccactctecctgectgteagtett
D v vMTQTUPUL S L P V § L

ggagatccagcctccatctcttgecagatctagtcagagecatagta
G D P A S I S8 CUR S S8 Q8 IV

catagtaatgtaaacacctatttagaatggtacctgcagaaacca
H 8§ N VN T Y L EW Y L Q K P

ggccagtctccaaggctectgatctacaaagtttccaaccgattt
G Q 8 P R L L I Y K V 8 N R F

tctggggtcceccagacaggttcagtggcagtggagcagggacagat
s G v P DR PF S G S GA G TD

ttcacactcaggatcagcagagtggaggctgaggatctgggaatt
F T L R I 8 R V E A E DL G I

tattactgctttcaaggttcacatgttectecgacgtteggtgga
Y Y ¢C F Q G 8 H V P P T F G G

ggcaccaaactggaaatcaaacgt
G T K L E I K R

HEE

caggtccaactggtgcagtctggggctgaagtggtgaagectggg
Q V. Q L V. Q 8§ G A E V V K P G

gettcagtgaagetgteoctgtaaggettetggetacaccettcace
A S V K L 8 ¢ K A S G Y T F T

agctactggatgcactgggtgaagcagaggcctggacaaggectt
S ¥Y WM HWV K QR P G Q G L

gagtggattggagagattaatcctagcaacggtcgtactaactac
E W I ¢6 E I N P S N G R T N Y

aatcagaagttccaggggaaggccacactgactgtagacaaatce
N Q K F Q G K A T L TV D K 8§

tccagcacégcctacatgcaactcagcagcctgacatctgaggac
S §S T A Y M Q L 8 8 L T 8 E D

tctgeggtctattactttgecaagaggaagaccagattactacggt
S AV Y Y F A RGU R P D Y Y G

agtagcaagtggtacttcgatgtctggggccaagggaccacggtce
S S K WY F DV WGQ GG T TV
accgtctcectca
T V § 8§

K 22
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huEM164 v1.1, 1.2, 1. 3fEEE T A X DNAME ZERRF 5

46
16

91
31

136
46

181
61

226
76

271
91

316
106

46
16

91
31

136
46

181
61

226
76

271
91

316
106

vl.l

gatgttttgatgacccaaacteccactectceectgectgteagtett
D VLM T Q T™PUL S L P V 8 L

ggagatccagcctccatctcttgcagatctagtcagagcatagta
@ D P A S I S CUR S S Q s 1V

catagtaatgtaaacacctatttagaatggtacctgcagaaacca
H S N VvV N T YL E W Y L Q K P

ggccagtctccaaagctectgatctacaaagttteccaaccgattt
G Q S P K L L I ¥ KV 8 N R F

tctggggtcccagacaggttcagtggcagtggagecagggacagat
S G VvV P DRV F S G 8 G A G TD

ttcacactcaggatcagcagagtggaggctgaggatctgggaatt
F T L, R I 8 R V E A E D L G I

tattactgctttcaaggttcacatgttectecgacgtteggtgga
Yy Y C F Q G 8 H V P P T F G G

ggcaccaaactggaaatcaaacgt
G T K L E I K R

vl.2

gatgttttgatgacccaaactccactetecctgectgteagtett
D VL M T QT ©PUL S L P V S8 L
ggagatccagcctecatctettgecagatctagtcagageatagta
G D P A S I S8 CUR S S Q S IV

catagtaatgtaaacacctatttagaatggtacctgcagaaacca
H S N VN T YL E W Y L Q K P

ggccagtctccaaggetectgatctacaaagtttccaacegattt
G Q S PR L L I Y KV S NRF

tectggggtceccagacaggttcagtggcagtggagcagggacagat
S GV PDURUPF S G S G A G TD

ttcacactcaggatcagcagagtggaggctgaggatctgggaatt
F T L R I 58 RV E A EDUL G I

tattactgctttcaaggttcacatgttectecegacgtteggtgga
Y Y CF QG 8 BV P P TF G G

ggcaccaaactggaaatcaaacgt
G T K L E I K R

23

92
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m

23, 4k)

vli3

1 gatgttgtgatgacccaaactccactctcectgectgteagtett
i D VVMTAGQTU®PUDL S L P V S L

46 ggagatccagcctccatctcttgeagatctagtcagageatagta
16 @ D P A 8 I 8 C R 8 8 Q s I V

91 catagtaatgtaaacacctatttagaatggtacctgcagaaacca
31 H S N VN T ¥ L E W Y L Q K P

136 ggccagtctccaaagctcctgatctacaaagtttccaaccgattt
46 @ Q S P XK L L T ¥ K V 8 N R F

181 tctggggtcccagacaggttcagtggcagtggagcagggacagat
61 S @ VvV P D R F S G 8§ G A G TD

226 ttcacactcaggatcagcagagtggaggctgaggatctgggaatt
76 F T L R I 8 R V E A E D L G I

271 tattactgctttcaaggttcacatgttectcegacgtteggtgga
91 Y Y ¢ F Q ¢ S H v P P T F G G

316 ggcaccaaactggaaatcaaacgt
106 ¢ T K L E I K R

93



CN 1678633 B "Lﬁ. AR :Fg Bﬁ 20/23 L

T T v T T v
N © © © % N ©
-~ = o o o o o

L LIN “ F 6

4
AYFEALEM164 v1. 0Pidk (6-25%% 52 /= Tt) Fl EREM164p04k (5-10745e/Z=T)

:E-)\S
Ad
JEIY
= pOLINGNY [WyBn Z'9
iE_ POLININY |WyBN 5z
= POLINTNY |W/Bn 6z g
g [wybn g +
% w/Bn 0}
: %
N s
Xl B
ﬁ POLININY |Ww/Bn Gz
|w/bn g a
2 , &
% [w/Bn oL N
I a4
S
=
%
&
n
23
s}
—
=

EM164 Ht {455 MCF=T 4 Jfd Fr) &40 i J S0 R

94



CN 1678633 B

i

R B

4

21/23 71

% 41 2 5 3 AH

MCF-747

100,
80+
60-
40

20

81%

50%

77%

- IGF-|

+ IGF-I

+ IGF-l + EM164 Ab

2}
[\l
(@]

95



22/23 11

A B M

i

CN 1678633 B

Y1t y9LNT

WK

+

+
=
i

491 +

491 -

<
o

N
o

<
o

Clise (4G 51 By T 117 )

o

o

Y fi5 8E8H-ION

(2L Ly FR N (G B E1 B2 8TID B 55 BY i 17 fxosedSeoRLFY )
By YA LH LB LH B B S 8€ 8H-TONIX ¥ 1V TIA

9¢

.WW

VSITd “ &€ ¥

96



23/23 11

R H [t

i

CN 1678633 B

WIRVOTNE J 34 44 ¥ ¥ 1y Wby
LY T ]

() [al 4
ON om om o¢ og 0¢ Ol

) Bl B +P9TRT ——
Y1V TNT ——
Sg9d o

Y UEBH X —o—
Bl § ——

B & E-0d X

Pkt G5 = I B o 5 B € - DX Y e A X
HiE LY AR Y ) B S S AR — o Al W M9 T

LG

97



