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1LRBAEKETFZA (EGFR) 464 E MK, HASREEKETFZALS
B HFF EBM, ZZ51EE BT B &HEER TSI 1 :

i) EXoX3X4AXeX7EIX o X11)LPNLNX7X13QX20 X5 AF1X55sSLX53D,

K, iUt g Rk,

X,k 8 M,F,V,L,1 F1 S;

X3k 8 W,D,E fiL;

X% BLV,GS,MLATNDFW,

XeiE B W, V,L, MM S;

X, B D, E, N 1 K;

X H R,GHMK;

X% B D,N,E, Y f18;

X7 EBM G W HlA;

X EB W,GH A;

XxniZHM,L,F,A f1E;

X, %8 T,D,N, A fl Q;

XssiEBH A, S,N,GFL; M

XxiEHL,W,V,F f1A;

Fn

i) 5 )P EXFF ARG E /D 85%H R MR EEEFF;

EGFR 44 Z k55 EGFR 44, HEAHTHFEAR Ko BEZEZE 10uM.

2.BREK 1 K1 EGFR &S %Ak, HP X, & M.

3. AR FE R~ EGFR &8 £k, HP X W.

4 FPRBFERIE TN EGFR &5 8k, HP X, ERBLV,GHS.
5. R BFE R EGFR &A% Rk, L9 X3EA VA W,

6. R0 B IFIERAE—TN () EGFR &8 Bk, HP X 0iEA RMG.
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7RG BAIZESRE— I EGFR &6 £k, H9¥ X, &8 D,NH E.
8. BB ERE—INN EGFR S & £k, Hd X, E WHG.

9. HIR M FIE R/ — I EGFR SA LRk, HP Xz 8 WHG.
10.8FIEEK 9 1 EGFR &8 £k, HP Xis B We

1L BTABUFZERE—INH EGFR £ A4 £k, HF X0 B M.

1230 R BRI E R —I0IY EGFR & & 88k, K4 X, 8 THD.
13.80F| %K 12 i) EGFR &8 £, HP X, 2 T,

145 R A B R~ EGFR &4 Tk, P Xosik [ A, SHN.
15. AR BRI BERE—INM EGFR &4k, HP XuEBL MW,
16.5TR R B RT— IR EGFR & K, Heh Xig B W H Xy £ Te
17.5ER M FIZERE—TNE EGFR &8 Bk, K9 Xis B W 1 X3 £ M.

18. AR BRI E KA —T0 Y EGFR &4 20k, HPEERTF )L
T 9 Fh&&tt 11X FRIZE D 6 Fi:

DX, 2 M;

I X; & W;

1) X, & W;

IV) X0 2 R;

V) X7 & G;

VD Xis & W;

VII) Xy 2 M;

VI X; & T;

IX) Xos & Lo

19.80FE K 18 I EGFR &4 & Bk, X EEBRF7) i) 2 oF &4 -IX
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PHIZED 7 R

2080 ESK 19 [ EGFR &4 £ Rk, P EEBEFFY) )i T 9 f &4 1-1X
HIZE D> 8 .

21 R EK 20 ) EGFR &4 Z ik, XPEERFF) )2
EMWX,AWX-EIR X;,LPNLNGWQM TAFIX,sSLLD.

22 HEK 1-17 4E— N EGFR G & Tk, FPRAERIFET] )il
T 5 ®44F V-VII A0 X FP{HZED 3 Fif:

V)X & G;

VD) X3 & W;

VII) X0 2 M;

VI X; £ T;

X) Xa5 & A

23.8F)E K 22 [F) EGFR &£ Bk, HPEIEMFF) i) #Hewm T 5 &
&A% V-VII F1 X S Z D> 4 .

24 BUFIEK 23 B EGFR &4 £k, HPEERFT )E
EX,X3X,AXeX-EIX o X;;LPNLNGWQM TAFIASLX3Do

25 BUR)BESR 1-17 -—IR (¥ EGFR & & £k, HHEERMFY )E
EX,X3X4AXX5EIG X;;LPNLNWGQX30 X21AFIX5sSLWD.

26 B FIEK 25 [f) EGFR 44 £ Fk, HPRERFF| )2
EX,X;IAVX,EIG ELPNLNWGQX3 DAFINSLWD.

27 BRI ERAE- -TH EGFR &6 £ Ak, HHRERTFi)iE B SEQ
ID NO: 1-163.

28 W FJ¥Esk 27 ) EGFR & £ ik, HPEHERFF i)iEB SEQ ID
NO:33, SEQ ID NO:48, SEQ ID NO:57, SEQ ID NO:87, SEQ ID NO:88 #
SEQ ID NO:147.
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29. BURBURIER{E— T i EGFR & & Z 1k, Xk EGFR & & EF
FERK 3-0RHE R R B RS 8 —# 53 .

30.80F 2K 29 [K) EGFR 45& £ Bk, H¥ ATk EGFR § 8B FE A
AL TR 3-IRIERBEEESES IR 2 MNolBEEER NI —I
7

31.80FE K 30 () EGFR & & £ K, H Pk 3-4R5E R & B i 4 #3iE
B4 & XA RS I

32. B FIE Sk 31 #9 EGFR &4 LBk, ik 3-8 K & B g failik
HEHBHGRERELH A NEWEEEGTEY.

33.FEK 32 (1 EGFR & A $ Ik, HAE&iEam T EERFS:
ADNNFNK-[EBM}-DPSQSANLLSEAKKLNESQAPK;
ADNKFNK-[EBM]-DPSQSANLLAEAKKLNDAQAPK;
ADNKFNK-[EBM]-DPSVSKEILAEAKKLNDAQAPK;
ADAQQNNFNK-[EBM]-DPSQSTNVLGEAKKLNESQAPK ;
AQHDE-[EBM]-DPSQSANVLGEAQKLNDSQAPK;
VDNKFNK-[EBM}-DPSQSANLLAEAKKLNDAQAPK;

H P [EBM]R A FIZEK 1-28 F-— T & X EGFR 4 & 3t)F.

34. EGFR & &%k, HEBEST4EBWTRERFF SEQ ID NO:327
HAERITF:
VDNKFNKEQQNAFYEILHLPNLNEEQRNAFIQSLKDDPSQSANLLAEAK
KLNDAQAPK, FridfiT4 & ZERFFIET7E_ LAFFFIREE 9 B 11, 13 F
14, 17 3] 18, 24 3| 25, 27 ¥ 28, 32 1 35 AP KT —EFHE AL BEBMHN
FiXEAERAME LS EERIATATE, 58 REMEERTFIN
ZIkLLE, FARBRAKR T £k5 EGFR W44, H4 EGFR £4%5k5
EGFR &4, FEHLERRN K ERZE 10uM.

35.EGFR & &Lk, HEERFFEEHEE BT —4E XHF51:
iii)H% B SEQ ID NO: 164-326;
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iv)H & 5% 3 SEQ ID NO:164-326 [1/53.RF 85%E 5 A IRl ¥4
ERF3.

36.BLFFEK 35 () EGFR & & Z K, HEEBFHASHIE W TH
—AN 5 XHIFF:

v)3LiE B SEQ 1D NO: 196, SEQ ID NO.211, SEQ ID NO0:220, SEQ ID
NO:250, SEQ ID NO:251 1 SEQ ID NO:310;

vi)H & 5i% B SEQ ID NO:196, SEQ ID NO:211, SEQ ID NO:220, SEQ
ID NO:250, SEQ ID NO:251 F1 SEQ ID NO:310 K551 BA 85% 3 & H [
Y10 S R )5

37. R MFIERE—TH) EGFR &4 £k, Hilid C RKimA/EL N K
it G, 2 R T A S

38.ANMESK 37 ) EGFR &4 Bk, HPrid N E X T PiaL
k15 EGFR N4 4.

390 FIEK 37 5% 38 i) EGFR &8 TRk, HPFridaskE /N R BB L
MR BIKAAEF. difk. ARG EENE. BB,

40.8UFIEK 39 B9 EGFR &% hk, HPEMFETHEREROR G
BERASSEEEIATEY, ERTNAPEKRRT EGFR 468 £k
FHEM.

41. TR BRI E R T —IK EGFR 4%k, X5 EGFR 44, EtH
HERAR Ky EEEZ L 1 x10° M.

42 BUFEK 41 i) EGFR &4 £k, 5 EGFR &4, HAHEERK
KpfEEZEZ R 1x10"M.

43. BB A ERE—TH) EGFR &5 £k, H 5 EGFR Hist&Hyisist

A
s I

44. BLFEK 43 B9 EGFR &4 %k, HE5HMNTF SEQ ID NO: 329 K
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EGFR KIS I — B 456 -

45. EGFR & &2 8k, HASHARNAERE I EGFR &4 2K
FE.

46. B F) 23K 45 () EGFR &4 %k, KPR BaSRFRIZkK 144
F£—IRH 2 B N R .

47 F|EK 46 1) EGFR &4 Tk, Hd N Kb BRE 4 NMEHR.

48. L BT MIRGR A ERE— I EGFR & &2k, HEEED
2 /N EGFR &4 ik kghr, HEIERFHI A FRERAR .

49 BUFIEK 48 1) EGFR 454 %Ik, H:+4 EGFR & & £k B8 L4
BIBAE—iE,

S0. BRI E K 49 ] EGFR 4 & £ ik, H# EGFR &6 Z Ik AR A 23%
A EH.

51. —RARRBBRIESR 48-50 £—M ) EGFR £& £ Ak.
52. ZBHE, HEWUTRBFIERE—TKLIK.

53, EERAER 1-51 E— TS RATTE, s GimRiEsH
K 52 HEBRHER.

54 AFBER 1-51 f£—Ti ) EGFR &-& LA AMmPAE .

558 FIEK 54 AE, HPRAYFEER T B RE Y
e

56 RIER 55 A G, HPRSHEWREBRSERR.
STANFIE R 54 A&, HPTRUDRZE.



200680052351. 0 oA B ok OET/8m

S8 BUFIEESK 1-51 4£— [ EGFR & & £ kMGIT YA S .

59. 8B ESK 54-58 E—TMA 4, H+ EGFR &A% kAnl ¥ i
BIRTT AP AREREE—RE.

60. B FIEEK 54-59 E—TRHA A, H'F EGFR 4iH % KAl 34 i
Wi AMRILABAEA.

61. 7B AR T, HAPBRIEK 54-60 £ —THI4 & # A U BB

62.8 3l EGFR I 5¥:, EFMIBMLEELIE 4 EGFR FIHER, HFEMHEN
FIZEsK 1-51 £—IY9 EGFR 454 £ KB FIE K 54-60 AE—IR N4 A 1%
floh - £ B B iR % RR B4 A 0G5 & LUIB AR EE A P EGFR WIFETE.

63. M4 BB 3K EGFR R, Frid i B AR S RIEX
1-51 4£—X5i ) EGFR %&£ IAERRIE R 54-60 E—IHE A48, d
It EGFR 5Zk&& HFMERP ER.

64. T EW LB & EGFR FEMZETE, i iEaEkmg
X R BRI T X RS SBRZEK 1-51 £—TK EGFR & & % IKER A
HK 54-60 E—THH S EMIFR TR ZRRASHER .

65 BUFIEK 64 774, HFFAMBRREAK.
66.BUFIEK 64 BL 65 HITEE, HAEARNETATRTE.
67 BFIEK 64 BX 65 BI7i%, RPEGIMIREM LRTHTRTIE.

68.785T W ILEI YN B A ERRIE TR I3 Yt S I AR EGFR A%
WREERIHTEE, HA TR KBS ARFIEK 1-51 £ EGFR 442
FRERAUFIE K 58-60 fE—THHIA &0

698 FIE K 68 BIIRTT 7 ¥k, HHFTR EGFR & & L REFTAA &5/

8
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Xt BB EL R Y EGFR K45 & W[ EUR 2 A 0754 .

70.8UF Bk 68 BX 69 KWAIT J7i%, H+ EGFR &G LIS ATAXT R
BH R B EGFR BIG SISl RE 514 5.

71K 68-70 £T-—IRHNEST iz, H EGFR MKRAERAEAE .

T2RCRIEEK 71 QST I, JCrPHRAEE B . FLARAE. 50 RRAE .
iR, IREUE. KIHUE.

T3AFIEK 68-72 {L— T T, HAPFrds &R AX.
TARFIER 1-51 {£—T0H EGFR & & £ IkAIE#Y.

75 BURIEK 54-60 4F -TREILH-S HELY.

76 B FIZ K 1-51 4T— T W EGFR 4& ZKAF S WiZY).
77 FIER 54-60 E—TA & AELKEY.

78 BFIEK 1-51 4£— ) EGFR 44 £ KB BFIE K 54-60 £ — TR
HEEHEATERACHBERN2H A PEHNA.

79 8RB R 1-51 4F T K) EGFR 45 & £ Ik SURI Bk 54-60 £F— T (1)
HEEHERATRITEENAYPMNA.
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EZiIN

ARPY KGR BEKRTZAEEGFRMI B Ik, % MR,
BEY. BB 2FBARMSHEH BEH TN
:'I%b

il

FEREAEKAFZEFRES (EGFR-F ik, WFAELBZARE) |
SZHABREEE SN B, AR, Sin. OVE. SKASA &AM i
AR . PR F K LLIRAB N Z A6 5w A TG Fi6 97 Z R ER R B 4
HiR, ZXEANBXMBY. ZFRENNBREZAER, REEKAFZ
{AEGFR (ErbB1/HER1). HER2 (ErbB2/neu). HER3 (ErbB3)#1HER4 (ErbB4)
(Gullick WJ. Endocr Rel Canc 2001; 8:75-82; Witton CJ. et al J Pathol 2003;
200:290-297). FANZARAEMMIMECAELE B 5138, PEIRS KB40 i P
B R BRI 45 M3k (BR THER3, HEbThab MR E RIS HI8D (Citri A,
et al. Exp Cell Res 2003; 284 (1) : 54-65; Harari D and Yarden Y. Oncogene
2002; 19:6102-6114). 77 7& — A JL F % 5 ECD-EGFRvIII ) EGFR & 44 ,
Wikstrand CJ et al Cancer Res. 55: 3140-3148, 1995; Huang HS et al J Biol.
Chem. 272: 2927-2935, 1997; Kuan CT, et al Endocr. Relat. Cancer 8:83-96,
2001,

LA SEGFRFIEN Z A EE, ZTUHBRBER—RE, HES5H—
ARG S (AR BESHKEANT —I2h%EE& (FR]N
(Olayioye MA, et al. Embo J. 2000; 19:3159-67; Yarden Y, Sliwkowski MX.
Cell Biol 2001; 2:127-37). A R4S ABREREBESME, S5
Wa5E . TR TS, A ERE b 4 BEE FE (Yarden Y, Sliwkowski MX. Cell Biol
2001; 2:127-37; Wells A. Int J Biochem Cell Biol 1999; 31:637-643; Vermeer
PD et al. Nature 2003; 422:322-6). EGFRATHER2Z FKIE4NZ AP RIS
B %44 3% B A VF 22 B4 e i3 R iE . (Nordberg E et al. Eur J Nucl Med Mol
Imaging. 2005 Jul; 32 (7): 771-7 ). X&E4F FZAMERREEF STE 4 RAH
XK. (Hendriks BS et al. J Biol Chem 2003; 278:23343-23351; Arteaga CL.

10
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Oncologist 2002; 7 Suppl 4:31-9; Earp HS et al. Breast Cancer Res Treat 1995;
35:115-32; Wester K, et al. Acta Oncol 2002; 41:282-8. Lorenzo GD et al. Clin
Prostate Cancer 2003; 2(1):50-7)

JUANECAES EGFR ZAFIKM ARG & . WA M B R RAB KK HE
~—5Z 42 HER2. (Citri A, et al. Exp Cell Res 2003; 284 (1):54-65; Yarden Y,
Sliwkowski MX. Cell Biol 2001; 2:127-37; Lenferink AEG, et al. EMBO J 1998;
17:3385-3397). 54 AN 45 #I8 45 & 4K trastuzumab (Herceptin)  AJ 4
JAF % HER2 %4k, 3 EEILIEN HER2 KiAME . trastuzumab
g AR REBTAEKIBERAGESES, BOWTHRUT RRRERR
AT HE R T-AE /7. Bookman MA et al. J Clin Oncol 2003; 21:283-290;
Pegram MD et al. Cancer Treat Res 2000; 103:747-75; McKeage K, Perry CM.
Drugs 2002; 62:209-43). £ W02005/003156 37~ affibody 7. 7] Hi
T 4L HER2.

1% A HL4E B I cetuximab (Erbitux, ImClone/ Bristol Myers Squibb)
(Baselga J. Eur J Cancer 37: Suppl 4, S16-22, 2001, ABX-EGF Ranson M, Curr
Opin Mol Ther 5: 541-546, 2003 5% mab425/EMD55900(Merck)aiHi4% A B
(Boskovitz A et al: Expert Opin Biol Ther 4: 1453-1471, 2004), &1 FHBiAC ik
A RSN RSy AT LA EGFR Thée. ZE—BARFTERAT, A
KO TEREBREBMHNNESSZHERRA 2R Iressa (Gefitinid,
AstraZeneca) (Sundberg AL et al: Eur J Nucl Med Mol Imaging 30: 1348-1356,
2003; Herbst RS et al: Nat Rev Cancer 4: 956-965, 2004)8X, Tarceva (Erlotinib,
0SI-774) (Krozely P. Clin J Oncol Nurs 8: 163-168, 2004) 5 A ¥ 32 A T E .
FEFAERS, HRREMAEKRBMESES, FEmHbE Mg
(Rich JN, Bigner DD: Nat Rev Drug Discov 3: 430-446, 2004). {82, {1/
M RMEE, B, BFE—/MFSEREL EGFR FRAFEER, Eib
S Iressa & AKE., XFF cetuximab, HANSRZTIEMVET R IBAEAST
B A VRIT P1E . IXEYRIT 85 & 2 T 0T BT 1A AT R BEPE 41 B (Carlsson J, et
al: Radiotherapy and Oncology, 66(2), 107-117, 2003), —/NH 8 L | Bk
MR Gefitinib AJERS AR (BUR1C 8D EGF RJBRWAIVE T BR
(Sundberg AL et al: Eur J Nucl Med Mol Imaging 30: 1348-1356, 2003). Ai2
Wi ORBD FisT B XS AR R, ZIkH EGFR LR FRIAREA

11
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KRB RN £9% EGF RAFRME T 4 NBXGBINER, W
SEHI X T HER-2 FTiA(Wikman M et al. Protein Engineering, Design &
Selection (PEDS), 17(5), 455-462, 2004; Steffen AC et al. Cancer Biotherapy
and Radiopharmaceuticals, 20, 239-248, 2005; Steffen AC et al. Eur J Nuclear
Medicine, In press, 2005). X2kt B EEPFEER, BERB B,
ST RIT R4 NN . 40 WO02005/0003156 FiiBn, Z &4k, Rk
“Affibody®% F7 9 FE (6-15kDa) PIE)F=4), BILZEMBH LR ik

(150kDa) BHE B FEN, RS EHMEREFRIESTE
YD 51 Iressa F Tarceva (=~ 1kDa) BT BIFHIAEEARRE. FLE, 72 314k
BB B VO ENE T N SR S A )RR, B v SO N R
8 B E A RR ] B T (LB WO 2005/097202A).

B 72 LM BER 40 fRSE(HNSCC)H EGFR 1@ ik (Rikimaru, K et al.
Head Neck, 1992. 14(1): p. 8-13; Santini, J et al, Head Neck, 1991. 13(2): p.
132-9. Ekberg T et al. Int ] Oncology, 26(5), 1177-1185, 2005). 7E—%& HNSCC
FIWF R+ 23878 HER2 /K FHE n(Craven, J. M et al. Anticancer Res, 1992.
12(6B): p. 2273-6), 7L DEHERAMEE (SCCH F AF AR5 M E
(Werkmeister, et al. Oral Oncol, 2000. 36(1): p. 100-5; Werkmeister, R. Am J
Surg, 1996. 172(6): p. 681-3; Xia, W et al. Clin Cancer Res, 1997. 3(1): p. 3-9;
Xia, W et al. Clin Cancer Res, 1999. 5(12): p. 4164-74). HER3 & 7~7E HNSCC
MPWAPERIEFSIER B} EAHI (Xia, W et al. Clin Cancer Res, 1999.
5(12): p. 4164-74; Shintani, S et al. Cancer Lett, 1995. 95(1-2): p. 79-83)3F H 3
7F 3 Ah 25 7Y 7Y 3 4 b 98 P i 3% 34 (Gullick, W.J. Cancer Surv, 1996. 27:
p.339-49). —¥: A JLIREM A R A HERS ¥ FY)(Plowman, G. D et al. Proc
Natl Acad Sci U S A, 1993. 90(5): p.1746-50) {B& HER4 7ERAE FI1EHA
HLE # (Srinivasan, R. et al. Cancer Res, 2000. 60(6): p.1483-7). W 5T U245k
HIFERIERIFEFFEN, RACEHRAEREEA R e 5EHRIMEX
(Xia, W et al. Clin Cancer Res, 1999. 5(12): p.4164-74; Bei, R. et al. J Pathol,
2001. 195(3): p.343-8; Krahn, G. et al. Eur J Cancer, 2001. 37(2): p. 251-9).
EGFR # HER2 WS A B B ESE G . &k, HER3 1 HER4
G0, A M T 5 (Plowman, G. D et al. Proc Natl Acad Sci U S A, 1993. 90(5):
p. 1746-50; Srinivasan, R. et al. Cancer Res, 2000. 60(6): p.1483-7). TmH, &

12
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ZIRETEMEAERETR, EGFR M HER2 Rk FRIE. Fik, f0F EGFR
A HER2 &3 K 7T Ik H4E A U FNTa T B BV FE#EAL, X1 HER3
A0 HER4 A GE N RIXFF

EGFR- & H JiR K36 10 6 7K -t 76 5% DG 8 =P 8 A I 5F g Rk 8 K i
B B P8 4 2% (Harney, J. V. et al, J Urol, 146, 227-31. (1991); Messing,
E. M. Cancer Res, 50, 2530-7. (1990); Neal, D. E. et al, Cancer, 65, 1619-25.
(1990); Sauter, G. et al. Int J Cancer, 57, 508-14. (1994); Gardmark T, et al.
British Journal of Urology (BJU), 95, 982-986, 2005).

AR E AT LRNRRPRPERGINE, EHRENEAZ N
FJB S A B R (GBM) Y, ZE BT 20 A B0 e vh 2 20 o TR il B EGFR
it & 1X (Boskovitz A, et al. Expert Opin Biol Ther 4: 1453-1471, 2004;
Shinojima N, et al. Cancer Res 63: 6962-6970, 2003; Ekstrand AJ, et al. Cancer
Res 51: 2164-2172, 1991; Rainov NG et al. Journal of Neuro-Oncology 35
13-28 (1997), Carlsson J et al. J Neurooncol. 2005 Sep 8; [Epub ahead of
print] ). HRER B TERY BA/EIEMAOERHEE, JtHEREF M
AT 10° 54k (Rich JN, Bigner DD: Nat Rev Drug Discov 3: 430-446,
2004; Bigner SH et al. J Neuropathol Exp Neurol 47, 191-205 (1998); Carpenter
G. Ann Rev Biochem 56, 881-914 (1987); Collins VP. Cancer Biology 4, 27-32
(1993); Libermann TA et al. Nature 313, 144-147, (1985); Kleihues P, Ohgaki H.
Neuro-oncol 1, 44-51, (1999); Kleihues P, Ohgaki H. Toxicol Pathol 28,
164-170, (2000); Boskovitz A et al. Expert Opin Biol Ther 4, 1453-1471,
(2004)). EGFR d3RiX 538 & B pE £ K E R L L R RN FER X
(Rich JN, Bigner DD: Nat Rev Drug Discov 3, 430-446, (2004); Carlsson J et al.
J Neurooncol . 2005 Sep 8; [Epub ahead of print]; Schlegel J et al. Int J Cancer
56, 72-77, (1994); Wikstrand CJ, Bigner DD. J Natl Cancer Inst 90, 799-801,
(1998); Shinojima N et al. Cancer Res 63, 6962-6970, (2003))3F B 245 H 7E i
Jo 40 ¥R )15 2% EGFR 13 R 1A & B 2. (Okada Y, et al. Cancer Res 63, 413-416,)
(2003)). EFGR % R 45 & % Bl 7 s i T 1P 2R B VR 7T IR 9T
H, #ln, #dRHKEES FHEAREER.

b B SRUE B FoAth JL A B R, B AnAE R R B R B AR, 5
EGFR F#&i&4H5%(Salomon, D. S. et al. Crit. Rev. Oncol. Hematol., 19(3):

13
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183-232, (1995)). EGFR SZ 44 43 fa ZEAS R IE & AH £R P I B ) 2 72 i
(13 40 B 0 Rk b R A 28 28 AR 2475 B 7K “F(Gusterson, B. et al. Cell Biol Int
Rep, 8, 649-58. (1984); Damjanov, 1. et al. Lab Invest, 55, 588-92. (1986)). iX 7E
MBI AR E L A R, AR R IERGE e T, BRE, ST
BI45E EGFR ARSI SRS AR S 2 Wi 0 g B2 Ay BE AN 2 1R
BEE. AT, EEERMHANIELEED T RIR EGFR-48 Z kKN .

AR E R ZRMEF Y EGFR-G &5, KM T oM. ek
AR, AT ETRITNA. 74, X EGFR-4& £ KT 4 M
(staging) FIHEIAVFY B 8 TR ZARIE T SME 1677 .

B THRcI 2 TRAG RN A B2 4b, NA S BIETE 254 R R AR %
PR, HH IR A Tl 2 R AR BRI RS fE O IR PR & B8
EEEITER. 4 FRGREAT T REKEFZENABP BRI,
T PUE SR .

KB R

WIE—AN 5, ARPEREREAEKEFZE (EGFR) G&5%hk, K
BERFEKEFZELEEESF EBM, 257 ik BT R EZERTFIIE

1) EX5X3X4AXX7EIX 0 X1;LPNLNX7X18QX 50 X1 AFIX55SLX 25D,

L AR g ST

X, %EH M. F. V. L. 1/1S;

X;3%EB W. D. EfIL;

X, i%&B 1. V. G. S« M. L. A. T. N. DF1 W;

X¢XEH W. V. L. I. MA1S;

X;3% 8 D. E. NAIK;

X B R. G. HFK;

X #%EHE Dy N, E. YHIS;

X758 G. WHIA;

X;siEB W. GHA;

X0iE B M. L. F. AFIE;

X% H T D. N. AfQ;

Xosi®H A S« N. GHIL; PR

14
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Xos EBH L. W. V. FHIA;
PAR
i) —MEERTFH, H5 )P NF3ELBE 85%M M,
EGFR-Z& &% k5 EGFR &4, FtHEAERAK Ko EEZ 2 10uM.
AR B EGFR-G& Z K —KMX)F5M EiRE XRETHEILNAR
IEFE LR HE 5 EGFR MM E AR AR AT EF I RKE RS LI E
IRZEAR RIS 40 . T4 E) EGFR-45 &35 B“EBM A I T 35483 42
FIREEE A X, ZX AR 3- e RE QA WEAR 2 4 o BRiE. E3E
RZZEH, 2 4 EBM BEEMAMEERZEA RS IERER Fo #4048
R4 aRE. EARAT, FGE5RMZREHREILZILL KRS KA
RiE B LS EGFR AHEERIBE VBN T Fe MHE 1E I dg
IEWMAGRB AN RN RBIN, 4517 2 K ThEEB tn A< & B £ K 1Y
EGFR-Z & RE KT 2 IR = 4544 . R AT B8 2 R R R R FI A/ i
BARSEWELTIEE. Fit, ZXAEE H)FPEMHR EBM &K, DZEF4H
RS BT DITEXH—RKFIRE D 85% MR . #ltn, BTHENRE
MR EE GBI — R IR I (K. TR, RS BTk
¥ Ak B E—ANE AN — N RERRE.
AARKBAZ R —NERATED, X & M.
ERRAZK—DNERTES, X532 W
HEARRPZRH—PNEH T RSP, X EBIL V. GHIS,
HEARBALZ IR —NLHARESY, XdEB VI W,
EARRHZK—PDEHTEP, X 0iEB R G.
EARARBAZIRPH—NELHEFESD, X, %8 D. NME.
HEARBEZIRB—NERHTRY, X EB W HG.
HEARPZRH—NLHATRP, X8 W 1 G, HEFFATRER

EARRBPZHP— N LT RD, X Mo
HEARPZIR— N LT RP, X8 T D, FHHEFANTEE T,
HEARBPZ KB —NERITREP, XpsiEB A SHIN.
TEARBPERP—NEHEFTREP, XplEB LA W,
EARBAEZIRE—NERETRF, X WXy 2T,

15
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AEARAZIRE—DNERTRP, Xig& W Xy 2 Mo

TEARRKAZ KR — N ERF R E X P, DNEERTHZE DL
6 N ZOWR T BOWR SANBHE 9 MW T 9K XLBM X,
T W; Xe 2 W; X0 2 Ry X172 Gy X 2 W; Xoo 2 M; X0y 2 T; Xos & Lo

A 9 N &KAEHENERT, HNTFHIZ

EMWX,AWX-EIR X;;LPNLNGWQM TAFIX,sSLLD.

FEARKAZ KR 7 — M REE X T, DNEERTFEDHL 3
M EDHER ANEIE S AT SADAKE: X2 G; Xis 72 W; Xy 22 M; Xy,
& T, Xos 2 Ao

TR 5 D &HEHRRERD, DRFIIE

EX,X3X4AXX7EIX o X1, LPNLNGWQM TAFIASLX 55D

TER—ANEED, DEFIR EXoXsXsAXeX/EIG X LPNLNWGQXj,
X1 AFIX,sSLWD, 141 EX,X3IAVX;EIG ELPNLNWGQX,, DAFINSLWD,

WbE G RISEI B0 FTiid, %# EGFR-&£&ZAHEL%XE T KEZD
EGFR-4&%)7 (EBM) J75]. ZEAKRFIX 7R K EGFR-G6 £ ME X+,
XEETTHIH B EBM 531 DO &AL . &1 EGFR-G5& 571727
B 1 F87R3FAFREA SEQID NO: 1-163. fEA KX T HFISEHET £,
EBM J7%)) )l 33b3%E B SEQ ID NO:33. SEQ ID NO:48. SEQ ID NO:57.
SEQ ID NO:87. SEQ ID NO:88 #1 SEQ ID NO:147.

FEA R BAMSEHE T B+, EBM 1] JEAY 3-8 I 3R | B RS — 34 .
a0, EBM A HA B B R IR 3R R R R B R S N W B B
3 (interconnecting loop) 72 4~ a 2

AR BT R, XK 3-BIERE QRS WEE BN E
ZARERRNSEE. XMERERNIEREIESFZ 5 MERSEEH
ZIRWE (Staphylococcus aureus) W B A B 3-RIRG B ETEY).
BRlitk, A& BI) EGFR-4& Z KAl B &k B L FHEERF:

ADNNFNK-[EBM]-DPSQSANLLSEAKKILNESQAPK (EBM 7 &i%iEk
HEBHR A NEHE A W);

ADNKFNK-[EBM]-DPSQSANLLAEAKKLNDAQAPK (EBM 7E 78 &5k
HEBR A WEHWE B P);

ADNKFNK-[EBM]-DPSVSKEILAEAKKLNDAQAPK (EBM 7E%iZi5k

16
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HEREMR A P4 C H);
" ADAQQNNFNK-[EBM]-DPSQSTNVLGEAKKLNESQAPK (EBM 7Ei
EHERE R A A B4 D D,

AQHDE-[EBM]-DPSQSANVLGEAQKLNDSQAPK (EBM 7E7]ZEK B
WE A MEHWELE A, M

VDNKFNK-[EBM]-DPSQSANLLAEAKKLNDAQAPK (EBM 7E % % Bk
BMEAM A WNERRB MNEQR Z £ );

HPEBMZ MW L E X EGFR-G& 7.

ARBH—HFHEHET EGFR-G&ZMK, HBESWMEREERTFY
SEQ ID NO:327: VDNKFNK EQQNAFYEILH LPNLNE EQRNAFIQSLKD
DPSQ SANLLAEAKKLNDA QAPK MR ZERRIFF, Pridfir4 =& F71
Wit 7E A EFEFIRT 9 2] 11, 13 31 14, 17 3 18, 24 3) 25, 27 3 28, 32 Z|
35 S HHME— BT AL B B S iX S BAR N B AL B MR R EAATATA, 5
BEREHEERFIINZIKLR, FrdBRISR LS EGFR K& S,
¥ HHF EGFR-4&% k5 EGFR-Z4, HUHEERN Ko EEZE
10uM,

B—hH, AKBPRMET EGFR-EE&ZHK, HEAERFIESHLE
B F—A 2 XBFEF: i) B SEQ ID NO: 164-326, K ivyHEREIEH
SEQ ID NO: 164-326 H—/NFH AT 85%EkH & HIAH R K= E R T 5.
HEARRBXAN ML TRY, EGFR-ZG&LKEFNHAIEE%E B SEQ
ID NO:196. SEQ ID NO:211. SEQ ID NO:220~ SEQ ID NO:250. SEQ ID NO:
251. SEQIDNO:310 HF5IF 5 HAE 85% & M AE R T3,

A% BAAEAT J5 H ) EGFR-45& £ k] 454 EGFR, BABUHEBEAERAR Kp
BELZR 1x10°M, BIELRE 1x10" M,

YR N BEARR L RN EERFF 2 RIAEREEER, fEaHT
5ARERNFY) 85%HAMM TR, E—LLT RS, XRKPHZIK
i B SRR RIFTRE D 86%. £ 87%. F/D 88%. FE /b 89%.
Z/090%. B0 91%. £ 92%. £/ 93%. £ 94%. £ 95%. 2D
96%. ZE/b 97%. FE /> 98%ELZE /> 99%AHFIFF . AR N T8 LR
BERFHED (window), ZGEITHNTFZD— N LB FF WA EGFR-
ZEEFHED, "5ERER.

17
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ZRAEMM A RHS EGFR BiFhE 4. #ZH, ZRKATEIAEER
WMOF R BT Eqh, EMEARP el BREEGFNEENE, R
EIES T8 EGFR-4&WM CEF L YIIRED MATEE GRYE
TR R B B KR

ARWL I KSE L] KAH 53-58 NMEEEE. BE, KEWUEKK
B, plw, SRR RITE N R % > 4 MEER .

REBDL B RFEHRANN. £KES ERKREMHERMAEN 53 ME
EMARBELZIG, BRI N KigiEf SR EMEIRAMLN, BHE2
FEFRARR TR L P MR ERZREREGHRENAAER, WAKY
ZIRPRERM B S RBMFLZ IR PIIRLREFHT N B, HEBSIH
LRk LA 6 BEBBIEEM, WA N Kt H MBS IS ERE 7
N FREME IS 1| ML RRER.

Hilt, EAREY. BE. eWARENHEY, ARPEZ KA HE
HIMPIEBIR D TEY RN S — A EF k. B, AKBK EGFR-4
& ZRKET R T 1497 EGFR #A55FEAEUN _Eif EGFR I R1X SFH AL, 5
YN AT RS AANR, PlnMERFE. A2 KMHK EGFR-4& % ikt a] H
FRES4LHMBEKTN EGFR MMEIARES/S, HTEELY, 4
P9 ISP YE R % EGFR 4t 7 R id%&iE EGFR A MNERY R, H
FH U EGFR A ITE, BT AEMEMNA. BT HTRKRS
TREDFERE RS, W] TF 4R B 69T 4 R T A2 1
PRETBUE ) F U B B S O ER FF A o 2 F B 3R 4E T AAE KB+ 4F
%40 HER2 5% EGFR HMIZi¥ i I BE B8, Wal LU EPUMBER . &
A TRAF) 5 EGFR EM AR AES, ARBXHZHKEBEGRE. B
I, FEXFFEF, ZRTHAERNRR, HRERESERA, B2
AN SER, WA BERT AYEUE ERE R EAR G T AR TFBL
%F EGFR EEFRAT HE (B, 80+, 5F) BUEEEGBITER (B
wn, FEEERE, RBERIETT).

UARRERFATRIME AR P EZ K5, flantgslik, £EAR
fem) b, fEAEMERRERT, %L, ERXARMNP, EHLY N LS
%,

AAUBBAR N 5ok B AR AT DA A BA 22 BRIEAT AN [R] B A0/ B

18
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DMESBYZIGE T M AR BB RN A DT EFARRT T iX
LAEMRAIAR I, HATAEREER— RSP NS WEER, 54K KH
Z I FE R A BB AR F/EIR T 259 .

thh, AR\BAERE EGFR-G& AT BEB M A i EGFR-4 4
Z Ik 7 Bt . Braisted AC et al £ Proc Natl Acad Sci USA 93:5688-5692 (1996)
PR T A RARENG SR B AR SPA 4t A BLR ] &t
EZNEHANEET, FHETSWNRIIRWEERRTTZE 59 MMk
) 3-WERE RS G5 M R M BT B 1Y 33 NIRRT 2-IBBEAT A . 1X
B Z L EFEAR XS AR R LI, HSBIREMNSE SR
BERENR. FAFEHE, FTHARBRIZIK, AEBEARNRKEERE &
/NF)PEGFR-4 &% Bk, H AR 5“FEGFR-4 & LIRS 5151
i, dAlAakBEZRNABRSRERARBRIGEAN.

722 Ut B 5 43 A K 7B “EGFR-45 & F1“EGFR 45 A& 3= 17 #5461 tn
7E Biacore {X 2§ i {8 B 3R 155 B F AL IR BRAG I A0 25 R4S 4 . Bltnan &
LA, 7E EGFR-Z&FMA ALK TN, FridsER+ EGFR &
EGFR Bl an Ho 40 R 41 G5 #3si gt B e AU S e A O i B, B /R
RO Pt . B, ARl £ Ik 1 e e A AR AR S R L
F# H&% EGFR 85 EGFR Bl an H 40 fa s S5 i3 R m &l Frik it o
X s b, EGFR AJURBEEERFS SEQ ID NO:328 HIZ ik, JFHH
RS SR ET R B ERERTY) SEQ ID NO: 329 I k. K5, A4
BEARN R RIS XN LR E R U EZ D —1 2 k5 EGFR
REEFRMOPEHENETZ. MRFEEHNESTZE, flnFHREMEL
YER KpfE, WAl RARESEE FIRTE. Hlan@d Biacore 2000 1Y
#%(Biacore AB)TJ & X 454 1H. EGFR #%[E E U2 RREE A L, &l
SR 6 2 BRRE il R YA & CARBAUBUF i3St R, BlanfER
1Y #%) B (Biacore AB)#& 4t BlAevaluation 4.1 #4417 1:1 Langmuir &4
BRI G R Kp fE-

EFARERRNRNME, XEBASERDIRNERSEH. Fin,
ZIKH CaxH#REBAITE 5MXN Z°BE R &AL LR, BIAF
FERER P AR — R g, B, BRERANEAGHRNZIREBRES
Z“EF A R GE MR ARALE) CD J6itk o AU E AR A A B IRBAER M HAS .
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RIF AR G R B SR X T LT BRI E R T I AL B =4 T IR%. 41
, PUEHEURAL T 2 IRR T R R, (2R HEHRTE 2 Bk 3- 1 He R 4% 0
W RN R FFIEE U T RS TR AEEENEHT
KRPBZ KA B

KRPBRE TXFEMEZK, Hdw LA R) EGFR-&&ZKEIM
TEE— RIS T HIMNEZE LR IE ) EGFR-45 A G XULms & 2R
WL NG & EGFR H RN, BEURHATHEAER, Bl Rk
SR AF. itk TRt BERERNKN—EE) . MBI ERIERE
EAEEMAHTHEEEKE N —RE MR ERKRE. XHEK—D L6
A TE 2 IR EE R AT ELE 3 S T B4 B BNFE N Bk C K b in e L R R %
XS IR NI T 2R S “Axic”, m5HERE TR
IR PR B AE R I Hisg AR 0 B0E "myc"bric 8L "flag"#x i

AR T IXHR EGFR-G& £k, Hw -pridl) EGFR-G &
KB AW TR EGFR-G&8 45/, HPHsrikeiE 8 mecH i 68
B 5 H N-BL C-RimfEBREA T FRE (FHCMAETLZETER) 5EM
HibAE FREaEess Bk,

DL B BB SRR IR n] IRt — S AN BB EAI B E )
eI ZIkEHik, Fln5 84 EGFR-4& WSR-S SR, &R~
P2 IhEE, ENEBThAEE, BHIIEE (FlAeZER), BURNESEZ T,
HEAE.

ARPBZ KA UZEFRZRBUER . Z2RPOZSEBEEARGHE,
HAENT B SBNE ST MENZREEXBRE RN =K
EX. ZHRNZRARATOEELHEMNARASIK. AL, X&EL
KEZRANTERE . XEEHBEREEHRMNEERFY], BREK
FEEMNTURBARPEERTI . FH AV EE T 08
BREED K, REZHKMNEAREREDPREN—NBEANREE B, 5K
BRI 3 3 i R B 3k UMRART HoAth 77 i 8 .

L, HPAKAK EGFR-4 & £ IKRME — 1S EEi#l o 3 B
“AEHEAME S EF LS EGFR CLANMAB I EERIRE 2 IRt TR HE A
KATVEE A . XHEEZIRNE AR EEXT EGFR Z MY
FH—ANESFERARN NG EE M. XPEE SR 7 — M

20
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PN Z IKEEY (binder). HlW, ZIREGEWATLAR Z &k, XARe~4
ZRRHRAR, Rl TF—2RXRNNBAMES. BB, 2. 28
MBUR . BE, BHE W EE ] # 71X 245 7 RS 2 I H & .

TEARRKPE 7 —ANERTTRD, AR TS AHIHR
R EBEANTEREGTEEFMNIMNELR (BHRE TEABRA™
ANEHRAFRMILMEE IR A B . B, Ak EGFR-44 £ Ka#
EZEIEHRFRLR G WEERSASWE LS A M A mEERB A
SRR E A Y2 K L UAS R A TV897 A ) EGFR-855 £ IR HIE 3/

AR ER) EGFR-456 £ Ik a] DAL Ah @& 22 BRI FE 3t . 4540, EGFR-
g 2 IREHE B g BB R AR — AN ER NN, BT R
SeBRE S, HEWNH M. —NEFARE—1BE N EGFR-44&
Z I e E R R N4 R B BEEN 2 2 B E. nT#
BEXE] EGFR-45A £ kLA B 58 B i FRE B 61 2 AU R A
RGN, SEEED B-EILFEEEE. BB, BR ISR, &
KB, AKBEAEZIKPE AN SO HEERFATER LI, Hi
MEEIOLEAQR, aBRNEAMR, RARMEMEERE,

AR RS 2 KIS AN ERFERER THIT N
— P BEE AN RTINS, B HARTTE, iy FRar gt
MEFE M AR B A K AR EGFR-GS &%k L. flw, EfbnFunA T
“ADEPT” (HitA T MBE-RIBZWITE) NMAWE, HARARHNEZKS
MANES (FInFRAKES) 8¢ RNase B{ DNase BliS; FHEMN A MEAMEAL R
RRFASWECR; MEAF, W IL-2. IL-12. TNFa. IP-10; {#E1L
BlF, WALZRETF. von Willebrand HF; HFE, WEKEED A, RER
B4 . calcheamicin. maytansinoid, FZE/N4F, W auristatin Z5A4).
TR,

PLE#RPBSMIZER (FHNESAERE. FRER THTHB
BURME RN ERZESH T EGFR-G& Z KLU ARG NI ER T2
(Bi4m ®Ga, ™Br, "In, PTe,'®T ) BT (I 90y 131y 2 g4 17Ty

ARABEEZIK, HPwm LAl EGFR-&&Z KB REIFcER
Blan 2 /b—AN 6. AR BB 1 RAL R0 an BT A 2 ik B /.

KT R IE & 2 RFMBALR K EGFR-ZEZRNELT, F

21
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BEEHREE . BN ML — T2 AKX A EGFR-45
5y, H—AHMEXHEMEAMINEERT S . XEHFEARTEHEERN
% K 2 BRSE AN TR G5 M 8 SE BRIl . [RIE, Blan, S5 —ANE8ar Al B
A EREE A N Kig, JME, 3 C Kin.

ARIE W1 F B ST 7 AT AR ZE SR 35, A<k B L Ab R 1% U5 T AN 52
T R BTG

BT A R AR R B X E LRI ALRLSE,

AR PARISE T R

1. — EGFR-&& Z Kk, &ML B T EER T HNEERFS:
VDNKFNK  EQQNAFYEILH LPNLNE EQRNAFIQSLKD DPSQ
SANLLAEAKKLNDA QAPK, FrdfiTA: s L2 7w EFam 9
F 11, 13 3 14, 17 3] 18. 24 3 25. 27 | 28, 32 1 35 i WfE—BF
fr B BuX LA B AN A BB S RERRAMTE, 58EREHEER
FHIRL IR, B R T £8Kk5 EGFR &&, HY EGFR-4&
Z K5 EGFR &4, BEAHE/EARN Ko HE % £ 10uM.

2L R 1 ) EGFR-Z& 2k, 58 9 Al AR EREU L HKHER
g,

3. R 1 8k 2 {1 EGFR-& Bk, 5 9 i B ERBRE IR
HERER.

4.5CHEFFE 133 —TH EGFR-454& % ik, 58 9 A R E R EUR
BA RN R #H.

5L R 1 3 4 F—I01 EGFR-G &2 0k, 58 9 A7 KR FE IR
BHFHEKE R EH.

6. LR 152 80 4 5L 54— EGFR-G & Z Ik, 8 9 L&
ERBARRMEEER.

750 R 1 B) 5 E—TUH EGFR-& & £ K, 9 5 9 i EFE BRI
AT BT .

8.5LME R 1 B 7 & — Tl EGFR-G A& 2 MK, 28 9 7 R R
W E AR

0.LHEHE 1 B 8 {F—IH) EGFR-E & Z MK, P2 9 MR ZERER
®EEHW. M. T. F. H. S. L. ARV,

22
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10.557 77 % 3 ) EGFR-4 & £k, H A% 9 i I EMELE M. F.
L & V.

11 AR AR SE 77 2119 EGFR-& & 2 Bk, HP 28 10 M EERER R
HKHRER.

12 AR RTRSE 77 R IY EGFR-4 A 2 BK, P 10 MR ERIULRZ
FKHRER.

13557 % 1 3] 11 {T— TR EGFR-&& £k, HAE 10 fHEER
AR .

14 AR RTIR L 7 R EGFR-Z A 2 ik, KA 5 10 AR ZERIR A
M EER .

155055 1 3 13 4F—I)) EGFR-4 20k, HP%E 10 MHEER
BAC R AR R AR .

16 AT RTIR SHE 77 R ) EGFR-45 4 2 ik, HA 2 10 LR R BRI 2
BRHEER.

17 AR IR SEHE 7 R EGFR-G54 2 1k, HA 28 10 AL E EEREUR 2
#HES. L. G. Y. A\ E. WHIQ.

18. 5L 7% 17 1) EGFR-E& &£ K, HAP 5 10 MR ERIARZ L.
Y. EZ Q.

194 BUIASEE 5 ) EGFR-& & £k, s 11 M ERRA L
BRK AR o

20.5E AR 1 B 18— EGFR-E & Z Rk, HPHE 11 MNEER
EAREPHER.

21555 % 1 3] 19— EGFR-&-& %k, HPE 11 N EER
AR R B K Y .

22 AT RYIASE 7 R B EGFR-S5& 2k, H A5 11 U FEEREA 2
R RER.

23.5E 7% 22 B EGFR-Z& 2K, H9 % 11 MHERERRRESR
Wik R ZH.

24 ARTRY IR SEHE T R B EGFR-45 & 2Kk, X238 11 MR ERIAR
A IEH#Bfr R ZEH .

25 AL RTIR SE T R EY EGFR-&5& £k, K% 11 M MEERIA L

23
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Bt B ER

26. 5L S 1 3 21— EGFR-Z5 & 2/, HP5E 11 M EER
AR EER.

275 R 1 ) 23 {T— I EGFR-Z& £k, H¥HE 11 LN EER
P i R iRt

28 AXAAI AT IR S a7 1 EGFR-S5 & 2 ik, H P25 11 A7 R B EUE
HA. I. K. PAIN.

29557 & 28 ) EGFR-& & ik, HHPE 11 HEERERE A 1
Y, K.

30 AL AR L HE T I EGFR-Z & 2 ik, 2 13 U MEZERIAL
BK R

31 AT RIR L HE 7 F 1 EGFR-E & % ik, 95 13 A ME BRI E
e

2 AT AR L e /7 W EGFR-E & 2 Ik, Hp 38 13 MMEERRAR
HREMIR R ZH.

335 TR 1 B 30 {F—TNH) EGFR-Z5& Lk, HPHE 13 MR ER
A BRI

34 AL RTIRSE /7 R EGFR-4 & Z K, 93 13 MR ERINARE
ANH ERAT Y o

35ALAIBIRSEHE T ) EGFR-4& £ Ik, HPHE 13 AMEERAR
B EKRRZEH.

36 ALAAT R IA L 7 £ 1Y EGFR-4& Z K, P28 13 R E ERR UL
HA.S. V.M. I. Y. WHRIT,

375575 % 8 B EGFR-45 5 2 ik, HH 3 13 A ERILE M. 1.
Y B V.

38 ALAT AT SL 77 R EGFR-45 & 2 0K, P2 14 S E BB 2% K
e

39.5CME 5% 1 B 37 f£— TR EGFR-G& LAk, HPHE 14 IHEER
HAREZP R

40 AL RTIASE 7 B EGFR-G & 2 Bk, A5 14 MMEEREURZ
WAERT

24
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41.5C 7 & 40 1Y) EGFR-4 & 2k, HAP S 14 L PEERBARA T
FALA /) 6

42 AR BT SE i 77 B Y EGFR-4 4 % ik, 55 14 R AR
R

43. 5L 1 B 41 £ —T0H EGFR-E &2k, HPHE 14 M HEHER
AR

44 EWEHT R 1 B 39— EGFR- G & Sk, HPHE 14 MpEER
AR IR MR

45.5CHETTE 44 [ EGFR-E & 2k, HP 5% 14 R ERBARE M
Wil R B

46 (LA R S 5 ) EGFR-4 & 2 0K, X5 14 AR ER BV E
A B R EH.

47 AT R B SEHE 7 R ) EGFR-45 A& 28K, Hrp 28 14 LM E Ak
BHS. E. R, T. W. V. N. THIA,

48.5CHE T R 47 W EGFR-G A Z /K, HPHE 14 L EERIUE S B

49 AT R iR SE e 5 R ) EGFR-G A £ 0K, HP 2 17 R EREA L
PR

50. M E 1 B 48 {F— T EGFR-Z& &2k, HPH 17 MHEER
HUAR R SRR .

515K 7% 1 3 48 /2 — T EGFR-E & %Ik, HAHE 17 M MERR
AR BKHER -

S2 AR AT IR SE a7 R EGFR-85& 2 Ik, Hp 58 17 i EER AR
PRI

53.5CHi 5 52 I EGFR-&& &Rk, HA 5 17 M HEERRARDT
FE1AT ) o

54 ST R 1 B 52 4T EGFR-Z &£k, HPH 17 MWEER
77 1E AT .

555/ 5% 1 B 51 £—TR) EGFR- & & &k, HPH 17 HEER
B IERER .

56.5CHE 7 % 55 W EGFR-& &/ &Kk, HPH 17 A MERZER A faliik

25
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R Z .

57 AR BT R SE 7 77 S 10 EGFR-454 2 Bk, 258 17 ML EER 2t
i

S8ATAI BT SE M 75 S 19 EGFR-S5-& & Ik, H A28 17 AL E MR EN ik
HS. G. NFlV.

59.57HE 77 & 12 1) EGFR-Z5 & 2 ik, A2 17 AR EEREE B G,
N 1 V.

60.S2Hi 75 £ EGFR-G& &2k, HP 5 18 iMEEREFHER.

61.5CMi T 1 8 59 /T —Wi ) EGFR-Z& £k, HP%E 18 M EER
B2 SRR

62 /LA BT R SE M 77 Y EGFR-45 4 2k, & 18 7 FEEREE
AR

63.52ME T E 1 Bl 61 {F—T ) EGFR-Z & L ik, HA 5 18 A MEAER
UYL .

64 A RT3 SEHE /7 19 EGFR-4 & £ Bk, HP 2 18 ML HEERIULE
A5 AT |

65. 50T R 1 7Y 63 {T— T EGFR-E4 Lk, HPHE 18 AL HEER
B AR 2 IE AR AT

66. 4T (A HT 3 ST HE 77 R 19 EGFR-£5 & Rk, H 28 18 AL MR ERIAUE
TRYER .

67525 7 E 1 Bl 65 {F—IMH) EGFR-Z5& £k, HE 18 i HEER
AR B Y

68.Tf] B i SEHE 77 R ) EGFR-45 & £ fk, 228 18 AL SR BERRBUCE
B G. S. D. R. N. H. EfK.

69.5CHi 75 & 68 i) EGFR-4 &£ ik, H 95 18 ML RIERERIE R B
N.

70 AT BTIR SEHE 77 S () EGFR-&5 4 £ ik, 5 24 LB EREA L
B KR .

71.5CHE 5 & 1 3 69 {F— T EGFR-E & £Jk, H9 3 24 AL MEER
B AR PR

T2 AT BT LT E ) EGFR-4& 2k, H 2 24 AL MEERIR

26
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Bk Y

73 AL A RTRSEHET R EGFR-E 4 £ K, HP 5 24 AL AEEREE
JEAR R o

7452577 % 73 W1 EGFR-& & 2 Ik, HAH 24 ML EERIAERG
Uik R 3EHE.

75. M E 1 B 72— T EGFR-5& Lk, HAHE 24 MR LR
AR RN

76 LA TR S 7 1 EGFR-45& £ Bk, A 5E 24 M EERICE
A5 ERREH.

77 AEATRT IR SEHE 5 R EGFR-554 £ K, H 8 24 AL B REAE
HK. W. N. G. L. RAlM.,

78.5LHE 7 £ 77 ) EGFR-E48 Bk, HAHE 24 IR ERIAE V B
G.

79 AR S2 5 FH EGFR-456 2Bk, 2 58 25 U MR EREBAE
PR

80.5L M W EGFR-Z& 2k, HA 5 25 A EERBUCEHIKMYE
.

81 AR AT IR SEHE 5 /) EGFR-G5 A 2K, H 58 25 AR EREVR
JEARPER .

82.5L i /7 81 M) EGFR-EA LAk, H9%E 25 MR ERENKAAF
Wik R 2.

83 AEARTIR LM R 19 EGFR-GA ik, HA 28 35 MM ERRAR
BHEBRREH.

84 5L T 1 R 80 /F— TR EGFR-Z& £ hk, HA%E 25 R ER
R

85 AT AT IR ST iHE 77 R i EGFR-& & 2k, Hp 5 25 MR ER AR
B o

86 AT ATIASLHE /7 EHI EGFR-E & B ik, L5 25 (LR ERIE
HL. G. W. V. S. Hfi W.

87.5CHE T K 86 I EGFR-&& £ ik, H A2 25 MR EREAR G 5
W
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88. 1L B A SE i 77 R EGFR-E A % Ik, H 28 27 AL A AR R
KN

89.5LHE R 1 3 88 /T — ) EGFR-&& Lk, HA 5 27 MM EERR
AR BRI .

90.5CHE 5K 1 3 88 /L — W) EGFR-E& £k, HPHE 27 M EER
BACR M.

O1.ATAa] AT IR SEiE 7 M EGFR-45 & £ Ik, Hh 28 27 A R R AUV R
PR

92 AT AT A SEE 7 M EGFR-4 & 2 ik, H 3 27 A MR AR ENA 2
R

93.5LHE T E 1 3 90 /F— T EGFR-4& 2k, HPE 27 M EER
EARREMER .

94 5CHE 7 R 93 ) EGFR-G& £ Ik, H 5 27 MR ERA R AW
FLTT .6

95.55Ma 7 % 1 3] 91 £—INH) EGFR-4& £ ik, HPHE 27 MHEER
EAR B .

96.55M5 7% 1 3 93 /F—IH) EGFR-Z& S ik, HP 5 27 MMERER
BAEAF AT R EH.

07 AT IR SEHE 7 ) EGFR-S54 £ ik, Hh 3 27 AL E R EUE
HA.E.F. M. L. C. K. GH S,

8.5 77 & 97 #J EGFR-&& 2k, HA % 27 A ERIICE E.
M Bk S.

99 AL B iA L e 7 B H) EGFR-454 20k, H 5 28 MR ERIE
PR .

100.52 5 2 1 3 98 fE— iKY EGFR-45& 2 ik, P 28 M &R
BRI .

101 AL R SLHE T R EGFR-G & 2k, H9 % 28 M EERIN
R AERER .

102524877 € 101 B EGFR-& & 2k, HP 5 28 MHNEERRAKRF
RERiE R ZH.

103.5C 56 5 £ A EGFR-4 5 £ ik, 5 28 AR EERICE R .
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104.5C7#77 % 103 ) EGFR-&& £k, H 5 28 A HWEAERIAEAS
5 FLTRT

105 AT AT IR SEE 77 R EGFR-45 & 2Bk, H 5 28 A A ERIUR
AR

106 AT AT L 77 R EGFR-E-A LK, HA 5 28 MR ERIA
®EHF. Q. V. A. K. VHAIT.

107.55 7877 58 106 ) EGFR-& & 2 ik, H 3 28 s ERELE T,
QE V.

108 AL AT L 77 £ EGFR-G-A £k, HF % 32 A KR AR
RGUKHER .

109 4T BT AR s 5 B EGFR-4 & £k, HPE 32 AR ZERREUR
PR

10ATATRIIARSEHE 57 I EGFR-ZAZ MK, H A5 32 (i = ZERHUAR
IERER.

1115558773 110 ) EGFR-&& 2k, HH5E 32 MR ER AT
& R ZHE.

112,55 R 1 8 109 {£—TH) EGFR-S& L ik, EPE 32 HEE
A AR .

113.5CE 5 & 112 ) EGFR-& & £k, HP 5 32 MR ERRAEAN
Ty AT

114 AT RTIAR LT B H EGFR-G A 20K, Hrp5E 32 A EZEBEA
TR .

115 AT BT IRSEHE 5 =) EGFR-G A Z K, H A2 32 A PR AR
®H V. L. S. F. ARG »

116,577 & 115 B EGFR-& & 2k, K28 32 MKEERBE L.
S 5% A

N7 R RTIASEHE S £ EGFR-G A £ MK, HPH 35 AR EBE
BRI

118. 5L & 1 3) 116 4£—IH) EGFR-45& £k, HP % 35 AEE
FREX A2 PR

119 AEATRTIRSLHE T M EGFR- S &L K, HH%E 35 ML BRI
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e R

12050675 %€ 119 B EGFR-&& 2 ik, HP 5 35 i MEZERRNARSH
ReliiE R ZEH.

121525 % 1 3] 118 £ EGFR-Z&& Lk, HAEE 35 M iEHE
BR AU AR AR MR

122500577 %€ 121 I EGFR-&& £k, H 5 35 i EERBULEAR
GHGERE IR

123 AT FTAR SEHE T /9 EGFR-E& Lk, H A58 35 AL R ER A
WMER .

124 AEATAA SEHE T B 1 EGFR-A4 & 2k, HA 28 35 AR ZERIA
BEFHEKRER.

125 AL AIRTIR SEHE 7 K1Y EGFR-5 & ik, H A5 35 AL R ERIA
EB V. W. S. R\ M. HFI L.

12650777 K 125 ) EGFR-& & % ik, P28 35 AL R EREUVZ W,
S 5 V.

127 /LA BT SEHE 7 R ) EGFR-G & £ ik, Py T2 kR EraE
FREREEAHELA

128 AR AT SEHE 5 ) EGFR-G A 20k, KPS =44 W& 0 R
PR ERBREA I

129 ATAAT /i SE 5 £ # EGFR-E5A 2k, Hid@id C ARum/E N K
REBRIEMMBE K.

130.5C 177 £ 129 B EGFR-456 £ 1K, H o ik sl Bl i g 0%
T %Bk5 EGFR HI&4& .

131.5C8 07 3 129 B 130 ) EGFR-45& £ Bk, P rid s N EHERIE
MR T BRI, k. BABUESM e BB .

132. 5275 & 131 ] EGFR-4& £ Ik, HP rid SN2 EREHEIE
2 RBERFF FRSEEMNE LR RRREE.

133.5EE A R 131 B EGFR-G 8 Z K, HPEHERRELEME S Hise
FRICEL "myc" 8 "flag"#Ric -

134.5CH77 & 131 B EGFR-4& £k, R rid B S5 EEE R
G WAEO-EA8 W TEY, K¥R THTNAYT EGFR-446 £ ik
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HE SR

135 ATART AT SEHE 7 W EGFR-Z 4%k, HASE KA 53 NMNEER.

136 AL RTIA S i 5 ) EGFR-&& £k, H4E EGFR, RMAHE 1
AW KpEEL 2 1x10° M,

137.5C74E 5 5 136 B EGFR-&5 & £ Ik, H4 & EGFR, BRI /ERM
KpfHEL R 1x107 M.

138 AR HiR L 77 i EGFR-4& £ ik, H&58 EGFR AN,

139.5C7 77 % 138 B EGFR-&& £k, HE&HMMN T H# EGFR (SEQ
ID NO:328) I E R 259-2127 i) EGFR 445 #31(SEQ ID NO: 329)&8 43 .

140.EGFR-& & 2 Ik, HOE(LfIRIdR L7 £ EGFR-4 & Z kA
.

14157 K 140 ) EGFR-ZEAZK, HPFIRRFBREBELHEAIR 1
F 139 (£ TR 2 KB N Rmokb o

142. 5L R 141 B EGFR-Z& %K, HP A N Kinb &% 4
PMEEK.

143. 2 AR TE R AT A L 7 1) EGFR-45& £ ik, & EGFR-
e Z KB TT, |

144 ST 143 B EGFR-Z5 & £k, H EGFR-G&Z B4R T
HAYr BB —iE.

14552167 & 143 1) EGFR-G&A £k, H™ EGFR-&& ZIKB4RIT
RILABEED.

146. R A RIS F 143 3 145 £— I EGFR-&6 % k.

147 g bBAL T AR L7 R Z IR T .

148 AEF=SEE T 2R 1 3 146 AE— TR BRI T, ZH RS RIL L
F &R 147 B ER . |

149.5CHE 7 & 1 B 146 /F—I0H) EGFR-G & Z Ik 5 KM FRHE .

150.5C 77 & 149 P&, H Pl 52 T80 BUR KUY
)i

151.5C75 3 150 A E, HPBETEy 2By g E.

152.5EHET & 149 A5, HA A k2.

153.5C7 3 152 A&, HPEgE B B- I EEE. WiEwiREs. B
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RIS S A B RN R KRS -

154,505 & 149 A4, HPnr 2% e £ k.

155. 575 32 1 ) 146 /£—Ti) EGFR-Z & Z k51677 AMMNAE -

156. 52177 58 149 3 155 (F—IHI4E &, 24 EGFR-E54 % kAN ] A il
Y ERTT I SRR

157. 525677 5 149 3 155 (T — A &, i EGFR-& & % A al £ 9l
YRR AR E AR EED.

158. —FhsCE B B 5 1%, AP sLiir & 150 £ 151 £ — A S H
YE—AN B AR

159.—F 2 3 EGFR 515, B 1RE4LIFEE R EGFR BIRF &, KFE i
S5 R 1 3 146 /£— T EGFR-454 LKL R 149 2 154 {£—
TR S AR, RN % KA & 4 & B M LAFs R~ EGFR 1
1.

160.52 5677 38 159 A 53k, it —4N# EGFR #AR .

161.—Fh MEE R BB FK EGFR B 73, B EH M Sl
£ 1 3 146 {E— K EGFR-E & ZARESE M7 5 149 B 154 £ —TIKH S
FH¥Efn, DRk EGFR 456 2 kI £ 5.

162.— 1 F e MERN EGFR fF7E RIS Wi 7%, &5 iE B/ MEE
K ETFMEPIRERSEHTE 1 2 146 /£— K EGFR-4 & £ IKESCHE A
£ 149 B 154 T —TWAH S MM, HREMZHREAENESS.

1633215 R 162 B5vE, HPMERNEE).

164. 5L R 162 7%, HH R TEEAERN#T.

165520175 K 162 8 163 BI5¥E, HA il T E7E AT fn _L#AT .

166.—FF6IT AMEERATAE B /MEIM L EGFR-AHICRAE K 75,
PR AMEERAT B SEHE S R 1 B 146 {E— T EGFR-45& 22 IKESE i 7 £
155 3| 157 E— A& b .

167.5EHE 75 R 166 HIVETT 775, HPSEiA £ 1 3 146 £—TH) EGFR-
G2 R T R 155 Bl 157 £— A E S5 MEEW L A ) EGFR B
& M HIBRIBZ AR BUE .
16855/ 75 & 166 8L 167 MIVRTT J7i%, HHFTid EGFR-4& Z k5 M&

M B B EGFR 4 S HIHIARE 5153,

32
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169.52 /i /7 % 166 31| 168 AT—INHIRIT /3 v%, H A EGFR-AH R JE &8
$E o

170.5256E 7 & 169 WIVAYT 513, H P EiEE gME . FUIRE . fu s i
SEpE. UREE. SKIE

17152577 % 166 £ 170 {E— TR, HPMERAESD.

b P i ks

AR B2 Bk R H N ikl S M E 1-12 PR 01 F TR, Ho.

B 1 B &AL Y EFGR-45 & £ IKPI I EGFR 4 5 27 SLBI(SEQ ID
NO: 1-163). Ak B} EGFR-4 & £ IKSEHI(SEQ ID NO: 164-326). &M A
HEREERAR A NEWE B MEA MK Z TP EFI(SEQ ID NO:327). &HF
A% EGFR(SEQ ID NO: 328)F1 A 2% EGFR M4 #15(SEQ ID NO: 329)#
RAERIFINFIR,

B 2A BonA & BA W SEHER 1 EFE AR EGFR-45 & ZMEERFI 5
FAMR Z IFHARLLE . ZERE . B, IR R R R
2B BRE 2A F 4 DN E R T FEREK . PHASRKER
EBRE, B2C BE 2B WAFRRNHEH B IERNZ KN EERF
Fll, B 2D ZGIULE = £ AR B 2 R SE AN ) ARG ;

K 3 B SDS-PAGE 4#T EGFR-Z54& %K Hisg-Zegrroaz (VKB 1)-
Hise-ZgGrr: 043 (VKB 2 )« His ¢~ Zegrr: 955 (K& 3 )« Hisg- ( Zggrr.: 942 ) 2(VKIE 4)-
Hise- (Zegrrioas) » (KB 5)F0 Hisg- (Zggrrooss) 2 (K& 6) FIER. WKEM EH
EAFESTE. NG, 4 TFEUTEREERRN.

K 4 B RAA K BERARRE EGFR-8 & Z TR AL SR & a0t
FIGER

B 5 BAKHE 3 A EGFR-4-5 £ kxt TR EGFR £/ R A A
RS A a5 R

Kl 6 REE TAKBEREFRICHK EGFR-E A L KRN —RFIL &
EHARER;

B’ 7 B ERBAARKBABRSHFRCH EGFR-E & Z A RS SR N
el 3R "

B 8 —3h BRI 4 R A R ST AT IE ) EGFR-SA %

33
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AR R S RE;

B 9 BaREHKEAR KX HRAE EGFR-44 2 IGHIT R AL as 4
EWFRINE R

K10 B—R5AREL, AMEETAKE EGFR-E&EK, A
A)F AT FN BB A8 5

K 11 ZERTE A431 A EAK B EGFR-45 & ZAKAIHE-111 FRic B3R
F3-DTPA &P AEIMER IR E RE. IEHESL 3 KNS
FIFHME, RELNAK SEM.

B 12 B—RIWERAEEN A43] BHEDBHDNRA -2k P %
-DTPA-EGFR S&&ZB Ao mll kB S EEARLENE. 84
HE K 4 REnindE Z 8RR S 08 B B R 5 Bt
HETE.

HEUTFZRY, FHAREERAERTEBLHAEAREELR A
K B &M E AR Z 749K EGFR-455 7354k . EGFR-&4& Z AAH It
KRRARA Zerre B Z THYEE T —AM—FEE S, FHE
ANZRARR] B R R Z##H#H AN Zeger. swws o

L 1

A KB EGFR 456 Z I3 —501%F

MBI

ZIRGEEY . Wbk, BRI BRI S R ) &

K EE B RRIAM15 (Ruther, U. (1982) Nucleic Acids Res., 10,
5765-5772) ISR M E P HER F A A= T EEFNAETE .
Gronwall C, Jonsson A, Lindstrom S, Gunneriusson E, Stahl S, Heme N:
"Selection and characterization of Affibody ligands binding to Alzheimer
amyloid beta peptides", J. Biotechnol. (2006)4F /& 3, Epub 27 Sep 2006 F #5715
T HF XA E BB E4E pAffil DL A EERE BRI LR Z1ib2002 (3 x 10°
R R . IEFE T RS BRI A\ DA L 5 B B RIA B AR pAY442 F1 pAY430
B, HE&F T7 B3hF(Studier et al., (1990) Methods Enzymol., 185, 60-89).
g 7S HE R (His b ic L wEAL B DNA FBRAFHEZPIHER,
VLA TEERE pAY430 ) C RimBSMHERERR . K E Eik
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BL21(DE3) (Novagen, Madison, WA T \REF A= EF L R,

il 28 W B 4 R VR

M SCFE (Z1ib2002 [ — B 43 ) 1) 25 Wi VAT 4 Jost R R 32 3% 158 P i 1 Wt 1 4
M13K07 (New England Biolabs, Beverly, MA){K 3 A& #2/5*(Nord, K et al.,
(1997) Nat. Biotechnol., 15, 772-777; Hansson et al., (1999) Immunotechnology,
4,237-252)#4T . PEG/NaCl JTHE™ A5 1 B 735 B K402 10" pfu/ml.

WK TR A I

BE 623 NMEERY) . AN TR 259-2127 # EGFR []~100kDa &
YA R, (ECD) 7ok $id 2+ F/ESEE B (SEQ ID NO:329). f#H]
EZ-LinkTM-Sulfo-NHS-LC-4 #) % (Pierce, Rockford, IL)¥ & B ks -4
FEibh. 7EBBREMLBR(PBS; 10mM BiERE:, 137mM NaCl, pH7.2)+ {)
EGFR-ECD WA 20 fZBE/RIIBRAED R, F AR EYEERRE 1 DA,
RIGTE 4°CXT PBS | 2B EREZERIAEDE.

MG, EMEMEEQ KB E#ENAYEE B ENIMETk
_(Dynabeads M-280 Streptavidin; Dynal A. S., Oslo, Norway). —#1%t#,
15 %50 0.1% Tween-20 (PBST)f) PBS ¥ETE 2 Ik, A RIERr R HE S,
XA HF AR FTEREBRM 0.1%BK K PBST b, A TiH—
SR RS I FENEENEMEREANSGSY, B 1 A% 2 BiE
F3 0.2mg Bk (TRZE{# A PBST ¥k 2 ¥K) 5%0 0.1 %AARHE) PBST A HIMR B
AR TRR . RSN E 4 RBEELSLD R (end-over-end) JEFs N7
FIRHTAY)EE EGFR-ECD #8811 /DA 45 4740, e E®ENAEME
FAHEHWNIRERGRE 15 08 (ZiR, ELIBERE). T8 2 ko
Bk, AFREEPHHE 2 AARMNERNEERRE. £ 18 12/
1.2ng BB AS 6 1 0.6 mg R HIfRE; 22 %; 5. 2.5, 0.5 M 035pg 48
EALE 2.5, 1.25. 025, 0.125mg BRr MRiE: FE3RME 4% 5. 1. 05
M 0.1pg EHS 1. 0.5. 0.1, 0.05mg B4 HMRE. XANMEFEHE mg
BR[E E~2ug #EE A, B SDS-PAGE 43 TR € - 31 W0 T AT 4 AEDEIE.
FESE 1 B PBST BEZE 2 Ik, EE 2P S IR, EE 3R 7 RUKTE
4% 10 k. FEfE, 88 500ul 50mM H & BE-HCI, pH 2.1 YLt 4 & s
Bk, IR 10 48, BEEILEMMER 50pl 1M Tris-HC), pH 8.0 1 450u1 PBS
.
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D A R B 4 B T R A KA RRIAMILS 4, 37°C, 30 24t
ARG I 40 B B RIR TR N 2% B B PR RN 100me/1 B R FEEN TYE I
Jat E(15g/1 Zifls, 8g/1 NaCl, 10g/1 R I EAN 6g/1 BERHEEU), Bl S5 37°C
R . FEFNMT Sg/ BERHEERY. 2% E R 100pgml B FXEEE
19 & A B K2 37(TSB, 30g/1; Merck, Darmstadt, Germany)$ & & WHE4E
WKIE%, KRy (SPilijc R am AL E~500 A B4 HT#
A, DAAEP=N — RS AR . 8 ¥ S 2 3 B0 AN o i 5 1O R B A SR Rk
REREE. — RIS E AR RS A BEX AR RRIAMIS 4
i, =R S 3, MEEMERI 2% B AN 100pg/ml EFEFEXM TYE
itk -, 37 CIRIEIK.

HMERLEYWERERES ELISA

4 AEVRIEZ S, ENETE 4 BIEFEPREYIPER 372 N E% AT
ELISA, UHREFHENEYZEEL S SRR E R (pAfIDIEAY
B BBk ik B 7% B 40 L SR D AE PUET G AN 2 %950 B9 PBST)RIEE B DAY
ZEABEA 96 FLI (Nunc transparent, c96, 236001)F R, TR 1.5 /M.
PR G 2 ZMERMEEaY (1.5 /e, =R, E43Es) M-
P4 o B R H-HRP (P0448 Daco Cytomatation; 1 /N, EiR, ELES)).
FEMANEYE W (Immunopure TMB; Pierce) J&, 1# Tecan Sunrise 437
HEETHIE Asosom BOLE

DNA /%

TR A RIGEWIFHETAEDREEO S Wi LHATREN (pAffil)
FAYIE) DNA fUfF, HAo 64 Nk Bk 1 M2, 32 RBEFHE3I M
4, FHREFHESIYH Big Dye % 1-%)(Amersham Biosciences, Uppsala,
Sweden)f17E DNA ll/74% ABI prism 3700 Analyzer(Applied Biosystems,
Foster City, CA)_L43#7 Sanger / Bt. BRI FLUE T 5 fE DNA B .

EHERR A FIRAL EZFBF 3 M. BT —MHERER (1 4 U
REHABEERDPEHEEIBFET G A FB, &% 10 MNFEI#ITH—F
TR . XEZREGEYEBNEERFFIERER 1 A7 SEQ ID NO:
164-173 R7R. XEB AN EGFR 462 F7E SEQ ID NO: 1-10
Err. BEHZEHFIHEER 2A PER. A, EE2AF, HNTF
“BY A R7 SRR ER T 5% EGFR-EDC 1) 10 MR £ k4
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Y ) E IR T 5T HEF ST b, 7 B P CL R AE AR U6 8 35 1 b A
R 5 ARRSBFAR FH AN EEBRAERPEER. B/~ 13 R
1R B (Q9, Q10, N11, F13, Y14, L17, H18, E24, E25, R27, N28, Q32,
K35). fE#EE—FpA A A R B IR SRR A IR R 7R . KPP &
TRREERIF Y AR EREANZIREEWTE 372 DA K DNA U 7
Rl B R, A B REER Z EMEAT 3 A o-185E.

K 2B 1 2C A AR AL IKES &N R R R IR EI E 2 K45 .
FEBK PSR E T30, “h i R HXT BEA ZHK A B3R K 1
HER.

B 2D PR A% Ui A o R B 1 2 1 2 ARG S 0 RO ARG I . gt g, 72
9. 10, 11+ 13 1 14 AL ARETTREAN K EEIF HHUC, 58 17 118
fr, RABREMBEREZFNLEYR, RERTEARRERATEERMER
Y FBRAMARRW ] UL EHEABEE FRMENERTHTES S
%354, MEHERMLER, REATHARRREBTLUFNEFR SRR
FRER. 56524, 25, 27, 28 M 32 M3 HITHIARERR G. W. M. T#H
A, BARFAT XL ST U HIMERREK S T4 S EGFR-G 771 HH
e

DNA g4k

ISR EGFR £ RkE &9 DNA B BUgh W 7 it RIA Hi4k pAY442
A1 pAY430. FHIZE 3° A1 S’ H BN Acel £ SRS RS N EAE pAffil I
¥R B, 3RS A EREEE TR SE BRI A pAY442 1 pAY430 HfhER:, FEHS
/N B BR B (CIAP; Fermentas) & BRIk . 4 FH QlAuick PCR #i{LiAF| &
(Qiagen GmbH, Hilden, Germany)Zi{L4 #E#) DNA Bt H =38, A5 H T4
DNA ##§(New England Biolabs)iE#. HEF=HE RN pAY442-Zrcrrno
F1 pAY430-Zggrrno FIEEAE, mA%5 N K Hise bric@l & AR 2 IS
&Y, BitEEEBE FEMEIMMAC)EL . TEHEALI KT & M s
FIEE, B ik BEH QlAprep Spin Miniprep A &#4T BT E 1)
TR 2% o

=P ey L2

R ZIREE & )\ K 3 B bk BL21(DE3) P i) pAY442 1 pAY430
FURL P RIE A Hise-Ar it RS EE
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MM T 54 50 mg/l FAMEFR A Sml TSB HIFHEH (30g/L BRE 3 B
KERZ), HEFRILERPEKIE, 37C, ~150rpm. ¥WIT Sg/l BELE
FREF S0mg/l EAVEZRWHEE TSB (Sml) F 20pl IR EEFHEF, A
M 37°CHEK 4 B, HIMARRE B-D-FARF IR (IPTG) XL KRE
ImM BB FEERE. 25 CEBIEFRE, E0(10000g, 10 789Uk 40 i 51
HEL(-80°C, 40 FENRMAMME. WS, AMRITIRERTREZ KM, pH
8.0). 7E2E M &1 (Qiagen) T{# F§ BR3000 H 3)%% & if it 7E Ni-NTA Superflow
£ # IMAC 2E4L[BIK Hise-Zecrr B A 52 B o F K pH IR R & FB(8M, pH
AS YL E S EA R IF HAE NAP™-5 X /B /2 #7 & (Amersham
Biosciences) I 18 i 2 ZF 28 9% 4 HBS (10mM HEPES, 150mM NaCl, 3.4mM
EDTA, 0.005 %R HiE 7 P20, pH7.4 i Tdi{b MB& R AR E Y. 81 E
AR HAERIE RS, B 280nm POLEMEETE SN ESKRE.
JEiT SDS-PAGE 7E Phastgel™ 20%39%5) 5k _F1FF Phast 4i(Amersham
Biosciences, Uppsala, Sweden)#t — 35 43 ¥ 44k i 2 Bk . BT R AR 7 1
TEBFEW Zegrr 2 K B | B K B (Aminosyraanalyscentralen, Uppsala,
Sweden).

B 3 §/~ SDS-PAGE 1R EMF IMAC-ZifL i) EGFR-45& £ Ak
Hise-Zrorroa( VK 8 1)+ Hise-Zporroas( VK 38 2)+ Hisg-Zegrrioss(PK B 3)
HiSe~(Zrcrri942)2 (VK& 4)~Hise- (Zrcrri9as)2(VKIE 5)F Hisg-(Zegrr.9s5)2(#KE 6)o
KEM, BEERESTE, UTERBERTR.

HUR RIS T

1§ F BIAcore® 2000 1 #5(Biacore AB, Uppsala, Sweden)H T i ¥ £
FRE & YAEREE B 2 R I SE T R R AR AR (BIA). 3R R i
F, EGFR-ECD (T 10mM NaAc, pH 4.5 PFR) 18T B BB % (~2600RU)
7E CMS 1£ 12815 i (Biacore) I —Mishih R B R E R Z L. BUEIF
EiEW S — N shthE T LMEASH F W, HER2-ECD 1A IgG (Amersham
Biosciences, Uppsala, Sweden)# [l %€ 7E CM5 %248 0 L7 TR sh itk
T, YER B HEXT B . SC50 T BIAT R £ K& &4 i LLEAT &R HBS(10mM
HEPES, 150mM NaCl, 3.4mM EDTA, 0.005%3& &5 P20, pH7.4)8 8 I
T ¥E(0.45um; Millipore, Billerica, MA), ZJG7E 25 CHITSH & . TEFE—
AL, RETH~1pM B2 Y (HBS k) LARE 20p1/4%F
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WIES AR M . 5 EGFR EFEM DR 53 MEERZRE S
YEFA T XT B, FNRSREC4E hEGF (Chemicon International, Temecula, CA, USA)
I mB T EHIE cetuximab(MERCK Darmstadt, Germany)FH EFH ST FR,

WARES . ZEFE LR A, BAE Hise-Zporr F1 = ZRAF Hise-(Ziorr): 2 NS
BYBATE 15, HP Ll 30ul/ar SRR, IREREM 0.00625uM F
12.8uM, H BTG EGFR-ECD £H. BEL2—N—W&E4, #H
BlAevaluation 3.2 ¥4 (Biacore) it BAR B 47 5 $(Kp). & EHEFH (k)
BB ERER (kp)o EEZANTRP, FEHBUBBPNF—RX ZHR1T758
%, SRENE, E5 10mM HCl BARSIM. SYERIBENTITHE R
X 1A 4 Pk, R 1 A H7E BlAcore FAYERE ST —4rZ
#t EGFR-ECD &AL IKEAMHsh hFSH K .. BdERNEZ R, 7™
4 — B4k, EFGR-%5 4 £ M, AT Steffen et al Cancer Biother. &
Radiopharmaceuticals, 20, 239-248 & 355 M4tk . 57027 /E BIEH
SMIZ IR Zeorrazme (B Zerross FFHIAER), R T HAE N RAAM AL
KR . fR AT B BT HY 4 A Hise-Zeorr 2GS 23: 8 1 HEFY

Hisg-Zggrr:1239 < HiSe-ZgGrr:955 < HiSe-Zgrr: 948 < Hisg- ZEGER: 9420

*x 1
EGFR &4 £k Kp? (nM) K, (Mm'sh) ke (s
Hisg- ZEGER: 942 ~130 ~3.0X10° ~4.0% 1072
Hise-(Zegrr: 942)2 ~30 ~6.0X% 10° ~1.6X1072
Hise-ZEGER: 948 ~180 ~42%10° ~7.7%X1072
Hise-(ZgGEr: 948)2 ~40 ~1.9%10° ~8.1%1073
Hise-ZEGFR-955 ~190 ~6.2% 10* ~1.2X1072
Hisg-(ZeGrr955)2 ~50 ~4.8 % 10 ~2.4%X1073
His¢-ZgGrR:1239 ~490 ~1.9%X10° ~92X%X1072
A
b S HEE
“FREHEEEH

1RIN SRR, FTE 4 A EFGR-Z & ZUMATRRMNEE
EFGR Jf HEEEAN RS & 30 1R E LB AR .

B 4A BREBANE) Hise(Zecrroa)2QETTE)  Hise-(Zecrrow) = FTE)
N Hise(Zegrross)2(BEFE) AR 2 & B EBBH) EGFR-ECD (A& 1EFE/
=M /A )8 HER2-ECD (FFHUE 77 To/=% /B E)RIfE B a8 it A fishit

39



200680052351. 0 o P E31/46m

KM EHRBHMERESR. XiE#H 3 4 HiseZeorr ZAR(Hiss-Zecrr:942
Hise-Zggrreoas 1 Hise-Zporrioss) A 145 & EGFR-ECD [ fishithakim, B
& A W5 HER2-ECD [&E & st R K45 -

B 4B BB —4 (K& M (ERE) EGFR-GH £ kit 3
EGFR-ECD #fizhith R 2 JERBIMERELER . BRER 3 MEENSE S
Y], CAEE— MM EGFR-Z54& ZMEEER (offrate) ANF, LWL
5 AR T R EE T IR R BB AR B R R SE UL T A 3R AN ) (avidity)fE
23t R WS A 7 (affinity).

4 fIE 5

AT HIPE R HARRE FACS Ft &£ BHMEM R, SaEs aREE
~2x10° EGFR I 408 A431 (European Collection of Cell Cultures,
Wiltshire, UK)ZE &5 70 10%A84F M3 « 2mM L-BEBERE . 1%L FRE
R 1%P14E Z-FLEFEFR EMEM 35373 (B X775k B Gibeo, Invitrogen
AB) HxhFE¥EFRESIESR. MRAE 37 C. & 5% CO, KR TH IR

g A% L

Hiss~(Zegrr:942)2~ Hise-(Zgcrr:9as)2 A Hise-(Zecrr-955)2 Z k45 5YIH Oregon
Green© 488 Z3kEEi T (Molecular Probes) HIZEFRICFAREMAR (F£
C K ¥ ) K& Img Hise-(Zeorr): TG S E ST PBS I H 20mM DTT
E 37°CRRR 45 7%h. £ R DTT #id A PBS “FATH) NAP™-5 R/MHRFRAE
F(Amersham Biosciences) 2= . N 20 4% B /R i E /) 10mM Oregon Green©
488 TyREE GV, HIRBCELIES) 2 /Mit. XF PBS BEAT BT
LB RMFIA. KB TR 280 F 496nm B MEETEIR
BRTRAARCHZHRE S REFRIRICHERR. £/ Phast R4
(Amersham Biosciences)?E SDS-PAGE Phastgel™ Homogenous 20%5 K L 43
Pririt N EZ G & .

FACS

#£ FACS Vantage SE stream-in-air i 4 fl{X (BD Biosciences, San Jose,
CA, USA) LTV AMAR . HHAT 488nm B4R IESR
(Molecular Probes, Leiden, The Netherlands)& IE¥ 6. im0 HEHK
¥ (488nm) RRHF. LAKZy 300 YREBEMH/FP HOE BRI 10000 440 ML)t
B 1) A4 1) B ' - CellQuest #0454 (BD Biosciences) 2 T 2\ 40 R AR H4E .
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ERAABARSWTZ 8, ERAT~3 R, FOEALEFIP A RERESRE
THA(0.25%EER ARE, 37°C, 10 4740, B0 (582g, 3 8P HM, Vi
BT PBS+1% BSA ', 96 fLIEFRIR AR FLH E 41 111~300000 P40, 40
f55 10pg/ml FE6 BN H Hise-(Zeorr): £ & & WAEIK LIRE~30 7385

- B0 3 PBS+H1% BSA YE)E, AMRUTIE E & T 300pl PBS+1% BSA JFit4T
MR HT. 5 EGFR TLH A 67 BRI Z FR(Hise A5 12 B —R L ig
)R AERHEXT .

XL RER 5 FER. f5A0H, B 5 B ais
RAEBR 3 MERIELE S Y (Hise(Zeorroaz)2~ Hise-(Zpgrrioas)2 Hise-(Zgrro955)2)
XTF A431 40/ R4R EGFR HISER /189451 F/ERAMEN R (B BIA
IR Z B FRTHRBHBED. KRG, 34 Zeew & EY LT IBUT
HEF: Hise-(Zegrroa)2 (R ZK) <Hisg-(Zecrr.9as)2(ZK £8)<Hise~ (Zgcrr.9ss)a(FRTh)o
IXEEH IR I Zporress M REAE 3 PP BRIFIIRE, RETE BlAcore PE AR
RARBIEM S, FEAZNEREETSHAM ERA EGFR M4& .

FaE R

LR —R, T 30mm FEFRMPEEF KL 300000 A431 4. W5
A Hisg-(Zegrr:942)2~ Hise~(ZeGgrr:048)2 73l Hisg-(Zeggrr 055)2 LS EYTEE
EMEM 3322 PR BIKZ) 10pg/ml, IS4 FF B RESE I A 3586 4798 2
/NBE, 37°C . MR 3 N2 IRES Wb TR M EMEM B3R5,
TN FFRIBE SR AP HE oK EBEAREE 1 Y. fRIBZE, SMLIEHE 3
FERPE— IR MA— LT FRR DA T HEBHEE(LSM 5 Pascal; Zeiss) &
M. MITESTHMUE R ARERIIFEFARAKR D EAH. LR
FiEHrVE AR MR BB ). 5 EGFR %7 5581 0 AEBIZ Bk

HERMANERRTRE 6. 155, B 6 E/R A431 AIRMEEEM
REE, ZHAMRREET Oregon Green HRicH) Hise-Zegrr 2K A)K L 1 /N
K B)37C, 2 /Nit. WNZEZRIA, T W Hise-(Zecrroaz)2~ Hise(Zegrr:oas)z
Hise-(Zgroross): £ (A) FESHFAE (B) PHEAMKAMRIE. & RiEH 3
N EFGR-Z&ZMFE L%, EWpmly, S84KE, 3 37CRER
LT & A WL .

9 35 57

SHF T B EEARE . SRR, FREEEFET 75em’ H3%
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AN 24 £LF MK (Nunclon surface, Denmark). XF FAriciik, A I
(Amersham Biosciences, Uppsala, Sweden) « & B (Merck Darmstadt,
Germany). #[&-T(Sigma, USA). WG ER#4(Aldrich, USA)FI N-ZEIAEL I
N&-4-[3-= A R B e 2 12K PR R 3h (A< S 38 = & ) - NAP-5 #(Sephadex G-25,
Amersham Biosciences, Uppsala, Sweden)N ] TRt 8. i HERE QS
-EDTA(0.25/0.02%)(Biochrom Kg) 4 & 40 A8 7 15 F 40 B8 +F 30 88 +F 3%
(Beckman Coulter Z2, Fullerton, CA, USA). 1# [ gamma 11 #{#%(1480 Wizard,
Wallac Oy, Turku, Finland)ill &80 1. FHE & EGFR RISBEIR 40 My 40 i
% A431 (ATCC, CLR 1555, Rocksville, MD, USA). #MEFRTHRMT L-B
H LI (2mM Biochrom Kg, Berlin, Germany). PEST (F &% 1001U/ml 4%
FEF 100pg/m)HN 10%4 4 1% (Biochrom Kg)f) Ham's F-10 B FE R A (524
BEFEEM. ARAKT 37C. B 5% CO, FHEKENE S EIRE .

B PR

gﬂj&%é% ZEGFR:942\ ZEGFR:948 ﬂ] ZEFGR:955 m:%%ﬁﬁ N-ﬂﬁiﬂﬁ%ﬂﬂﬁ
A 21 L. BB, 0.1%ZBT milli-Q #)F N-JEH Bt ¥ ik
4-[3-= PR P B REIEFREGN, 5% ZBTHREF)IMA P1(15MBq). &
AN 10pl SRE-T KB R N-BEHB T iZ-4-[3- =B E R G E AT R
th b REHAEBRER 30 BIFF—PEEERE 5 58k IO 15p EILH
BWEIERN . THREZMRTPHEZ RS S MARBUEES, 7
S INERA IR ER £R 22 pP AT B ARRRIE B 15001, T RBWMRE 30 5480 A
MESFFEULESYP S EARCHEZIRE S, £/ PBS P41 NAP-S H.

¥ e IR

A431 GRR3EFRT 24 FLIRFIER TG Ham's F-10 3557 EE¥—IR. 3
AN ZRAEL B IR 2 IE S & W8t 2T BRI IF NG, AEXT T 3RE R
ZHBEHEREERYA 10: 1, FFE 37CHRE 4 pit. P, K
FICHZ G &Y (BE/RITB KA 500: 1) F1 [PNZKESY—EIALL
WEIFFRMGEE. DR EFEH EGF (BREEKEL 200: 1) A
cetuximab (BE/RITE KL 500: 1), BEUEZREZNRGEWEES EGF
F0 cetuximab MIEME S M. R)E, HICME Ham's F-10 555540 6
RFF A 0.5ml JRE HEF-EDTA 2 & 40 fa H-7E 37°C {RiIE 30 S #h el B 240 g
W Aik. DO 1ml Ham's F-10 E2EFEF B ERMM. 59,
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0.5ml B A T+ 54 M . ] gamma T B2 AL I BCH (2 A1E 1.5ml Al 1ml
40 M A T4 .

cERAR 7 Bk, $ERH, EE 7 T, BR[P1] (Z00942),(42%). [T
(Z00948),(48*)FN['*1)(Z00955)(55*I SIS & . B L FFSEHT K FACS-H
F &SR TR OGS R, HIETR Zeroross IIT- R 41 _E R EGFR & 1f
(IS, HIRR Ziorros M Zeorrosr B FHLRETE BlAcore 771,
(Ziorrow), R BREKIZEM 1. 74 34 EFGR-&& Z It F 4
SEBFM. MA, EAMITEES KRB A EGF MBAREHIE cetuximab
PR AR S,

WA

MEZKESYWESBMUBERMHESR. 4 EGFR PAREA
A431 55T 24 LR . AARE Tk EHAEAKIEME Ham's F-10 $5573%
hyE—K. 5 &—RIIBREDN PR SR _RAEEYFUBRTE
K27 10: 1 IAZIMP . AREKEE T T RRESRRE 4 D6, HlA
ZIBIRE). KBNS S REIERE AR ERMER R, X TE—
AREE, MELESHRFCZREEMNE A, HEREEKRY 300:
1 LU S R4S . RS, LA R Ham's F10 EliE R FFEIEHM 6 X
FHMA 0.5ml BEEEE-EDTA 2B 41 A 37°C {RiR 30 - E 24
4> 8. i 1ml Ham's F-10 52 &R #EHERA M. £— LA+, B 0.5ml
BT M. B gamma THE G MBUR . A GraphPad Prism 4 43
TR .

7k B S TR I § o 4 Rl b, ZE B 8 T, BR('PT1Z00942(A)-['*T] Z00948
B)F['¥1] Z00955(C)RIMBARNALR. BARM 3 MNEUESR B ER IR
=,

SEHE) 2

7% B} EGFR-45 & 2 K28 Xk

RN T vk

[l Al RS

PE 05 5E B K A BBk RRIAM1S (Rither, U. (1982) Nucleic Acids
Res. 10, 5765-72) T-SCEEMI R, HAENAMETE EH TWRE AL~ Mz
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FFe WRHERIE AR pAffil BT SCPEH 3 H7E B 4b 338 (Gronwall C, Jonsson A,
Lindstrom S, Gunneriusson E, Stahl S, Heme N: "Selection and characterization
of Affibody ligands binding to Alzheimer amyloid beta peptides", J. Biotechnol.
(2006) in press, Epub 27 Sep 2006). ZE4% [ 70 FE B MR BRI A 0457 0 50 B 2
RIEB M pAY442 1, HEH T7 JashF(Studier et al., (1990) Methods
Enzymol. 185, 60-89). 4if3 6 &R (HiSe) FricH1% wFEAL A DNA
BLLEFRHEZHHER . KA B B AL BL21(DE3) (Novagen, Madison, WI)
M T NFEBAFH & E B

TR R BRI

BT M EGFR-4&4rF LRSI 1, B2) F—RIEFEBMN 4 NMFHH
HEHVPRE RN KNG . NARISE BT Z FIMRHE 1 #1 2 19, AEF LM
FHEBFH—4% 129 MZEHBRFIER ER (S ctc gag gta gac aac aaa ttc
aac aaa gaa nnk nnk nnk gcg nnk nnk gag atc mry mry tta cct aac tta aac ggt tgg
caa atg acc gec ttc atc gcg agt tta kyt gat gac cca agc caa age 3"t PCR ¥ 1%
FEAE R EE. FRIEME]Y 5'- ccecececectegaggtagacaacaaattcaa-3' (Xhol
AL, TRIZA KT 5'- cececctgetageaagttagegcetttggettgggteate-3’(Nhel
AL TRIZ) LUK T4 95 AT R# A Ipmol MR FEHRY 1 HH
B {8 AmpliTaq Gold % & B§(Applied Biosystems, Foster City, CA)¥ 1
15 MEF(6°C 15 ¥, 60°C 15 FF1 72°C 1 475y 18, &}, &
F QIAquick PCR 44k ik 7 & (Qiagen, Hilden, Germany)Zifk, Xhol/Nhel 4
WHNEAZ B Xhol/Nhel 1AL BMRERIME B4k pAffil b, ZBAERASER T Z 1Y
26 = nonvariegated o 42 i€ . ZE 1 { X EEEAE L fenol: A : =7 ILEE(25:24:21
v/v) (Invitrogen)#Hi% . 7E ECM 630 3% & (BTX, Genetronics) Pl 2500V 125Q
A1 SOpF M 0.2-om ZBRAIREM M, F 30 S0 AOEEM B L BRRZ AKX
AT RRIAMIS 400 40 AE7E SOC ¥ E(BRE LR K E WA (TSB) + B
FIRIWY(YE), &N 1%%E & HE, 10mmol/1 MgCl,, 10mmol/1 MgSO,,
10mmol/1 NaCl # 2.5mmol/1 KC)H 7E 37 CHEK~1 /M HEBF 6 NMEFE
iR, BAMERMEHE 1 I TSB, FHi 2% B &N 25ug/ml RFEEEER
FHEE 37CHEKTH. 6000g (15min, 4°C)E L4, FEEEST PBS/AIRE
KRR 20% H MBI H MR, oEHEHEFE-80C,

W P A I 0 IR
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7E3EFE P {8 FI~100 kDa B EGFR B4 445 #938( 7 4 3 EGFR-ECD)
# 2 8 % £ (1095-ER; R&D Systems) . EGFR-ECD 7E 4% 4b 1% Fi
EZ-LinkTM-Sulfo-NHS-LC-LC-4-# % (Pierce, Rockford, IL, USA)4A#) £ b,
20 BRI ENEYEMATBRESMBE(PBS; 10mM B, 137mM
NaCl, pH 7.2)F ] EGFR-ECD #, /B 57 ZIRRTVRIE 1 /D, RIGTE 4°C
LLPBS T2 BT (ON) UERBREBRNEDE.

1% P %8 B W 1 % M13K07(New England Biolabs, Beverly, MA, USA)K#&
SERTHEA B FE - (Nord, K et al., (1997) Nat. Biotechnol., 15, 772-777; Hansson
et al., (1999) Immunotechnology, 4, 237-252)34T 3L FNIEFE 2 8] W B8 44 SR
W% . PEG/NaCl YLIEF-AEWE BT 0 K% 107 MR R T8 BB A
(pfu)yml. FEHEBRFHITERBHBLEEIREAHRIEETEDEELR
5 W IRREER b (Dynabeads M-280 Streptavidin; Dynal, Oslo, Norway). A%
S FHES, TERERRN 5%4 &3 & B (PBST-5%BSA)H] PBST
(0.1% Tween- 20 F PBS )T, W — P B EEFETHENEYEREE
HEHKIREX LNEENEMEERRS S, EAREFEP~Iml T
PBST-3%BSA {5 & B H 0.2mg BRFURIE(0 25F, HEIIEH).

W FHATIFET 100nM $EIREZMDIRREYEIE. R 15, SH XY
10" pfu MIZ XL EZLE T PBST-3%BSA H #) 1ml 100nM A4 & 1k
EGFR-ECD FHEZERMFE 1 /M, ELLNE:, BEEHE 4C ~72 pif. F 2
BAE 3 8T Iml PBST-3%BSA F#7. 4514 50nM 1 InM EPEN
EGFR-ECD 5 51 —#8 938 0 Be B A R AR IR (1 /DB, ZIR, ELBRIIER).
Bt SR EDEYEE QAR M-280 Dynabeads {R18 15 45H(ZFR, EL
BRI e R S A W 4k, IEWRTIE SDS-PAGE #HT e (4 RA R
), MARBRERLUEES mg BR2ug BEH. 45, WTR 2 PR,
BT 6 MR BEARIMEE TR, EHE4-AF 4B, 0.0InM A1 0.1nM 4
¥)F 4L EGFR-ECD 43 35 R —# B3 2 W s AR R AR 2R AR 2 /D, B
J55 100 53 28 EGFR-ECD EZERBHRE 1 /D, BdEBENAEVRE
HEMERRER 15 oeHBRE A EAE, Pk 18k, 5 100 FIEME
—/% EGFR 444 200942.Z00948 F1 Z00955(SL i 1)7E ZIEARE 1 /e,
BRAVE 2 K. EHE 4-CH, 0.5nM AYEN EGFR-ECD 5ri—#HIE 4
WA R ERAE 2 M, EEET SEENAEYRERESBHENER
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15 RS SR, ¥E 18 Kk, 5 100 5 B — EGFR 4
EYEZRFR 1PN, BEK 2K £HR 4D 4EF, 0.1 F 0.5nM
4 # AV EGFR-ECD 43 5l 587 — 3 M ER & MR B 8 RV 7E 37 CARIE 2 /BT,
B JE 5 100 %533 B H) EGFR-ECD 7 37°CHRiR 1 /M, B 5#BREWE
RABPERIBRMRE 15 PRGSO EE, B8 18 K, 5100 FIEM
¥ —41CEGFR &&W7E 37CIRER 1 /D, BEAW 2 IREHTE 4-F F,0.1nM
4% & EGFR-ECD S a1 —# R4 3 4 R R E R ARE 2 /b, FEfa
B 5#ENAYETAEEIIZKERE 15 78HREG S HMEEIEYE 20
Ko TIRFREFT, BRSBRREREFEREE 20 X, FERBHEESR
1 397E PBST- 3%BSA HUHAT, Bk 7 & 5 — IXiE UL(E A PBST. M3 44 500pl
SO0mM HE&BR-HCI(pH2. 1)¥EAR 10 434, BE/SIOA 50ul 1M Tris-HCI, pH 8.0
F1 450p1 PBS LRI A BE M HIWR B4R A TR 37 CRRBERTEU R RRIAMIS
S 30 S-4f. RRGLR 4 BERRIR AT TR N 2% B A AN 100mg/1 BTN EE
1 TYE e _E(15¢/1 BifE, 3g/1 NaCl, 10g/1 BEEE EFRFN Sg/1 BERFRER
Y1), 3TCHREEHR. BIEERM Sg/1 BRI . 2%FEHEF 100mg/!
HEEFEENBEE AR KNS W% (TSB, 30g/1; Merck, Darmstadt, Germany)
BRRWELEKNETE . Kor(SUEHE iM% B ELE~500 £ & 14
M)A FEM, AT —REEERE. FHMBBEE A& MI13K07 MRS
M RIS ME R RLRL, ] PEG VIEAMLIFIRYE . FEBAEF LA MmEEit
ZEHEWEARBRMIEETRE. —RIHBNEE AR TEZRRL
Xt #UHA RRIAMI1S 4000 5 434+, BEESIARIEARS N 2% B & PER 100mg/1 & F
HEZEMW TYE MR L, 37C ON.

*x2
BARBETE
4-A 4-B 4-C 4-D 4-E 4-F

H bio-EGFR {#if 2h,RT | 2h,RT | 2h,RT |2h,37°C | 2h,37°C | 2h,RT
F3 EGFR £Ri& (100 f5id &) 1h,RT | 1h,RT 1h, 37°C | 1h,37C
EHBENREYERARMMBR LR | 15958 | 15980 | 15448 | 159 | 15294 | 15 04
WS HIEE %
Y 1-18 1-18 1-18 1-18 1-18 1-20
RE—R&GE&WHEE (100 553 8) | 1h,RT | 1h,RT | 1hRT | 1h,37°C | 1h,37C
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e 19-20 19-20 19-20 19-20 19-20 - 1
3T ELISA 15 — &G 5 HIHES]
BATRE R T U N 100umol/1 53 TR EE-L-BiAX-B-D- - FL 4% otk P ¥

(IPTG)M 100pg/ml | EHFEEN 1ml TSB-YE 3FEEMIFEFLAR H (Nunc,

Roskilde, Denmark), F7E 37°CAEKIT®R. LA 3000g &L 10 3 HPITHE AM.

F 300p] PBST R ERIIEHE-80CEHEFET . FEMFEHIFLL 3500g Bl

20 8. & ABD-#RIEHI Z 44 LB (00p)MAME R E LT,

HE#T 15mmol/1 Na,CO; 1 35mmol/1 NaHCO,(pH 9.6)4 i 6 pg/ml HAS

(A-3782; Sigma)7E 4 CTHEEH ON FH T PBST 1 2% i 7E Z ik

P 1 AN GESERES)) . A PBST 6K 4 IR, Z EEFLIMA 50pl 8.4pg/ml

%4k EGFR-ECD 3 H{R¥# 1.5 /M. B PBST #tFlL 4 k2 Ja, ®3lm

A S0pl HEEBEMAEY R EFEA-FHRTE/LYE(1:5000, DAKO Cytomation,

Denmark) R 1 /M. PEFL 4 RIFFFLIMA 50p1 B EIEFER ImmunoPure

TMB J&EHiRF & (Pierce).30 439 /5 , AL 100ul £ (EE K (2M H,S04).

i Tecan Sunrise 43 Y6 & 450nm LR .

DNA U775 52

X155 MUV FR 15 1 187 /> EGFR-4 A BT B (pAfiEAY)
) DNA WF. FHER519M Big Dye % 1E#)(Amersham Biosciences,
Uppsala, Sweden), 7E DNA JF5I{{ ABI PRISM® 3100 Genetic Analyzer
(Applied Biosystems, Foster City, CA, USA)_L- 43 #7 Sanger FrBt. FIFREFR
IEFEE R DNA FB. {8/ Orlova et al. (Cancer Res. 66, 4339-48 (2006))
MR K FTE - ERER I T7E (average-link hierarchical clustering
method) T EGFR-4& £ KFFI42K.

FERT SR #iR 1) ELISA Fifik b B/R 455 EGFR BRIE 2 Bk IHE B2
ERTHRZAKH EGFR-§ A £ K Lp . efI17ER 1 $ E~M7E SEQID
NO: 174-309 F 5751 . BAXFELE S 2 KA EGFR-4 -6 2711551
£E 1 P E/RME SEQIDNO: 11-146 FFIHFFF,

Ff Biacore it EGFR-4 & % ik

%14 F T ELISA FIME B 14 pAfi-E 48 £ B 5 ABD-#RiC K Z R4/
40 R B T AL R 4 . 7E Biacore® 2000 {3 2% L F SEBY A 404 5
HAHEA/EA ST ELISA EBHE R RIFE S/ S4 MRER EIE KR it
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RE4, i R B #E 3 3 EGFR-ECD(T 10mM NaAc, pH4.5 H#F)E &
(~1200RU)ZE—A CM5 1538515 (Biacore) B R AR E R E L.
AN sh it R A EGE KE DURES BRI B HSA #REEE CM5
RIS R L FRRsh R, FEREN ABD-tRICH) Z BNt
M. SEHEfs) 1 BEE—H EGFR 456 1)(Z00955), th# FEXT M .

DNA M 4%

4iiS 55 X EGFR-55 & Z AR (Zeorr) FIAN R ZE 44 1) DNA A B4 W 52 b
FIRIE AR pAY442 F . FIFE 3'F0 S'u P Accl SR iw 4R 751 pAffil
ARy HE B, 3% 3 5% 0 AR R B PR AN 4 I 4= /) B B 1 % BR BB (CIAP;
Fermentas, Ontario, Canada)Z=BfIR1L I pAY442 #ifk. H QlAquick PCR 4f
1R85 & (Qiagen GmbH, Hilden, Germany)&lifky ¥ K DNA H BT, <
J& i T4 DNA % #8534 #:(New England Biolabs, Ipswich, MA, USA). & #=
AT RIB7E T7 B FHIEHI T . SE8 0 Lol E g 2B 5 TR MER
(IMAC)ZE4L 1) N K Hise inic Rl & AR Z iR Ris k. gk 2
MEAEH EGFR- 44 Z TR W@ sE, P EMEESAE AN 2Z
BURER R B, 4 Hisg-(Zeorr) 6. IREFEUBRIKBH EAKSS,
WRYE] 751688 B4E R QlAprep Spin Miniprep Kit (Qiagen GmbH)i#4T Fif i
A I

TEHER SR

HHEN EGFR-456 Z 1k MK H Bk BL21(DE3)¥) pAY442 JFihi
HRIEN Hise-tricIRAEE . AIREFT 25ml 4500 Sg/1 B E(TSB+YE)
1 50mg/1 EME RN TSB 3 RG0g/1 BEABKE WG, 37CIRGH
FEMPAEK. & S0mg/l RATERIFEE TSB+YE AT FYEFZE ODgo
~0.06 HTES MR BEFEPE 37°CAK 3 /N, BRMFRE-L-HMA-B-D-F
S Wt Mg B EF (IPTG; Apollo Scientific Ltd, Bradbury, UK) ZE £ K 0.5mM B
FRERRE. BFSANE, BEOWRIKREH(15000g, 20 5-%0). 4HREITHRE
HAER, BEFESTEHEMBOM RE, 100mM NaH,PO,, 10mM
Tris-HC], pH8.0). ZEiR{RIH 30 7-81/5, 25000g B-L4HM 15 7r8pHF B L7
A B AR TR E PR (TM R Z, 100mM NaH,POy, 10mM Tris-HCI,
pH 6.3)F #% 3 N F F Ni-NTA Superflow #£(Qiagen). 1§ IR EZ P (8M
FRE, 100mM NaH,PO,, 10mM Tris-HCI, pH 4.5t & & WEAK. BAR
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A F PD-10 ##(GE Healthcare) 31 F§ PBS(pH7.4)¥E: R o I f5 B 44 B B Jfi
479 Zecrrno(PAYA42 BiAR)YFN — AR TR 9 it 58 9 (Zecrrno)2(PAY 442 HE).
ST EANEARFREAHEERE, #Eid 280nm WMBOLEHHEER
JRRE . MIELEARNAREAERN S T8, BHH1T SDS-PAGE B
K (NuPAGE 4-12% Bis-Tris Gel; Invitrogen)#1 HPLC-MS(HPLC-MS 1100;
Agilent Technologies), #iX CD #H—# HraidbEL R, HPMHEH
Jasco-810 23 e fwIRiHiE% 16 4~ EGFR-&4& Z /&K CD ik, {#/H PBS
B MR AR BRI E 0.5mg/ml HH¥ 2000 BENMERE T Imm LA
FRIEAE 20 'C M\ 195 3 250nm 333 . MM 20 ) 90°CIRAERREE, 7E[E ¥
K 220nm IHFREM . HEE GEIN 50%5E 2 g B fEED it
ERABIT B E TS . &I HER 2 I (Aminosyraanalyscentralen,
Uppsala, Sweden)#i B IEFEH Zeorr T EHFUKE .

A AR IRRAR A B

Biacore® 2000 {¥(Biacore AB, Uppsala, Sweden)fH T £ Z ZAEFIEE
FARZ AL AR HEERSTGIA). KB M-S,
EGFR-ECD (F 10mM NaAc H#%, pH 4.5)@8 KB EHL B E (~2400RUD
£ CM5 /2280 (Biacore) MI— MBI REMREBMEEEZ L. 51—
ANV Bl 2R TH 4 V6 AL RN 223540 LA VB S R SR T B A0 HER2-ECD (Horak et
al, (2005) Cancer Biother Radiopharm. 20, 603-13) (HH Greg Adams, Fox Chase
Cancer Center, PA &)1 ErbB3/Fc (R&D Systems, 348-RB)[E &£ CM5 1%

DA IR R E E/E AR, 7 25 CHITE S T2,
Fﬁﬁ Z RS TETE M HBS(10mM HEPES, 150mM NaCl, 3.4mM
EDTA, 0.005%% &7 P20, pH 7.4)F#R. ZEHE LR, 500nM &
Fh Z A4k (BLHBS #8) Bl 30p/min FEEES AW ERE. £~
EGFR-%4 9 F((Zegrreess)z, SEHB DIE 3T BEBES . BREHZ)E,
BIEEST 10l 1 10mM HCl B A FREhHs..

TEEZATRD, 5 MEERBRE Zeom }Eﬂilﬁﬁiﬂﬁ%ﬁ*ﬁr Hoyk
EVEE M 6.25nM 2 500nM & H A 50ul/min HiE 7F 4T EGFR-ECD 3R .
1 Fl BlAevaluation 3.2 % (Biacore) 7t EBE EFHHH (Kp). FEHEEH
(k) MBEEERRER (k). EH—XNZHHTERIFEBRESNE,
Wit yEEt 10ul B 10mM HCl BA RS .
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RIERAGE

M BR 40 B 55 SR P ARG H Lo (www.ecacc.org uk) RS RIZI BT R A431 7
PRt E B AIEFRIEE 37C. S%CO, MHRBEREK. BFEESHEARR
RHEtECK B Sigma-Aldrich) 2 SR ERIAG 4 M5 (FBS). MP4HT# 40 i ff
PBS Ut 1 Ik, LABREE HB/EDTA ¥ (Cambrex)i§ L IF ER T 5 24 KIESF
. £ 8 FLZ FLEIE A (Histolab) K FLH IIA 20pu1 KZY 10000 4 A3 HORIR
H&. BZRER, LIHEEHIS R 3% EER PBS EE MM 15 4 8h3FE A
PBS 7% 2 IR . 40 Bg LA 20ul/FL Y Z 2244 His-Z01859 Hisg-Z01865 « Hiss-Z01864
Hisg-Z01877. Hise-Z01868. Hise-Z01913. Hiss-Z01836+ Hisg-(201907),-Cys
A Hisg-(Z201953),-Cys(2-10pg/mD# {8 1 /N, B8 1pg/ml /MR IT-EGFR $i
1% (Abeam, no. ab30)§ 5. Z ASfE 8 T UL PBS VbW, 5IRF Spg/ml
H1-113F 1gG Alexa Fluor 488 (Molecular Probes)f 25T Z H4k(m &)
RI8 1 /N iR G B 3 LA PBS PRIk 5 WP/ B 1gG-Alexa Fluor
488 (Molecular Probes)(fi 1 /Pt FEXRE_IRIRBPERZ G, B3 AL
PBS #EVE. HiAE3E A 201 B9 1pg/ml DAPI (Molecular Probes)E 4+ 10-20
WIEDE. BrA8IEH TRIFIMADIER IR Vector Laboratories)F H ¥
354 Leica DC tH#L(Leica Microsystems)i] DM-LA 18 7t IR 2% )6 . 1
IM1000 ¥4 (Leica Microsystems)$k 15 B4 .

Gl HANELRE |

A431 FMBHEHAAE BN THANED SRR . WEERE P SE
HAFH Ljung CM3000 Hzh{L1EA Y] A Hl(Leica Microsystems)# i v 4
6um FEMRETI A . HFTEEECHIR 3% P EEM PBS Bl 15 483 LU
PBS % 2 IR. Y1 FWRE R Sug/ml B Hise-(Z01864),-Cys B Hiss-201877.
F 1/40 38 1K 4 6pg/ml 1) Hisg-(Z01907),-HRP B, Hise-(Z01853),-HRP 4t
B 1A BbER Z 5 (REHEIE). ZFR Spg/ml RPULFE HRP &
W Hise-(Z01864),-Cys 1l Hise-201877. YE A PAMEXT FR, — NI F 3pg/ml
it EGFR #i{4(Abeam, no. ab2430) 4, Y%k F FH 4 Envision HRP (Dako, no.
K4002)#z 3. HRP Zef5 4% & UL PBS 3% 1 X, ZJ5F DAB & JR)/EY)(Dako
Cytomation){Rilk 7 73-#F, ZJ5 LA PBS ¥t Ll Mayers HTX (Histolab) & % 20
#. {#H Mount-quick(Histolab)#f H . f# F %% & Leica DC #H#l(Leica
Microsystems) ) DMLA BB STE I . FH IM1000 4 (Leica
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Microsystems )3k 13 F{R 17 E14

"In ¥RiCH) EGFR-45 4 Z R4 A R MAY 7 A

TR P

HRAAF 3 T~ Nal(THIRMZH B3) gamma 7H345(1480 WIZARD,
Wallac Oy, Turku, Finland )48 Ul iU 14  7E Cyclone™ Storage Phosphor System
BV ITLC # s gt 4 4 348 F OptiQuant™ B 5 i A 34

p-SCN-ZE F13-DTPA 5 Z A BN ' In AW HIFRC

FRHESHEZEAFRERLES 1: 1, 4K Mirzadeh ZF(Bioconjug Chem.
1990; 1 : 59-65)#A 5 L3 T R EIR- K FE-DTPA 55 Zeorr BHIR S
&= ,300ul i Z 34k PBS B 5T 0.07M FIER 9442 /¥R pH 9.2 Y 43l
B % 1 R A B - X B E-DTPA B (Img/ml)iEA . H 0.07M Wi E
iB(pH 8.5-9.0) W SR so0u, ZEREWIRIERY 30 MIFTE 37C
EER . (RIB)E, KB AU P RAIRSYER 0.2M BRREEZ Pl
pH5.3 TRF4 ) NAP-5 /MRS (RaFEERS £ 0.9mD. JLALHE
e, ZEBUEAH S0ug Z AR EMME S AT —Ec R RER

HF 52, Soug BaYE5TLEEN 'In 18 MBqR & HEZERRE
60 435k, FMRFRAEE-EPE-DTPA ZEWFIIA 37ul BERRHIHZE PR LT
BIXA Z BRI E .

BF e mEss, HRA 02M FFERERE ITLC. EXNMRS
th, HOARCH Z R RES, HEAEIRARAETS, A 'n-R6R
£ - DTPA E5YWETH 0.4 B Re. FRICHIZEWIE NAP-5 (&7 T 5o
£ 0.9 ml) E4i4kIF7E ITLC LR MF=44L %

My FRC I S8 5 314 EGFR ) A431 A& B4 R

KRR B S UL B L 1 ARSI A /1 4 EGFR Z4K(1.5
x 10° 524K/A431 BRI 2 HIESRIL (4 3 NMIEFID. —HEFIAE
IIAFFERIZ AW AT 100 52 EHIEARC Z AT 10 5. 400
7E 37°CARE 1 A IR RREE SRR . ARSI WA BT IE B SR 0t
6 Yk F 0.5ml EE I EF-EDTA 7F 37°CAH 10 040, HAMBEEN, &1
M= 0.5ml 5225 ERM M. WENRBBRHITENENE. £
3 gamma TH388_E B M AARSTRETECC), B Iml ABRN ARIE S IR H(MD
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VBT SRS HIMANL 3 BUR T B h % &St tE= C x 100 %/ (C
+ M),

IR Y

IR LIS R EER SRR HHZER Balb/c nu/nu /) R
(BUEHS 10-12 FIEOH TP LI . ZEMEREAGT, 3147 Rudbeck L5 5
Pt P RAGER E, RERREEEN —NER. DNR B hERRTRK.
WBEAELERET (s.c) EH~10" ARBHE A431 WK, BRBEAEK 2
J& o

LW MR

L% A431 IR 1 Balb/c (nu/nu)/b R f R ZEHH-111 $RiC ) EGFR Z
THEEY (sc) EHE 4 /TP EGFR 448 LAY . TETH
D MERPESNE (pid) 4 /it @8 I8 T 5 ER R 70 fh dy (Ketalar,
Pfizer)fl 25 & H 2K & (Rompun; Bayer)V/E & 4J(20ul B/ T4 E; 7iih4y
-10mg/ml, Rompun-1mg/m)FREE/N R . HJ5, FEHRBERF G000 IE/mI,
% B Leo Pharma, Copenhagen, Denmark)/F ¥t H Iml 33 5 25 8 i 0 i 28 ) %+
NRERE R R, WM. M. FF. BB, &g, B, F=. EER.
. Bk BRMERSRERES, HREIFF gamma 1SN E RN E. B

(BERAEY) ERNEANBEHTNEHFATRE. 35 RBETE BT

B/ AR A 5 (% 1A/g). TEFIE SR P, NRBENSHE, 54 4
.

G553

% —4fX EGFR 44 Z B4R IIE R0 7 i 3t

WIT IR A, HETFT AWK EGFR &6 F (L
Bl 1) SEREB) 1 5 3 NMERES ST IR B#— 2R 50 s m A4
JFHIATXT M. [ 58 5 ML E (24, 25, 27, 28 F1 32)3F A AFTESE 17 F1 18 A%
TNMRUKREEIS AT SV (K 2D) BHFLERITFHEANDESHE
. Bk, EARHZEEF NNG/T (B 2D), 9. 10, 11. 13 1 14 £k
BEVIEEE . HTEBAM Z /A, B AETHEBTH. S5 Z 44
BHEERE 1 A0 2 BB — 129 MEEFBRNEZ TR £ —HCFE. PCR ¥
FEZERIFEEERIBESEARR Z FBE = a-tEEM SR SA L, =4
MISCPEE~1x107 AR, HoR s K30 Bibae ik, AL FH®E
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F WS R AR AR AT R B, BRI R R AR R e, R A
HEMEEMECEEAHNRAERBEERNGEYNES SRt
ME _REEMEE—REESY CGEiif 1) BEHUAETERERN
EGFR && %4k,

DU IE R RGBT FEIEFRTE 96 FLESFRIR, RV RN EY,
3£ HEAT ELISA %16 EGFR 4 &7E M. 4 372 NBENL P& 5 I T ELISA
ik, Ko eEirHERBRRE, RASEEERNRITFSS. £R A
BERBER ES, 186 N TEHAT DNA U7 HARIE N+ 72 B F1 2R 2L M
EEHENREZ BN XR.

MmH, X 54 N7 E&H ABD #ricH) Z 4K BB EWHITEY
RSB IR IE IR F B 5 EGFR BiE 4 & MR 125 5513 2 1 7 B (B0E
FKER).

T ELISA ik BIEE, 5 8 DNA MF R 8 RMAE YL RIS S
Mrimik, % 16 PaEit—FS e, Bl 201836, Z01848, Z01853, Z01859,
701864, Z01865, Z01868, Z01877, Z01887, Z01888, 201905, Z01907, Z01908,
Z01913,Z01917 1 701960 (L& 1 FFFIK). Lhrt, FIESAWIERE
>1.0mg/ml it B 7R & T % K BT UV KX (190-250 nm) B R4FEHER o-
WZHEFE CD J6itk, 7E 207 1 220nm FHE KRB . 4SS R AT 800
EFEHF AL L FRAESAYHEN SOCHER. #EMRICTKIE
B RTEEEHINEN o-BIEE .

H 4 AR T

KBRS NHED, FTik 16 MEFEN 2 TR BT
BAK Zeorr.oss (SEREW] 1)F45 F Biacore 12873 73 EGFR 455 « A F M Zporr
B HNEHEEBRBESAAHIMET, HoNEFREENEER
EGFR-ECD ¥} 8 2 H Jfi HER2-ECD # Fc @& #) HER3. X FFiH 16 4
HEYME BRI BERIEEME S FEMN FERAETR). REBLES
Y* E 775 HER2-ECD 1 Fc-@i& 1) HER3 WIEfIIERE LS. EHEA
A EBAERR N FAEYMERBSITTER AN 5 MEEst—L2 e, B
701853, Z01868, Z01877, Z01907 F1 Z01908.

WO LR E—RME—_RE S

1§ F Biacore 41T Lb 56 F0 7 B 201853, Z01868, Z01877, Z01907
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F0 201908 (Kp ~10nM)55 Z00955 BB {&(Kp ~185nM)F R & (Kp ~50nM)
X (B 9. FRMAMAT ZBRHNERERER -~ RESVRFN R
HRAMR . /M, BEEREHR~201F.

RO g A

SREREE 104 . B 10A 5% 73T EGFR KT % Z ZBHEEH
A431; a) Hiss-Z01859, b) Hiss-Z201865, ¢) Hiss-Z01864, d) Hise-Z01913, e)
Hise-Z01877, f) Hise-Z01868, g) HiS¢-Z01836, h) Hise(Z01853),-cys 1 i)
Hise-(Z01907),-cys. 1 1L Z Pk, M/ Alexa 488 H&MPLILLEH
A Z A5k B4k, 3 Oregon Green #3710 4 Z 3k, 1E PN,
Fi#1 EGFR $ifa g ta A431 (j).

B 10B BRI TRER A43] RHEBEEDHAED A a
Hise-(Z01864),-Cys, b) Hise-Z01877, c¢) Hise<(Z01853),-Cys  Hl  d)
Hise-(Z01907),-Cys. Hiss-(Z01864),-Cys 1 Hise-Z01877 (a F1 b)FHILEHL Z
Piik. FEE A HRP A MPLILFEHEM N . Hise-(Z01853),-Cys(c)
Hise-(Z01907),-Cys(d)5> F HHEZ A 2] HPR. {ENPHMEXI R, A#1 EGFR #i
ARG fE Ad31 (e).

""In-ARiE K EGFR &6 Z A R EMEN 2 M

i Z A YA indium-111 FIFRE, frid=28id 90%, H 4
NAP-5 gifbf5, FAEEREMAKEL 95%.

FE 1A EGFR BRI 41 B 41 B R A431 PR ic R S DN & &
. ERERAER 11, BPREHESR=ZXRNERNFHE, REFNK
* SEM. KBFESEMNE A2 EGFR 709 (LB 1), FETRE
WBITHR N 100 £ B FIIEARIE Zeorr PR LER IR (p<0.0001).

A A431 IR/ RS 4 /D ER-111 FRiC ) Z BRSSPI
A HERBETHE 12. B, BMEE SRR 4 NP ELARAE R
Z, R NG TR B AR P 5 BT B A 2t . 38T Erika Nordberg
(Biomedical radiation Sciences, Uppsala University) 5 Affibody AB
(VINNOVA)BX & 358 ''In-CHX-DTPA- (Zgcrreoss). HIEIFRIELE AR B+
FF .

1 F 4-6 %lA/g KFRIFTHE 5 M¥ Z ZATEANRIHEEE e, (B S
JEMBE B A (4%IA/g) HEIR MR .
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B ZRAE(Z00955), FIFAH ARk 7 (R RO £ 28 2 5] T mBiis
B BPIEOBCR 'S RFR R 7E SR IS HP i 3% 1 8T 814 5(Z00955), ELER,
MBI RERE S, FRRKERAFBSERERERS. RaTgs, XL
BRMAEN: RS H$E4AS EGFR ZAEERBMNESRETFERZ4
BAEBERNZX RNHA/EETSZHRBENE S, EARSIARENLISE
SR Ipuli s

SEif 3

A& 9 EGFR 44 £ AR5 = IRiE#H

HTElB 2 EREROETFESV, AR L BTk H %2 1
EGFR & ZIKMIBE=/CE. ZEMF EGFR 1E J R ME 544 B ik 3 50
ELISA Fi it B MBS, L% T EGFR &4 Z A 17 MFSNEF. &
IIMEERFFZER 1 LLEFFIFE SEQ ID NO: 310-326 F & 7~ . iX  EGFR
g Z BER#ENR EGFR 4A8EF~THEA 1 LLEFFIE SEQ ID NO:
147-163.
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F1/10071

<110>

120>
<130>

<1507
151>

<160>
<170>
210>
211>
212>
<2135

<2202
223>

<400>

?lu Trp Ser Ala éla Ala Ser Glu Ile ?gr Gly Leu Pro Asn %gu Asn

Lys Leu Gln ééa Phe Ala Phe Ile Xgl Ser Leu Val Asp

<2102
211>
<212>
<213>

<2202
223>

<400>

?lu Met Leu lle éla Met Glu Glu Ile ?%y Ser Leu Pro Asn %gu Asn

Trp Gly Gln géu Gln Ala Phe Ile %gu Ser Leu Trp Asp

<210>
211>
212>
213>

<2207
<223>

<400>

glu Thr Gly Ala éla Met Arg Glu Ile ?Sn Asp Leu Pro Asn %gu Asn

Asn Leu Gln Ege Phe Ala Phe 1Ile ggl Ser Leu Val Asp

<2107
<2117
<2125
<213>

<220>

Ray SE &k 24 &)

Zhk
21029395

GB 0524788. 7
2005-12-05

329

PatentIn version 3.3

1

29

PRT

Artificial sequence

Engineered EGFR binding polypeptide
1

2

29

PRT . - .

Artificial sequence

Engineered EGFR binding polypeptide
2

3

29

PRT

Artificial sequence

Engineered EGFR binding polypeptide
3

4

29

PRT . . -

Artificial sequence
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Al XK H2/10051

223>
<400>

Engineered EGFR binding polypeptide
4

?lu Phe Tyr Ala gla Ile Thr Glu Ile ?Sn Arg Leu Pro Asn %gu Asn

Gly Trp Gln ggt Val Ala Phe Ile ggr Ser Leu Ser Asp

<2105
211>
212>
<213>

<220>
<2235

<400>

5

29

PRT

Artificial sequence

Engineered EGFR binding polypeptide
5

?lu His Ala Lys gla Met Trp Glu Ile ?6y Asn Leu Pro Asn %gu Asn

Leu Val Gln %gu Ala Ala Phe Ile gge Ser Leu Arg Asp

<2102
211>
212>
213>

<220>
<223>

<400>

6

29

PRT

Artificial sequence

Engineered EGFR binding polypeptide
6

glu Ser Leu Ala éla Ser Val Glu Ile §8r His Leu Pro Asn %gu Asn

Gly Ser Gln %65 Lys Ala Phe Ile %gg Ser Leu Met Asp

<2102
211>
212>
<213>

<2202
<2235

<400>

7

29

PRT

Artificial sequence

Engineered EGFR binding polypeptide
7

?lu Leu Glu Lys gla Tyr Asn Glu Ile ?gg Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile é%a Ser Leu Val Asp

<2107
211>
212>
213>

<220>
223>

<400>

8

29

PRT

Artificial sequence

Engineered EGFR binding polypeptide
8

Glu Ala Ala Pro Ala Trp Thr Glu Ile Val Arg Leu Pro Asn Leu Asn
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5 & HE3/1000

5 10 15

Arg Gly Gln 565 Gln Ala Phe Ile Xgl Ser Leu His Asp

<2102
211>
212>
213>

<2207
<223>

<400>

9

29

PRT

Artificial sequence

Engineered EGFR binding polypeptide
9

?lu Leu Trp Ile gla Thr Ser Glu Ile YSI Glu Leu Pro Asn %gu Asn

Met His Gln géy Val Ala Phe lle égg Ser Leu Leu Asp

<2102
<2117
212>
<213>

<2205
<223>

<400>

10

29

PRT

Artificial sequence

Engineered EGFR binding polypeptide
10

?lu Val Gln Asn éla Val Ala Glu Ile Ygl Lys Leu Pro Asn %gu Asn

Gly Trp Gln ggr Thr Ala Phe Ile g%a Ser Leu Ser Asp

<2107
<211>
<212>
<213>

<2207
<223>

<400>

11

29

PRT

Artificial sequence

Engineered EGFR binding polypeptide
11

?lu Tyr Glu Glu éla Trp Asn Glu Ile ?gg Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile é%a Ser Leu Val Asp

<210>
<2117
<212>
<213>

<2207
223>

<400>

12

29

PRT

Artificial sequence

Engineered EGFR binding polypeptide
12

?1u Ile Glu Arg gla Met Gln Glu Ile ?Sg Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile %%a Ser Leu Val Asp
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5 & H4/100

210> 13

211> 29

<212> PRT

<213> Artificial sequence

220 _
<223> Engineered EGFR binding polypeptide

<400> 13
?1u Val Glu Thr gla Trp Met Glu Ile ?gg Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe 1le é%a Ser Leu Val Asp

<210> 14

<211> 29

<212> PRT

<213> Artificial sequence

<2200
<223> Engineered EGFR binding polypeptide

<400> 14
glu Thr Glu Thr gla I1le Gln Glu Ile ?Bg Ser Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile é%a Ser Leu Phe Asp

<210> 15

211> 29

<212 PRT

<213> Artificial sequence

2200
<223> Engineered EGFR binding polypeptide

<400> 15
?1u Thr Asp Arg gla Val Glu Glu Ile ?Eg Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile Q%a Ser Leu Phe Asp

<210> 16

211> 29

212> PRT

<213> Artificial sequence

<220>
<223> Engineered EGFR binding polypeptide

<400> 16
?1u Met Trp Arg gla Trp Glu Glu Ile ?gg Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile Q%a Ser Leu Val Asp

<210> 17
211> 29
<212> PRT
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5 & H5/1001

<213> Artificial sequence

<2207 .
<223> Engineered EGFR binding polypeptide

<400> 17
?lu Ser Gln Asp gla Trp Glu Glu Ile ?gg Ser Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile é%a Ser Leu Val Asp

<210> 18
211> 29
<212> PRT
<213> Artificial sequence

<2200
<223> Engineered EGFR binding polypeptide

<400> 18
?lu Arg Glu Glu gla Ile Lys Glu Ile qés Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile é%a Ser Leu Phe Asp

<210> 19

211> 29

<212> PRT

<213> Artificial sequence

220> .
<{223> Engineered EGFR binding polypeptide

<400> 19
glu Ser Trp Glu éla Trp His Glu Ile QBg Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile %%a Ser Leu Val Asp

210> 20

Q211> 29

<212> PRT

<213> Artificial sequence

220> )
<223> Engineered EGFR binding polypeptide

<400> 20
glu Leu Tyr Asp éla Met Ile Glu Ile ?Sn His Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile Q%a Ser Leu Val Asp

<210> 21

211> 29

212> PRT |

213> Artificial sequence

<220> .
<223> Engineered EGFR binding polypeptide
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5 & H6/1001

<400>

21

?lu Thr Asp Lys éla Val Gln Glu Ile ?65 Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile ééa Ser Leu Phe Asp

<2102
211>
212>
<213>

<220>
<223>

<400>

22

29

PRT .

Artificial sequence

Engineered EGFR binding polypeptide
22

?lu Gln Val Arg gla Trp Glu Glu Ile ?Eg Asn Leu Pro Asn %gu Asn

Gly Trp Gin ggt Thr Ala Phe Ile g%a Ser Leu Val Asp

<210?
211>
<2127
<213

<220>
223>

<400>

23

29

PRT

Artificial sequence

Engineered EGFR binding polypeptide
23

?1u Leu Trp Gly éla Trp Glu Glu Ile ?65 Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile Q%a Ser Leu Val Asp

<2107
<2112
<2127
<213>

<2207
<223>

<400>

24

29

PRT

Artificial sequence

Engineered EGFR binding polypeptide
24

?1u Arg Asp Ala éla Trp Glu Glu Ile ?Bg His Leu Pro Asn %gu Asn

Gly Trp Gln %gt Thr Ala Phe Ile é%a Ser Leu Val Asp

<2107
<2117
<2127
213>

<2207
223>

<400>

25

29

PRT |

Artificial sequence

Engineered EGFR binding polypeptide
25

?1u Val Phe Pro éla Leu Gln Glu Ile ?gg Asn Leu Pro Asn %gu Asn
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5 & HET/1000

Gly Trp Gln ggt Thr Ala Phe Ile Q%a Ser Leu Phe Asp

<210> 26

211> 29

<212> PRT

<213> Artificial sequence

<2207 ]
<223> Engineered EGFR binding polypeptide

<400> 26
?lu Val Glu Met éla Thr Gln Glu Ile ?Sg Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile Q%a Ser Leu Phe Asp

210> 27

211> 29

<212> PRT

<213> Artificial sequence

<220>
<223> Engineered EGFR binding polypeptide

<400> 27
?lu Leu Tyr Gln gla Met Asp Glu Ile ?gg Ser Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile Q%a Ser Leu Val Asp

210> 28

<211> 29

212> PRT |

<213> Artificial sequence

220>
<223> Engineered EGFR binding polypeptide

400> 28
?1U Ala Thr Glu éla Trp Asp Glu Ile ?Eg Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile é%a Ser Leu Val Asp

210> 29

211> 29

212> PRT |

<213> Artificial sequence

220>
<223> Engineered EGFR binding polypeptide

<400> 29
?lu Val Glu Trp éla Leu Gln Glu Ile ?Eg Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile g%a Ser Leu Phe Asp
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<210> 30
211> 29
<212> PRT
<213> Artificial sequence

<220>
<223> Engineered EGFR binding polypeptide

<400> 30
?lu Val Ser Pro gla Leu Glu Glu Ile ?gg Ser Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe lle Q%a Ser Leu Phe Asp

<210> 31

Q11> 29

<212> PRT

<213> Artificial sequence

220>
<223> Engineered EGFR binding polypeptide

<400> 31
?lu Arg Glu Arg gla Ile Glu Glu Ile ?65 Asn Leu Pro Asn %gu Asn

Gly Trp GIn ggt Thr Ala Phe Ile é%a Ser Leu Phe Asp

<210> 32

<211> 29

<2125 PRT

<213> Artificial sequence

220> ]
<223> Engineered EGFR binding polypeptide

<400> 32
glu Ala Glu Ser gla Trp Asn Glu Ile ?63 Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile Q%a Ser Leu Val Asp

<210> 33

211> 29

<212> PRT

<213> Artificial sequence

220> .
<223> Engineered EGFR binding polypeptide

<400> 33
?lu Phe Trp Trp gla Ser Asp Glu Ile ?Bg Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile é%a Ser Leu Ala Asp

<210> 34

<211> 29

<212> PRT

<213> Artificial sequence
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<2207
<223>

<400>

?lu Met Trp Ser gla Trp Glu Glu Ile ?65 Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile g%a Ser Leu Val Asp

<210>
<2117
<212>
213>

<220>
223>

<400>

?lu His Trp Asn éla Met His Glu Ile ?Sg Ser Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe lle é%a Ser Leu Phe Asp

<210>
211>
<212>
<213>

<2207
<223>

<400>

?1u Val Glu Lys éla Trp Ser Glu Ile ?Bg Ser Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile é%a Ser Leu Val Asp

<2102
211>
<2125
<213>

<220>
<223>

<400>

Qlu Arg Glu Lys éla Trp Met Glu lle ?gg Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile g%a Ser Leu Val Asp

<210>
<2117
212>
Q213>

<220>
223>

<400>

Engineered EGFR binding polypeptide
34

35

29

PRT

Artificial sequence

Engineered EGFR binding polypeptide
35

36

29

PRT

Artificial sequence

Engineered EGFR binding polypeptide
36

37

29

PRT

Artificial sequence

Engineered EGFR binding polypeptide
37

38

29

PRT

Artificial sequence

Engineered EGFR binding polypeptide
38
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?1u Met Trp Ser éla Trp Ser Glu Ile ?65 Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe lle é%a Ser Leu Val Asp

<2102
<2117
<212>
<213>

<2207
<2235

<400>

39
29
PRT
Artificial sequence

Engineered EGFR binding polypeptide
39

glu Met Trp Ser gla Trp Ala Glu lle ?gg Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile Q%a Ser Leu Val Asp

<2107
<2117
<2125
<213>

<2207
<223>

<400>

40

29

PRT )

Artificial sequence

Engineered EGFR binding polypeptide
40

glu Arg Ser Leu éla I1le Arg Glu 1le ?65 Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe lle é%a Ser Leu Phe Asp

<2107
<2117
212>
<213>

<2207
<223>

<400>

41

29

PRT

Artificial seguence

Engineered EGFR binding polypeptide
41

?lu Arg Asp Thr éla Ile Ser Glu Ile ?gg Asn Leu Pro Asn %gu Asn

Gly Trp GIn ggt Thr Ala Phe Ile Q%a Ser Leu Phe Asp

<2102
211>
212>
<213>

<2207
<223>

<400>

42
29
PRT
Artificial sequence

Engineered EGFR binding polypeptide
42

glu Met Trp Ala éla Trp Gly Glu Ile qés Ser Leu Pro Asn %gu Asn

Gly Trp Gln Met Thr Ala Phe Ile Ala Ser Leu Val Asp
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<2102
<211>
212>
213>

<2207
223>

<400>

20 25

43

29

PRT

Artificial sequence

Engineered EGFR binding polypeptide
43

glu Arg Asp Thr éla Ile Tyr Glu Ile ?gg Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile g%a Ser Leu Phe Asp

<2102
211>
212>
213>

<2207
223>

<400>

44

29

PRT

Artificial sequence

Engineered EGFR binding polypeptide
44

glu Pro Trp Leu gla Trp Ala Glu Ile ?gg Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile Q%a Ser Leu Val Asp

<210>
211>
212>
213>

<2205
223>

<400>

45

29

PRT

Artificial sequence

Engineered EGFR binding polypeptide
45

?lu Met Trp Asp gla Trp Glu Glu Ile qés Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile g%a Ser Leu Val Asp

{210>
211>
<2127
213>

<2207
<2235

<400>

46

29

PRT

Artificial sequence

Engineered EGFR binding polypeptide
46

?lu Asp Met Glu gla Val Asp Glu Ile ?sg Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile Q%a Ser Leu Phe Asp

210> 47

<211>

29
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<212> PRT
<213> Artificial sequence

220> .
<223> Engineered EGFR binding polypeptide

<400> 47
91u Ala Glu His gla Trp Glu Glu Ile ?Eg Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile g%a Ser Leu Val Asp

<210> 48

211> 29

<212> PRT

<213> Artificial sequence

<220>
<223> Engineered EGFR binding polypeptide

<400> 48
?lu Leu Trp 1le éla Trp Asp Glu Ile ?gg Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile é%a Ser Leu Val Asp

<210> 49

211> 29

<212> PRT

<213> Artificial sequence

220> )
<223> Engineered EGFR binding polypeptide

<400> 49
?lu Met Trp Asn éla Trp Ser Glu Ile ?gg Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile g%a Ser Leu Val Asp

<210> 50

211> 29

<212> PRT

<213> Artificial sequence

<220> .
<223> Engineered EGFR binding polypeptide

<400> 50
glu Ile Asn Ser éla Ile Gly Glu Ile ?gs Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile é%a Ser Leu Phe Asp

<210> 51

211> 29

<212> PRT

<213> Artificial sequence

<2207
<223> Engineered EGFR binding polypeptide

67



200680052351. 0

}“?

5 & H13/1000

<400>

51

?]u Met Trp Arg éla Trp Glu Glu Ile ?65 Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile g%a Ser Leu Val Asp

<2107
211>
212>
<213>

<220>
223>

<400>

52

29

PRT )

Artificial sequence

Engineered EGFR binding polypeptide
52

?lu Ser Trp Lys éla Trp Glu Glu Ile ?5g Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe lle é%a Ser Leu Val Asp

210>
211>
212>
<2135

<2207
<223>

<400>

53

29

PRT )

Artificial sequence

Engineered EGFR binding polypeptide
53

?]u Thr Glu Trp gla Ile Gln Giu Ile ?Bg Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe lle %%a Ser Leu Phe Asp

<2107
211>
212>
<213

<2207
223>

<400>

54

29

PRT )

Artificial sequence

Engineered EGFR binding polypeptide
54

?lu Ala Glu Phe éla Trp Thr Glu Ile ?gg Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile é%a Ser Leu Val Asp

<2103
211>
212>
213>

<2202
223>

<400>

Artificial sequence

Engineered EGFR binding polypeptide
55

?1u Leu Leu Val gla Met Leu Glu Ile ?Sn His Leu Pro Asn %gu Asn
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Gly Trp Gln ggt Thr Ala Phe Ile é%a Ser Leu Val Asp

<2105
211>
<2122
213>

<220>
<223>

<400>

56

29

PRT. )

Ariificial sequence

Engineered EGFR binding polypeptide
56

?lu Arg Asp Phe gla Ile Asp Glu lle ?65 Ser Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile é%a Ser Leu Phe Asp

<2107
211>
212>
213>

<220>
223>

<400>

57

29

PRT

Artificial sequence

Engineered EGFR binding polypeptide
57

glu Met Trp Ile gla Trp Glu Glu Ile ?gg Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe lle g%a Ser Leu Val Asp

<2107
211>
212>
213>

<220>
223>

<400>

58

29

PRT

Artificial sequence

Engineered EGFR binding polypeptide
58

?1u Ser Asn Ser éla Trp Gln Glu Ile ?Sg Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile Q%a Ser Leu Val Asp

<2105
<2117
212>
<213>

<2207
223>

<400>

59

29

PRT

Artificial sequence

Engineered EGFR binding polypeptide
59

?lu Val Trp Thr éla Trp Glu Glu Ile ?63 Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile é%a Ser Leu Val Asp
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<210> 60

Q211> 29

<212> PRT

<213> Artificial sequence

<220>
<223> Engineered EGFR binding polypeptide

<400> 60
?lu Pro Trp Met gla Trp Asp Glu lle ?Bg Ser Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile Q%a Ser Leu Val Asp

210> 61
<211> 29
<212> PRT
<213> Artificial sequence

<2200
<223> Engineered EGFR binding polypeptide

<400> 61
glu Arg Asp Gly gla Ile Gln Glu Ile ?Bg Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe 1le é%a Ser Leu Phe Asp

<210> 62
211> 29
<212> PRT
<213> Artificial sequence

220>
<223> Engineered EGFR binding polypeptide

<400> 62
glu Lys Trp Thr éla Trp Glu Glu Ile ?68 Ser Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile é%a Ser Leu Val Asp

<210> 63

211> 29

<212> PRT

<213> Artificial sequence

<220>
<223> Engineered EGFR binding polypeptide

<400> 63
?lu Met Trp His gla Trp Asp Glu Ile ?gg His Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile é%a Ser Leu Val Asp

210> 64
<211> 29
<212> PRT
<213> Artificial sequence
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220>
<223> Engineered EGFR binding polypeptide

<400> 64
?lu Val Asp Gln éla Val Ala Glu Ile ?gg Asn Leu Pro Asn %gu Asn

Gly Trp Gln gst Thr Ala Phe Ile é%a Ser Leu Phe Asp

<210> 65

211> 29

<212> PRT

<213> Artificial sequence

<220>
<223> Engineered EGFR binding polypeptide

<400> 65
?lu Arg Tyr Trp éla Ile Glu Glu Ile ?Bg Asn Leu Pro Asn %gu Asn

Gly Trp Gln %gt Thr Ala Phe lle %éa Ser Leu Phe Asp

<210> 66

211> 29

<212> PRT

<213> Artificial sequence

<2200 .
<223> Engineered EGFR binding polypeptide

<400> 66
?1u Arg Glu Glu gla Ile Ser Glu Ile Tés Ser Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile é%a Ser Leu Phe Asp

210> 67

Q211> 29

<212> PRT

<213> Artificial sequence

<2207 .
<223> Engineered EGFR binding polypeptide

<400> 67
?lu Met Glu Trp éla Trp Gln Glu Ile %gg Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile é%a Ser Leu Val Asp

<210> 68

211> 29

<212> PRT

<213> Artificial sequence

220> ) i
<223> Engineered EGFR binding polypeptide

<400> 68
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glu Val Glu Pro éla Ile Arg Glu Ile ?&s Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile é%a Ser Leu Phe Asp

<210>
211>
212>
<213

<2207
<223>

<400>

69

29

PRT

Artificial sequence

Engineered EGFR binding polypeptide
69

glu Gln Asp Glu éla Val Lys Glu Ile ?gg Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe 1le é%a Ser Leu Phe Asp

<210>
211>
212>
213>

220>
223>

<400>

70

29

PRT

Artificial sequence

Engineered EGFR binding polypeptide
70

glu Ala Asp Ser gla Trp Thr Glu Ile ?gg Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile é%a Ser Leu Val Asp

210>
211>
212>
<213>

€220>
<223>

<400>

71

29

PRT

Artificial sequence

Engineered EGFR binding polypeptide
71

glu Thr Asp Tyr éla Ile Gly Glu Ile qés Ser Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile Q%a Ser Leu Phe Asp

<2102
<211>
212>
<213>

<2207
<223>

<400>

72

29

PRT )

Artificial sequence

Engineered EGFR binding polypeptide
72

?1u Ala Asp Lys éla Val Gln Glu Ile ?Bg Asn Leu Pro Asn %gu Asn
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Gly Trp Gln ggt Thr Ala Phe lle é%a Ser Leu Phe Asp

210>
211>
212>
213>

<2202
223>

<400>

73

29

PRT

Artificial sequence

Engineered EGFR binding polypeptide
73

?1u Thr Asp Lys éla Val Gln Glu Ile ?Bg Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile g%a Ser Leu Phe Asp

<2107
211>
<2127
<213

<2207
<2235

<400>

74

29

PRT

Artificial sequence

Engineered EGFR binding polypeptide
74

?lu Leu Trp Ala gla Trp Ser Glu Ile ?Eg Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile é%a Ser Leu Val Asp

<2107
211>
<2127
<213>

<2207
<223>

<400>

75
29
PRT
Artificial sequence

Engineered EGFR binding polypeptide
75

glu Ala Trp Ala éla Trp Ser Glu Ile §6g Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile é%a Ser Leu Val Asp

<210>
211>
<2127
<213>

<2207
<223>

<400>

76

29

PRT

Artificial sequence

Engineered EGFR binding polypeptide
76

?1u Val Asp Arg éla Val Val Glu Ile ?gg Ser Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile ééa Ser Leu Phe Asp

<210>

77

73
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211> 29
<212> PRT
<213> Artificial sequence

<2207
<223> Engineered EGFR binding polypeptide

<400> 77
glu Ala Glu Ser gla Ile Glu Glu Ile ?65 Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe lle Q%a Ser Leu Phe Asp

<210> 78
211> 29
<212> PRT
<213> Artificial sequence

<2207
<223> Engineered EGFR binding polypeptide

<400> 78
?1u Leu Gly Gly éla Val Asn Glu lle ?Bg Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile é%a Ser Leu Phe Asp

€210> 179

211> 29

<212> PRT

<213> Artificial sequence

<220> .
<223> Engineered EGFR binding polypeptide

400> 79
?lu Val Asp Thr éla Ile Trp Glu 1le ?6g Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile g%a Ser Leu Phe Asp

<210> 80

211> 29

<212> PRT .

<213> Artificial sequence

<2200
<223> Engineered EGFR binding polypeptide

<400> 80
?1u Leu Ala Asn gla Phe Asp Glu Ile ?65 Arg Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile %%a Ser Leu Val Asp

<210> 81

211> 29

212> PRT

<213> Artificial sequence

<220>

74
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<223> Engineered EGFR binding polypeptide
<400> 81
(l;lu Phe Arg Arg gla Ser Asp Glu Ile %‘g Asn Leu Pro Asn ll,gu Asn

Gly Trp Gln }ggt Thr Ala Phe Ile %a Ser Leu Ala Asp

<210> 82

211> 29

212> PRT

<213> Artificial sequence

<220>
<223> Engineered EGFR binding polypeptide

<400> 82
(l;lu Ile Glu Lys é\la Ile Arg Glu Ile ]il(l)s Asn Leu Pro Asn ll.gu Asn

Gly Trp Gln hzi(e)t Thr Ala Phe Ile :é\%a Ser Leu Val Asp

Q210> 83

<211> 29

<212> PRT .

<213> Artificial sequence

220> .
<223> Engineered EGFR binding polypeptide

<400> 83
(l}lu Met Trp Glu gla Trp Asp Glu Ile lli(l)s Asn Leu Pro Asn ligu Asn

Gly Trp Gln %gt Thr Ala Phe Ile g%a Ser Leu Val Asp

210> 84

211> 29

<212> PRT

<213> Artificial sequence

<220>
223> Engineered EGFR binding polypeptide

<400> 84
(131u Ser Lys Trp gla Trp Glu Glu Ile ll\gg Asn Leu Pro Asn ll,g,u Asn

Gly Trp Gln lzﬂgt Thr Ala Phe Ile lz\%a Ser Leu Val Asp

<210> 85

<211> 29

<212> PRT

<213> Artificial sequence

<220> . .
<223> Engineered EGFR binding polypeptide

<400> 85
Glu Met Trp Arg Ala Trp Glu Glu Ile His Asn Leu Pro Asn Leu Asn
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1

5 10 15

Gly Trp Gln ggt Thr Ala Phe 1le %%a Ser Leu Val Asp

<2102
<2117
<212>
213>

<2207
<2235

<400>

86

29

PRT

Artificial sequence

Engineered EGFR binding polypeptide
86

?lu Ile Asp Pro gla Leu Gln Glu Ile ?gg Asn Leu Pro Asn %gu Asn

Gly Trp Gin ggt Thr Ala Phe Ile %%a Ser Leu Phe Asp

<210>
<211>
<212>
213>

<220>
<223>

<400>

Artificial sequence

Engineered EGFR binding polypeptide
87

?lu Met Trp Ala gla Trp Glu Glu Ile ?Bg Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile g%a Ser Leu Val Asp

<2102
<211>
<212>
<213>

<220>
<2235

<400>

88

29

PRT

Artificial sequence

Engineered EGFR binding polypeptide
88

?1u Lys Tyr Trp gla Val Asp Glu Ile ?ag Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile g%a Ser Leu Phe Asp

<210>
<211>
<212>
<213>

<2202
223>

<400>

89

29

PRT - - .

Artificial sequence

Engineered EGFR binding polypeptide
89

glu His Trp Ala gla Trp His Glu Tle ?5g Ser Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile é%a Ser Leu Val Asp
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210> 90

211> 29

<212> PRT

<213> Artificial sequence

220>
<223> Engineered EGFR binding polypeptide

<400> 90
?lu Tyr Gln Thr éla Trp Lys Glu Ile ?Eg Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe 1le é%a Ser Leu Val Asp

210> 91

211> 29

<212> PRT .

<213> Artificial sequence

220>
<223> Engineered EGFR binding polypeptide

<400> 91
glu Thr Asp Arg gla Ile Lys Glu Ile ?65 Asn Leu Pro Asn %gu Asn

Gly Trp Glin ggt Thr Ala Phe Ile é%a Ser Leu Phe Asp

<210> 92

211> 29

<212> PRT.

<213> Artificial sequence

2200 )
<223> Engineered EGFR binding polypeptide

<400> 92
?lu Met Trp Asn gla Trp His Glu Ile ?Eg Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile é%a Ser Leu Val Asp

210> 93

211> 29

212> PRT

<213> Artificial sequence

220>
<223> Engineered EGFR binding polypeptide

<400> 93
?1u Pro Trp Val gla Trp Asn Glu Ile égg Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile é%a Ser Leu Val Asp

<210> 94
211> 29
<212> PRT

17
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<213> Artificial sequence

<220> i
<223> Engineered EGFR binding polypeptide

<400> 94
?lu Leu Ile Gly éla Tyr Asp Glu Ile ?ag Ser Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile é%a Ser Leu Ala Asp

<210> 95

211> 29

<212> PRT

<213> Artificial sequence

220>
<223> Engineered EGFR binding polypeptide

<400> 95
glu Arg Asp Tyr éla Leu Trp Glu Ile ?Sg Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile g%a Ser Leu Phe Asp

<210> 96

211> 29

<212> PRT |

<213> Artificial sequence

220> .
<223> Engineered EGFR binding polypeptide

<400> 96
glu Thr Gln Asp éla Trp Asp Glu 1le ?gg Asn Leu Pro Asn %gu Asn

Gly Trp Gin ggt Thr Ala Phe Ile é%a Ser Leu Val Asp

210> 97

Q211> 29

212> PRT |

<213> Artificial sequence

<220>
<223> Engineered EGFR binding polypeptide

400> 97
?lu Met Trp Glu éla Trp Gly Glu Ile gés Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile é%a Ser Leu Val Asp

<210> 98

<211> 29

<212> PRT

<213> Artificial sequence

<220>
<{223> Engineered EGFR binding polypeptide
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<400> 98
?lu Met Trp Ser gla Trp His Glu Iie ?gg Ser Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile g%a Ser Leu Val Asp

210> 99
211> 29
<212> PRT
<213> Artificial sequence

220>
<223> Engineered EGFR binding polypeptide

<400> 99
glu Leu Trp Gln gla Trp Gly Glu Ile ?5g Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe lle é%a Ser Leu Val Asp

<210> 100

211> 29

212> PRT

<213> Artificial sequence

<2207 )
<223> Engineered EGFR binding polypeptide

<400> 100
?lu Val Glu Arg gla Trp Asn Glu Ile ?5g Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile é%a Ser Leu Val Asp

<210> 101

211> 29

<212> PRT

<213> Artificial sequence

<220> .
<223> Engineered EGFR binding polypeptide

<400> 101
glu Met Trp Glu éla Trp Gly Glu Ile ?gg Ser Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile é%a Ser Leu Val Asp

<210> 102

<211> 29

<212> PRT .

<213> Artificial sequence

220>
<223> Engineered EGFR binding polypeptide

<400> 102
glu Arg Thr Gln éla Ile Arg Glu Ile ?63 Asn Leu Pro Asn %gu Asn

79



200680052351. 0

}“?

5 & H25/1000

Gly Trp Gln ggt Thr Ala Phe Ile Q%a Ser Leu Phe Asp

<210> 103
211> 29
<212> PRT
<213> Artificial sequence

<220>
<223> Engineered EGFR binding polypeptide

<400> 103
glu Thr Glu Glu gla Trp Glu Glu Ile ?65 Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe lle é%a Ser Leu Val Asp

210> 104
211> 29
212> PRT
<213> Artificial sequence

220> _
<223> Engineered EGFR binding polypeptide

<400> 104
glu Ala Glu Thr éla Trp Ser Glu Ile ?Bg Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile Q%a Ser Leu Val Asp

<210> 105
211> 29
<212> PRT
<213> Artificial sequence

<220> )
<223> Engineered EGFR binding polypeptide

<400> 105
?1u Met Trp Cys gla Trp Asn Glu Ile ?Eg Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile é%a Ser Leu Val Asp

<210> 106

211> 29

<212> PRT

<213> Artificial sequence

<220>
<223> Engineered EGFR binding polypeptide

<400> 106
?lu Arg Asp Tyr gla Ile Glu Glu Ile ?68 Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile é%a Ser Leu Phe Asp
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<2105
211>
212>
213>

<220>
<2235

<400>

?lu Met Trp Ser éla Trp Asp Glu Ile ?65 Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile g%a Ser Leu Val Asp

<210%
211>
<212>
213>

220>
<223>

<400>

glu Met Trp Thr éla Trp His Glu lle ?65 Asn Leu Pro Asn %gu Asn

Gly Trp Gln gst Thr Ala Phe Ile é%a Ser Leu Val Asp

<210>
211>
<212>
213>

220>
<223>

<400>

Glu Thr Asp Arg éla Val Arg Glu Ile ?gg Asn Leu Pro Asn %gu Asn
1

Gly Trp Gln ggt Thr Ala Phe Ile g%a Ser Leu Phe Asp

2107
211>
212>
213>

<2207
223>

<400>

glu Thr Trp Arg éla Trp His Glu Ile ?gg Ser Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile é%a Ser Leu Val Asp

<210>
<211>
<2125
<213>

107

29

PRT

Artificial sequence

Engineered EGFR binding polypeptide
107

108

29

PRT

Artificial sequence

Engineered EGFR binding polypeptide
108

109

29

PRT

Artificial sequence

Fngineered EGFR binding polypeptide
109

110

29

PRT

Artificial sequence

Engineered EGFR binding polypeptide
110

111

29

PRT )

Artificial sequence
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220>
<223> Engineered EGFR binding polypeptide

<400> 111
?1u Met Trp Leu éla Trp Gln Glu 1le ?gg Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile Q%a Ser Leu Val Asp

210> 112
211> 29
<212> PRT
<213> Artificial sequence

<2207
223> Engineered EGFR binding polypeptide

<400> 112
?lu Val Asp Tyr éla Ile Gln Glu Ile ?65 Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile é%a Ser Leu Phe Asp

210> 113
Q11> 29

<212> PRT )

<213> Artificial sequence

<220> ) )
<223> Engineered EGFR binding polypeptide

<400> 113
?1u Met Glu Ser éla Trp Ile Glu Ile Qag Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile g%a Ser Leu Val Asp

210> 114

211> 29

<212> PRT

<213> Artificial sequence

<2200 ) ]
<223> Engineered EGFR binding polypeptide

400> 114
?lu Thr Glu Glu éla Trp Glu Glu Ile ?Eg Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile é%a Ser Leu Val Asp

<210> 115

<211> 29

<212> PRT

<213> Artificial sequence

220> o ,
<223> Engineered EGFR binding polypeptide

<400> 115
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?lu Ser Glu Ala éla Leu Gln Glu Ile ?gg Asn Leu Pro Asn %gu Asn

Gly Trp GlIn ggt Thr Ala Phe Ile Q%a Ser Leu Phe Asp

<2102
<211>
212>
213>

<220>
223>

<400>

116

29

PRT

Artificial sequence

Engineered EGFR binding polypeptide
116

?lu Phe Arg Lys gla Ser Asn Glu lle ?gg Ser Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile é%a Ser Leu Ala Asp

<2107
Cl1?
212>
213>

<2207
223>

<400>

117

29

PRT

Artificial sequence

Engineered EGFR binding polypeptide
117

?1u Val Gln Leu éla Trp Asp Glu Ile ?Sg Ser Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile é%a Ser Leu Val Asp

<2102
<2117
<2125
<2137

<2207
<223>

<400>

118

29

PRT

Artificial sequence

Engineered EGFR binding polypeptide
118

?lu Ala Asp Arg éla Trp Glu Glu Ile ?gg Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile Q%a Ser Leu Val Asp

<2107
<2117
<212>
<213>

<2202
<223>

<400>

119

29

PRT )

Artificial sequence

Engineered EGFR binding polypeptide
119

?1u Ile Lys Pro éla Ile Arg Glu Ile ?65 Ser Leu Pro Asn %gu Asn

Gly Trp Gln Met Thr Ala Phe Ile Ala Ser Leu Phe Asp
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20 25

21D
<212> PRT
<213> Artificial sequence

220>
<223> Engineered EGFR binding polypeptide

<400> 120
?1u Leu Asp Gln éla Ile Leu Glu 1le ?65 Asn Leu Pro Asn %gu Asn

<210> 120
29

Gly Trp Gln ggt Thr Ala Phe Ile ééa Ser Leu Phe Asp

210> 121
211> 29
<212> PRT
<213> Artificial sequence

220>
<223> Engineered EGFR binding polypeptide

400> 121
?1u Pro Trp Ile gla Trp His Glu Ile ?Bg Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe lle %éa Ser Leu Val Asp

€210> 122

211> 29

<212> PRT

<213> Artificial sequence

220> ) )
<223> Engineered EGFR binding polypeptide

<400> 122
?1u Arg Asp Val éla Ile Thr Glu Ile qés Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile é%a Ser Leu Phe Asp

<210> 123

211> 29

<212> PRT.

<213> Artificial sequence

220> o )
<223> Engineered EGFR binding polypeptide

<400> 123
%lu Phe Asp Lys gla Val Ser Glu Ile ?Bg Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile é%a Ser Leu Phe Asp

<210> 124
211> 29
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<2125
<213>

<2207
<223>

<400>

?1u Val Asp Val gla Met Gln Glu Ile ?gg Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe 1le é%a Ser Leu Phe Asp

<2107
<211>
<212>
<213>

<2202
223>

<400>

?lu Thr Asn Ala gla Leu Glu Glu Ile ?gg Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile é%a Ser Leu Phe Asp

<2102
211>
<212>
213>

220>
223>

<400>

glu Ala Glu Lys éla Trp Glu Glu 1le ?65 Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile g%a Ser Leu Val Asp

<2107
<211>
<2127
<213>

<2205
<223>

<400>

?lu Pro Trp Leu éla Trp Ser Glu Ile ?Eg Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile Q%a Ser Leu Val Asp

<2107
211>
<212>
<213>

<2207
<223>

PRT
Artificial sequence

Engineered EGFR binding polypeptide
124

125

29

PRT

Artificial sequence

Engineered EGFR binding polypeptide
125

126

29

PRT

Artificial sequence

Engineered EGFR binding polypeptide

126

127

29

PRT

Artificial sequence

Engineered EGFR binding polypeptide

127

128

29

PRT

Artificial sequence

Engineered EGFR binding polypeptide
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<400>

128

?1u Gly Leu Asn éla Val Asn Glu Ile ?gg Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile é%a Ser Leu Phe Asp

<2107
211>
212>
213>

<2207
223>

<400>

129

29

PRT ]

Artificial sequence

Engineered EGFR binding polypeptide
129

?lu Trp Glu Val gla Met Glu Glu Ile ?Sg Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile g%a Ser Leu Phe Asp

210,
211>
212>
213>

220>
223>

<400>

130

29

PRT

Artificial sequence

Engineered EGFR binding polypeptide
130

glu Val Glu Ser gla Trp Thr Glu Ile ?Bg Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile é%a Ser Leu Val Asp

210>
211>
<2125
<213>

<2202
223>

<400>

131

29

PRT

Artificial sequence

Engineered EGFR binding polypeptide
131

?1u Thr Asp Arg %la Trp Asp Glu Ile qsg Asn Leu Pro Asn %gu Asn

Gly Trp Gln %gt Thr Ala Phe Ile é%a Ser Leu Val Asp

<210>
211>
<212>
<213>

<220>
<223

<4002

132

29

PRT

Artificial sequence

Engineered EGFR binding polypeptide
132

?1u Arg Glu Gln gla Thr Glu Glu Ile ?gg Asn Leu Pro Asn &gu Asn
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Gly Trp Gln ggt Thr Ala Phe 1le é%a Ser Leu Phe Asp

<210> 133
211> 29
<212> PRT
<213> Artificial sequence

220>
<223> Engineered EGFR binding polypeptide

400> 133
?lu Met Glu His gla Trp Glu Glu Ile ?Bg Ser Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe 1le é%a Ser Leu Val Asp

<210> 134
211> 29
<212> PRT
<213> Artificial sequence

220>
<{223> Engineered EGFR binding polypeptide

<400> 134
?lu His Trp Asn gla Leu His Glu Ile ?gg Ser Leu Pro Asn %gu Asn

Gly Gly Gln ggt Thr Ala Phe Ile g%a Ser Leu Phe Asp

<210> 135

211> 29

<212> PRT |

<213> Artificial sequence

<220> )
<223> Engineered EGFR binding polypeptide

<400> 135
glu Tyr Glu Ala gla Trp Asp Glu Ile ?gg Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile Q%a Ser Leu Val Asp

<210> 136

211> 29

<212> PRT |

<213> Artificial sequence

<220>
<223> FEngineered EGFR binding polypeptide

<400> 136
?lu Gly Glu Met éla Leu Gln Glu Ile ?Bg Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile %%a Ser Leu Phe Asp
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<2105
211>
212>
213>

<2202
<223>

<400>

?]u Phe Arg Trp gla Ser Asp Glu Ile ?gg Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile géa Ser Leu Ala Asp

<2107
211>
<212>
213>

<2207
<223

<400>

?lu His Trp Asn éla Leu His Glu Ile ?gg Ser Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe lle é%a Ser Leu Phe Asp

<2102
211>
<212>
213>

<2207
223>

<400>

?1u 1le Asp Tyr gla Ile Arg Glu Ile ?65 Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile %%a Ser Leu Phe Asp

<2102
211>
212>
213>

<220>
223>

<400>

?lu Leu Leu Gln éla Met Leu Glu Ile ?gn His Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile %%a Ser Leu Val Asp

<2102
<2117
{2127
{213>

137

29

PRT

Artificial sequence

Engineered EGFR binding polypeptide
137

138

29

PRT _

Artificial sequence

Engineered EGFR binding polypeptide
138

139

29

PRT ]

Artificial sequence

Engineered EGFR binding polypeptide
139

140

29

PRT

Artificial sequence

Engineered EGFR binding polypeptide
140

141

29

PRT

Artificial sequence
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<2200
<223> Engineered EGFR binding polypeptide

<400> 141
?lu Val Asn Pro gla Leu Gln Glu Ile ?gg Ser Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile g%a Ser Leu Phe Asp

<210> 142
<211> 29
<212> PRT
<213> Artificial sequence

<220>
<223> Engineered EGFR binding polypeptide

<400> 142
?1u Leu Leu Ser éla Met Leu Glu Ile ?Sn His Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile Q%a Ser Leu Val Asp

<210> 143

211> 29

<212> PRT.

<213> Artificial sequence

<220> .
<223> Engineered EGFR binding polypeptide

<400> 143
?1u Arg Asp Glu éla Ile Gln Glu Ile gés Ser Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile Q%a Ser Leu Phe Asp

<210> 144

211> 29

<212> PRT.

<213> Artificial sequence

220> )
<223> Engineered EGFR binding polypeptide

<400> 144
glu Thr Asp Trp éla Ile GIn Glu Ile ?Bg Ser Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile é%a Ser Leu Phe Asp

<210> 145

<211> 29

<212> PRT .

<213> Artificial sequence

<220>
<223> Engineered EGFR binding polypeptide

<400> 145
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?lu Met Glu Lys gla Trp Val Glu Ile ?Bg Asn Leu Pro Asn %gu Asn
Gly Trp Gln ggt Thr Ala Phe Ile é%a Ser Leu Val Asp

<210> 146
211> 29
<212> PRT
<213> Artificial sequence

220>
<223> Engineered EGFR binding polypeptide

<400> 146
?lu Leu Asp Asn éla Ile Asp Glu Ile ?gg Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile g%a Ser Leu Phe Asp

<210> 147

211> 29

<212> PRT

<213> Artificial sequence

<2207 .
<223> Engineered EGFR binding polypeptide

<400> 147
?lu Met Trp Ile éla Trp Glu Glu Ile ?Bg Asp Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile %%a Ser Leu Leu Asp

210> 148

211> 29

<212> PRT .

<213> Artificial sequence

<220> )
<223> Engineered EGFR binding polypeptide

<400> 148
?1u Met Trp Leu éla Trp Glu Glu Ile %gg Asn Leu Pro Asn %gu Asn

Gly Trp Gln %gu Thr Ala Phe Ile Q%a Ser Leu Leu Asp

<210> 149

211> 29

<212> PRT ]

<213> Artificial sequence

220> )
<223> Engineered EGFR binding polypeptide

<400> 149
glu Met Trp Ser éla Trp Asp Glu Ile ?Bg Ala Leu Pro Asn %gu Asn
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Gly Trp Gin ggt Thr Ala Phe Ile ggr Ser Leu Leu Asp

<210> 150

211> 29

212> PRT

<213> Artificial sequence

<220>
<223> Engineered EGFR binding polypeptide

<400> 150
glu Met Trp Asn éla Trp Asn Glu Ile ?gg Asp Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe 1le é%a Ser Leu Leu Asp

<210> 151

Q211> 29

<212> PRT

<213> Artificial sequence

<220>
<223> Engineered EGFR binding polypeptide

<400> 151
glu Met Trp Gly éla Trp Asn Glu Ile ?6g Asp Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile ggr Ser Leu Leu Asp

<210> 152

211> 29

<212> PRT

<213> Artificial sequence

<220> .
<223> Engineered EGFR binding polypeptide

<400> 152
?1u Met Trp Ile éla Trp Asp Glu Ile ?Bg Asp Leu Pro Asn %gu Asn

Gly Trp Gln gge Thr Ala Phe Ile g%a Ser Leu Leu Asp

<210> 153

211> 29

<212> PRT

<213> Artificial sequence

220>
<223> Engineered EGFR binding polypeptide

<400> 153

Glu Leu Trp Ile Ala Trp Asp Glu Ile Arg Tyr Leu Pro Asn Leu Asn
1 5 10 15

Gly Trp Gln ggt Thr Ala Phe Ile g%a Ser Leu Leu Asp

<210> 154
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211> 29
<212> PRT
213> Artificial sequence

<220>
<223> Engineered EGFR binding polypeptide

<400> 154
?lu Met Trp Lys éla Trp Glu Glu Ile ?gg Ser Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile géa Ser Leu Leu Asp

<210> 155

211> 29

<212> PRT

<213> Artificial sequence

220>
<223> Engineered EGFR binding polypeptide

<400> 155
?lu Met Trp Asp éla Trp Gly Glu lle ?Bg Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe 1le é%a Ser Leu Leu Asp

<210> 156

211> 29

<212> PRT

<213> Artificial sequence

<220> o ]
<223> Engineered EGFR binding polypeptide

<400> 156
?lu Val Trp Val éla Trp Glu Glu Ile ?gg Asp Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile g%a Ser Leu Leu Asp

<210> 157

211> 29

<212> PRT

<213> Artificial sequence

220> i )
<223> Engineered EGFR binding polypeptide

<400> 157
?1u Met Trp Gly éla Trp Glu Glu Ile ?gg Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile é%a Ser Leu Val Asp

<210> 158
<211> 29

<212> PRT .

<213> Artificial sequence

<220>
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<223> Engineered EGFR binding polypeptide
<400> 158

?]u Met Trp Met éla Trp Asp Glu Ile ?gg T&r Leu Pro Asn %gu Asn
Gly Trp Gln 58“ Thr Ala Phe Ile ggr Ser Leu Leu Asp

<210> 159

211> 29

<212> PRT

<213> Artificial sequence

220>
<223> Engineered EGFR binding polypeptide

<400> 159
glu Met Trp Val éla Trp Glu Glu Ile ?gg Asn Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile g%y Ser Leu Leu Asp

<210> 160
211> 29
<212> PRT
<213> Artificial sequence

<220>
<223> Engineered EGFR binding polypeptide

<400> 160
?lu Met Trp Asp éla Trp Asp Glu Ile ?Bg Tyr Leu Pro Asn %gu Asn

Gly Trp Gln gge Thr Ala Phe Ile Q%a Ser Leu Leu Asp

<210> 161

211> 29

212> PRT

<213> Artificial sequence

220>
<223> Engineered EGFR binding polypeptide

<400> 161
?lu Leu Trp Gly éla Trp Asp Glu Ile ?gg Tyr Leu Pro Asn %gu Asn

Gly Trp Gln ggt Thr Ala Phe Ile é%a Ser Leu Leu Asp

<210> 162

211> 29

<212> PRT

<213> Artificial sequence

<220>
<223> Engineered EGFR binding polypeptide

<400> 162
Glu Ser Trp Asn Ala Val Lys Glu Ile Gly Glu Leu Pro Asn Leu Asn
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1 5 10 15

Trp Gly Gln ééa Asp Ala Phe Ile ggn Ser Leu Trp Asp

<210> 163
211> 29
<212> PRT
<213> Artificial sequence

<220>
<223> Engineered EGFR binding polypeptide

<400> 163
glu Ser His Glu gal Trp Gln Glu Ile ?Bg Ser Leu Pro Asn %gu Asn

Gly Trp Gln %Su Thr Ala Phe Ile égn Ser Leu Leu Asp

<210> 164

<211> 58

<212> PRT.

<213> Artificial sequence

<2200
<223> Engineered EGFR binding polypeptide

<400> 164
¥a1 Asp Asn Lys ghe Asn Lys Glu Trp §8r Ala Ala Ala Ser ?%u Ile

Ser Gly Leu Pro Asn Leu Asn Lys Leu Gln Ala Phe Ala Phe Ile Val
20 25 30
Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 165

<211> 58

<212> PRT

<213> Artificial sequence

220>
<223> Engineered EGFR binding polypeptide

<400> 165

Val Asp Asn Lys Phe Asn Lys Glu Met Leu Ile Ala Met Glu Glu Ile
1 5 10 15

Gly Ser Leu ggo Asn Leu Asn Trp g%y Gln Glu Gln Ala gge Ile Leu

Ser Leu Trp Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45

Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55
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<210> 166

<211> 58

{212> PRT.

<213> Artificial sequence

220> )
<223> Engineered EGFR binding polypeptide

400> 166
¥a1 Asp Asn Lys ghe Asn Lys Glu Thr géy Ala Ala Met Arg ?%u Ile

Asn Asp Leu Pro Asn Leu Asn Asn Leu Gln Phe Phe Ala Phe Ile Val
20 25 30
Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

210> 167

211> 58

<212> PRT. _

(213> Artificial sequence

<220>
<223> Engineered EGFR binding polypeptide

<400> 167
¥a1 Asp Asn Lys ghe Asn Lys Glu Phe {5r Ala Ala Ile Thr ?%u Ile

Asn Arg Leu Pro Asn Leu Asn Gly Trp Gln Met Val Ala Phe Ile Ser
20 25 30
Ser Leu Ser Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 168

{211> 58

212> PRT

<213> Artificial sequence

220>
<{223> Engineered EGFR binding polypeptide

<400> 168

Val Asp Asn Lys Phe Asn Lys Glu His Ala Lys Ala Met Trp Glu Ile

1 5 10 15

Gly Asn Leu Pro Asn Leu Asn Leu Val Gln Leu Ala Ala Phe Ile Phe
20 25 30

Ser Leu Arg Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45

Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55
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210> 169

<211> 58

<212> PRT

<213> Artificial sequence

<220>
<223> Engineered EGFR binding polypeptide

400> 169
¥a1 Asp Asn Lys ghe Asn Lys Glu Ser %gu Ala Ala Ser Val ?éu Ile

Ser His Leu Pro Asn Leu Asn Gly Ser Gln Cys Lys Ala Phe Ile Arg
20 25 30
Ser Leu Met Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gin Ala Pro Lys
50 55

210> 170

211> 58

<212> PRT )

<213> Artificial sequence

<2200
<223> Engineered EGFR binding polypeptide

<400> 170
¥al Asp Asn Lys ghe Asn Lys Glu Leu ?6” Lys Ala Tyr Asn ?éu Ile

Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 171

<211> 58

<212> PRT

<213> Artificial sequence

<2207 )
<223> Engineered EGFR binding polypeptide

<400> 171
¥a1 Asp Asn Lys ghe Asn Lys Glu Ala Q%a Pro Ala Trp Thr ?%u Ile
Val Arg Leu ggo Asn Leu Asn Arg g%y Gln Lys Gln Ala gge Ile Val

Ser Leu His Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45

Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55
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210> 172

<211> 58

212> PRT.

213> Artificial sequence

220> )
<223> Engineered EGFR binding polypeptide

400> 172
Yal Asp Asn Lys ghe Asn Lys Glu Leu ¥6p Ile Ala Thr Ser ?éu 1le

Val Glu Leu Pro Asn Leu Asn Met His Gln Gly Val Ala Phe Ile Arg
20 25 30
Ser Leu Leu Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

210> 173
211> 58
<212> PRT
<{213> Artificial sequence

220>
<223> Engineered EGFR binding polypeptide

<400> 173
Yal Asp Asn Lys ghe Asn Lys Glu Val ?6n Asn Ala Val Ala ?%u Ile

Val Lys Leu Pro Asn Leu Asn Gly Trp Gln Ser Thr Ala Phe lle Ala
20 25 30
Ser Leu Ser Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

210> 174

<211> 58

<212> PRT )

<213> Artificial sequence

<220
<{223> Engineered EGFR binding polypeptide

<400> 174
¥a1 Asp Asn Lys ghe Asn Lys Glu Tyr ?éu Glu Ala Trp Asn ?%U Ile
Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45

Lys Lys Leu Asn Asp Ala Gln Ala Pro lys
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50

<210>
<2117
<212>
213>

<2207
223>

<400>

55
175
58
PRT
Artificial sequence

Engineered EGFR binding polypeptide
175

Yal Asp Asn Lys ghe Asn Lys Glu Ile ?éu Arg Ala Met Gln ?%U Ile

Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30

Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45

Lys Lys Leu Asn Asp Ala Gin Ala Pro Lys
50 55

<2107
211>
212>
213>

<220>
223>

<400>

176
58
PRT
Artificial sequence

Engineered EGFR binding polypeptide
176

¥a1 Asp Asn Lys ghe Asn Lys Glu Val ?6” Thr Ala Trp Met ?%u Ile

Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe lle Ala
20 25 30

Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45

Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210>
211>
212>
213>

<220>
223>

<400>

177

58

PRT

Artificial sequence

Engineered EGFR binding polypeptide
177

¥a1 Asp Asn Lys ghe Asn Lys Glu Thr ?éu Thr Ala Ile Gln ?%u Ile

Arg Ser Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30

Ser Leu Phe Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
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Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 178

<211> 58

<212> PRT

<213> Artificial sequence

<2207 i
<223> Engineered EGFR binding polypeptide

<400> 178
¥al Asp Asn Lys ghe Asn Lys Glu Thr ?Sp Arg Ala Val Glu ?%u Ile

Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Phe Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 179

<211> 58

{212> PRT .

<213> Artificial sequence

220> )
<223> Engineered EGFR binding polypeptide

<400> 179
¥a1 Asp Asn Lys ghe Asn Lys Glu Met {Sp Arg Ala Trp Glu ?%u Ile

Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe 1le Ala
20 25 30
Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 180
211> 58

<212> PRT |

<213> Artificial sequence

220>
<223> Engineered EGFR binding polypeptide

<400> 180
Yal Asp Asn Lys ghe Asn Lys Glu Ser ?én Asp Ala Trp Glu géu Ile

Arg Ser Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30

Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
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Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 181

<211> 58

<212> PRT.

<213> Artificial sequence

220> )
<223> Engineered EGFR binding polypeptide

<400> 181
Yal Asp Asn Lys ghe Asn Lys Glu Arg ?6u Glu Ala Ile Lys ?%u Ile

His Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe 1le Ala
20 25 30
Ser Leu Phe Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

210> 182

<211> 58

<212> PRT

<213> Artificial sequence

220>
<223> Engineered EGFR binding polypeptide

<400> 182
¥al Asp Asn Lys ghe Asn Lys Glu Ser {gp Glu Ala Trp His ?%u Ile

Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe 1le Ala
20 25 30
Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 183
211> b8

212> PRT

<213> Artificial sequence

220>
{223> Engineered EGFR binding polypeptide

<400> 183
¥31 Asp Asn Lys ghe Asn Lys Glu Leu ¥6r Asp Ala Met Ile ?%u Ile

Asn His Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30

Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
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Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 184

<211> 58

<212> PRT.

<213> Artificial sequence

<2207 ]
<223> Engineered EGFR binding polypeptide

<400> 184
Yal Asp Asn Lys ghe Asn Lys Glu Thr ?Sp Lys Ala Val Gln ?%u Ile

His Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Phe Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys L5s Leu Asn Asp Ala Gln Ala Pro Lys
5 55

<210> 185

<211> 58

<212> PRT.

<213> Artificial sequence

<220>
<223> Engineered EGFR binding polypeptide

<400> 185
¥a1 Asp Asn Lys ghe Asn Lys Glu Gln ¥81 Arg Ala Trp Glu ?%u 1le

Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 186

<211> 58

<212> PRT .

<213> Artificial sequence

<2207
<223> Engineered EGFR binding polypeptide

<400> 186

Val Asp Asn Lys Phe Asn Lys Glu Leu Trp Gly Ala Trp Glu Glu Ile
1 5 10 15

His Asn Leu 560 Asn Leu Asn Gly ggp Gln Met Thr Ala gge Ile Ala

Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
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35 40 45

Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 187
<211> 58
<212> PRT
<213> Artificial sequence

220>
<{223> Engineered EGFR binding polypeptide

<400> 187
Yal Asp Asn Lys ghe Asn Lys Glu Arg ?gp Ala Ala Trp Glu ?%u Ile

Arg His Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe lle Ala
20 25 30
Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 188

211> 58

<212> PRT )

<213> Artificial sequence

<2205 .
<223> Engineered EGFR binding polypeptide

400> 188
¥a1 Asp Asn Lys ghe Asn Lys Glu Val qge Pro Ala Leu Gln ?%u Ile

Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Phe Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 189

<211> 58

212> PRT

<213> Artificial sequence

<220>
<223> Engineered EGFR binding polypeptide

<400> 189
¥a1 Asp Asn Lys ghe Asn Lys Glu Val ?%u Met Ala Thr Gln ?%u Ile

Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
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Ser Leu Phe Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 190

<211> 58

212> PRT

<213> Artificial sequence

220> .
<223> Engineered EGFR binding polypeptide

<400> 190
¥a1 Asp Asn Lys ghe Asn Lys Glu Leu ¥5r Gln Ala Met Asp ?%u Ile

Arg Ser Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lss Leu Asn Asp Ala Gln Ala Pro Lys
5 55

<210> 191
<211> 58
<212> PRT
<213> Artificial sequence

220> )
<223> Engineered EGFR binding polypeptide

<400> 191
Yal Asp Asn Lys ghe Asn Lys Glu Ala ¥8r Glu Ala Trp Asp ?%u Ile

Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 192

<211> 58

<212> PRT

<213> Artificial sequence

{2207
<223> Engineered EGFR binding polypeptide

<400> 192
Yal Asp Asn Lys ghe Asn Lys Glu Val ?%u Trp Ala Leu Gln ?%u Ile

Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30

103



200680052351. 0

}“?

5 & H49/1000

Ser Leu Phe Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 193

<211> 58

<212> PRT

<213> Artificial sequence

<2200
<223> Engineered EGFR binding polypeptide

<400> 193
¥a1 Asp Asn Lys ghe Asn Lys Glu Val ?Sr Pro Ala Leu Glu ?%u Ile

Arg Ser Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Phe Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 194

<211> 58

<212> PRT

<213> Artificial sequence

<220> )
<223> Engineered EGFR binding polypeptide

<400> 194
¥a1 Asp Asn Lys ghe Asn Lys Glu Arg ?%u Arg Ala Ile Glu ?%u Ile

His Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Phe Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 195

<211> 58

<212> PRT

<213> Artificial sequence

<2200 ) )
<223> Engineered EGFR binding polypeptide

<400> 195
¥al Asp Asn Lys ghe Asn Lys Glu Ala ?%u Ser Ala Trp Asn ?%u Ile

His Asn Leu ggo Asn Leu Asn Gly %gp Gln Met Thr Ala gge Ile Ala
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Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 196

<211> 58

<212> PRT

<213> Artificial sequence

220>
<223> Engineered EGFR binding polypeptide

<400> 196
¥al Asp Asn Lys ghe Asn Lys Glu Phe ¥6p Trp Ala Ser Asp ?%u Ile

Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Ala Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

210> 197

<211> 58

<212> PRT

213> Artificial sequence

<2207
<223> Engineered EGFR binding polypeptide

<400> 197
¥a1 Asp Asn Lys ghe Asn Lys Glu Met ¥6p Ser Ala Trp Glu ?%u Ile

His Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 198

<211> 58

212> PRT

<213> Artificial sequence

220>
<223> Engineered EGFR binding polypeptide

<400> 198
¥a1 Asp Asn Lys ghe Asn Lys Glu His ¥5p Asn Ala Met His ?%u Ile

Arg Ser Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
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20 25 30

Ser Leu Phe Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 199

<211> 58

<212 PRT

<213> Artificial sequence

<2207
<223> Engineered EGFR binding polypeptide

<400> 199
¥a1 Asp Asn Lys ghe Asn Lys Glu Val géu Lys Ala Trp Ser ?%u Ile

Arg Ser Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 200

<211> 58

<212> PRT

<213> Artificial sequence

<220> ) )
<223> Engineered EGFR binding polypeptide

<400> 200
¥a1 Asp Asn Lys ghe Asn Lys Glu Arg géu Lys Ala Trp Met ?%u Ile

Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gin Ala Pro Lys
50 55

<210> 201

(211> 58

<212> PRT )

<213> Artificial sequence

220> ) )
<223> Engineered EGFR binding polypeptide

<400> 201
¥a1 Asp Asn Lys ghe Asn Lys Glu Met {gp Ser Ala Trp Ser ?%u Ile
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His Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

210> 202

<211> 58

212> PRT ]

<213> Artificial sequence

220>
<223> Engineered EGFR binding polypeptide

400> 202
Yal Asp Asn Lys ghe Asn Lys Glu Met ¥6p Ser Ala Trp Ala ?%u Ile

Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 203

<211> 58

<212> PRT

<213> Artificial sequence

<220> )
<223> Engineered EGFR binding polypeptide

<400> 203
¥a1 Asp Asn Lys ghe Asn Lys Glu Arg ?gr Leu Ala Ile Arg ?%u Ile

His Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Phe Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 204

211> 58

212> PRT

<213> Artificial sequence

220>
<223> Engineered EGFR binding polypeptide

<400> 204
¥a1 Asp Asn Lys ghe Asn Lys Glu Arg ?gp Thr Ala Ile Ser ?%u Ile
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Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Phe Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 205

<211> 58

212> PRT

<213> Artificial sequence

220> )
<223> Engineered EGFR binding polypeptide

<400> 205
¥al Asp Asn Lys ghe Asn Lys Glu Met ¥6p Ala Ala Trp Gly %%u Ile

His Ser Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

210> 206

211> 58

<212> PRT

<213> Artificial sequence

220> _
<223> Engineered EGFR binding polypeptide

<400> 2086
¥a1 Asp Asn Lys ghe Asn Lys Glu Arg ?Sp Thr Ala Ile Tyr ?%u Ile

Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Phe Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

210> 207

<211> 58

<212> PRT _ |

<213> Artificial sequence

220> )
<223> Engineered EGFR binding polypeptide

<400> 207
Yal Asp Asn Lys ghe Asn Lys Glu Pro {gp Leu Ala Trp Ala ?%u Ile
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Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 208

<211> 58

212> PRT

<213> Artificial sequence

220>
<223> Engineered EGFR binding polypeptide

<400> 208
Yal Asp Asn Lys ghe Asn Lys Glu Met ¥6p Asp Ala Trp Glu ?%u Ile

His Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe lle Ala
20 25 30
Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 209

<211> 58

<212> PRT

<213> Artificial sequence

220> )
<223> Engineered EGFR binding polypeptide

<400> 209
Yal Asp Asn Lys ghe Asn Lys Glu Asp ¥8t Glu Ala Val Asp géu Ile

Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Phe Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

210> 210

<211> 58

<212> PRT

<213> Artificial sequence

220>
<223> Engineered EGFR binding polypeptide

<400> 210
Val Asp Asn Lys Phe Asn Lys Glu Ala Glu His Ala Trp Glu Glu Ile
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Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Jle Ala
20 25 30
Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

210> 211

<211> 58

212> PRT )

<213> Artificial sequence

<220> )
<223> Engineered EGFR binding polypeptide

<400> 211
¥a1 Asp Asn Lys ghe Asn Lys Glu Leu {gp Ile Ala Trp Asp ?%u Ile

Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 212

<211> 58

212> PRT

<213> Artificial sequence

220> .
<{223> Engineered EGFR binding polypeptide

<400> 212
¥a1 Asp Asn Lys ghe Asn Lys Glu Met ?gp Asn Ala Trp Ser ?%u Ile

Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 213

<211> 58

<212> PRT .

<213> Artificial sequence

220>
{223> Engineered EGFR binding polypeptide

<400> 213
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¥al Asp Asn Lys ghe Asn Lys Glu Ile ?Sn Ser Ala Ile Gly ?%u Ile
His Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Phe Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 214
211> 58
<212> PRT
<213> Artificial sequence

<220>
<223> Engineered EGFR binding polypeptide

<400> 214
Yal Asp Asn Lys ghe Asn Lys Glu Met ¥6p Arg Ala Trp Glu ?%u Ile

His Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 215

<211> 58

<212> PRT. )

<213> Artificial sequence

220> ) )
{223> Engineered EGFR binding polypeptide

<400> 215
¥a1 Asp Asn Lys ghe Asn Lys Glu Ser {gp Lys Ala Trp Glu ?%u Ile

Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 216

<211> 58

{212> PRT

<213> Artificial sequence

220> )
<223> Engineered EGFR binding polypeptide

400> 216
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Yal Asp Asn Lys ghe Asn Lys Glu Thr ?6u Trp Ala Ile Gln ?%u Ile
Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Phe Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

210> 217
<211> 58
<212> PRT
<213> Artificial sequence

220>
<223> Engineered EGFR binding polypeptide

<400> 217
¥al Asp Asn Lys ghe Asn Lys Glu Ala ?%u Phe Ala Trp Thr ?%u Ile

Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 218
<211> 58

<212> PRT .

<213> Artificial sequence

220> )
<223> Engineered EGFR binding polypeptide

<400> 218
¥a1 Asp Asn Lys ghe Asn Lys Glu Leu %gu Val Ala Met Leu ?%u Ile

Asn His Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 219

<211> 58

<212> PRT.

<213> Artificial sequence

<220
223> Engineered EGFR binding polypeptide
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400> 219
Yal Asp Asn Lys ghe Asn Lys Glu Arg ?Sp Phe Ala Ile Asp ?%u Ile

His Ser Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Phe Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys L5S Leu Asn Asp Ala Gln Ala Pro Lys
5 55

210> 220

<211> 58

<212> PRT

<213> Artificial sequence

<220>
<223> Engineered EGFR binding polypeptide

<400> 220
¥al Asp Asnh Lys ghe Asn Lys Glu Met ¥6p Ile Ala Trp Glu ?éu Ile

Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 221

<211> 58

<212> PRT

<213> Artificial sequence

220> o ]
<223> Engineered EGFR binding polypeptide

<400> 221
¥a1 Asp Asn Lys ghe Asn Lys Glu Ser ?Sn Ser Ala Trp Gln ?%u Ile

Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 222

<211> 58

212> PRT

<213> Artificial sequence

<2267 )
<223> Engineered EGFR binding polypeptide
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<400> 222
¥a1 Asp Asn Lys ghe Asn Lys Glu Val ¥5p Thr Ala Trp Glu ?%u Ile

His Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 223

<211> 58

<212 PRT

<213> Artificial sequence

<220>
<223> Engineered EGFR binding polypeptide

<400> 223
Yal Asp Asn Lys ghe Asn Lys Glu Pro ¥6p Met Ala Trp Asp ?%u Ile

Arg Ser Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 224
<211> 58

<212> PRT

<213> Artificial sequence

220> ) .
<223> Engineered EGFR binding polypeptide

<400> 224
¥a1 Asp Asn Lys ghe Asn Lys Glu Arg QSp Gly Ala Ile Gln ?%u Ile

Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Phe Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 225

<211> 58

<212> PRT |

<213> Artificial sequence

<220>
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<223> Engineered EGFR binding polypeptide
<400> 225

¥a1 Asp Asn Lys ghe Asn Lys Glu Lys ¥6p Thr Ala Trp Glu ?%u Ile
Arg Ser Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe lle Ala
20 25 30
Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

210> 226
{211> 58
<212> PRT
<213> Artificial sequence

<220>
<223> Engineered EGFR binding polypeptide

<400> 226
¥a1 Asp Asn Lys ghe Asn Lys Glu Met {6p His Ala Trp Asp ?%u Ile

Arg His Leu Pro Asn Leu Ash Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

210> 227

<211> 58

<212> PRT

<213> Artificial seguence

220>
<223> Engineered EGFR binding polypeptide

<400> 227
Val Asp Asn Lys Phe Asn Lys Glu Val Asp Gln Ala Val Ala Glu Ile
1 5 10 15
Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Phe Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45

Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
56 P 55

210> 228

<211> b8

<212> PRT

<213> Artificial sequence
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<220>
<223> Engineered EGFR binding polypeptide

<400> 228
¥a1 Asp Asn Lys ghe Asn Lys Glu Arg ¥5r Trp Ala Ile Glu ?%u Ile

Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Phe Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 229

<211> 58

<212> PRT

<213> Artificial sequence

220>
<223> Engineered EGFR binding polypeptide

<400> 229
¥a1 Asp Asn Lys ghe Asn Lys Glu Arg ?%u Glu Ala Ile Ser %%u 1le

His Ser Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Phe Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 230
<211> 58
<212> PRT
<213> Artificial sequence

<2207 .
<223> Engineered EGFR binding polypeptide

<400> 230
¥a1 Asp Asn Lys ghe Asn Lys Glu Met ?%u Trp Ala Trp Gln ?%u Ile

Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 231

<211> 58

<212> PRT

<213> Artificial sequence
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<2207
<223> Engineered EGFR binding polypeptide

400> 231
¥al Asp Asn Lys ghe Asn Lys Glu Val ?6u Pro Ala Ile Arg 9%u Ile

His Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Phe Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

210> 232

<211> 58

<212> PRT

<213> Artificial sequence

<220>
223> Engineered EGFR binding polypeptide

<400> 232
¥al Asp Asn Lys ghe Asn Lys Glu Gln ?Sp Glu Ala Val Lys ?%u Ile

Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Phe Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 233

<211> 58

<212> PRT

<213> Artificial sequence

220>
<223> Engineered EGFR binding polypeptide

<400> 233
¥al Asp Asn Lys ghe Asn Lys Glu Ala ?gp Ser Ala Trp Thr ?%u Ile

Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 234
<2117 38
<212> PRT
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<213> Artificial sequence

220>
<223> Engineered EGFR binding polypeptide

<400> 234
¥al Asp Asn Lys ghe Asn Lys Glu Thr ?gp Tyr Ala 1le Gly ?éu Ile

His Ser Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Phe Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 235
211> 58

212> PRT

<213> Artificial sequence

220> )
<223> Engineered EGFR binding polypeptide

<400> 235
Yal Asp Asn Lys ghe Asn Lys Glu Ala qu Lys Ala Val Gln ?%u Ile

Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Phe Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 236

211> 58

<212> PRT

<213> Artificial sequence

<220> .
<223> Engineered EGFR binding polypeptide

<400> 236
¥al Asp Asn Lys ghe Asn Lys Glu Thr Qgp Lys Ala Val Gln ?%u Ile
Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Phe Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45

Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 237
211> 58
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<212> PRT
<213> Artificial sequence

220>
<223> Engineered EGFR binding polypeptide

<400> 237
¥a1 Asp Asn Lys ghe Asn Lys Glu Leu {Bp Ala Ala Trp Ser ?%u Ile

Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 238

<211> 58

<212> PRT

<213> Artificial sequence

<220>
<223> Engineered EGFR binding polypeptide

<400> 238
Val Asp Asn Lys Phe Asn Lys Glu Ala Trp Ala Ala Trp Ser Glu Ile
1 5 10 15
Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45

Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 239
<211> 58

<212> PRT

<213> Artificial sequence

<220> ) )
<223> Engineered EGFR binding polypeptide

<400> 239

¥a1 Asp Asn Lys ghe Asn Lys Glu Val ?Sp Arg Ala Val Val ?%u Ile
Arg Ser Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala

20 25 30
Ser Leu Phe Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
Y 56 P 55

210> 240
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<211> 58
<212> PRT
<213> Artificial sequence

220>
223> Engineered EGFR binding polypeptide

<400> 240
¥a1 Asp Asn Lys ghe Asn Lys Glu Ala géu Ser Ala Ile Glu ?%u Ile

His Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Phe Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 241
<211> 58

<212> PRT

<213> Artificial sequence

<2207
<223> Engineered EGFR binding polypeptide

<400> 241
¥a1 Asp Asn Lys ghe Asn Lys Glu Leu ?%y Gly Ala Val Asn ?%u Ile

Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Phe Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 242

<211> 58

<212> PRT

<213> Artificial sequence

<220>
<223> Engineered EGFR binding polypeptide

<400> 242

Val Asp Asn Lys Phe Asn Lys Glu Val Asp Thr Ala Ile Trp Glu Ile

1 5 10 15

Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30

Ser Leu Phe Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45

Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55
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<210> 243

211> 58

<212> PRT.

<213> Artificial sequence

<220> )
<223> Engineered EGFR binding polypeptide

<400> 243
¥a1 Asp Asn Lys ghe Asn Lys Glu Leu ?%a Asn Ala Phe Asp ?%u 1le

His Arg Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

210> 244
211> 58
<212> PRT
<213> Artificial sequence

220>
<223> Engineered EGFR binding polypeptide

400> 244
¥al Asp Asn Lys ghe Asn Lys Glu Phe ?gg Arg Ala Ser Asp ?%u Ile

Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Ala Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 245

<211> 58

<212> PRT.

<213> Artificial sequence

<2202
<223> Engineered EGFR binding polypeptide

<400> 245

¥a1 Asp Asn Lys ghe Asn Lys Glu Ile ?%u Lys Ala Ile Arg ?%u Ile

His Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30

Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45

Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55
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{210> 246

<211> 58

<212> PRT

<213> Artificial sequence

{2207 )
<223> Engineered EGFR binding polypeptide

<400> 246
¥a1 Asp Asn Lys ghe Asn Lys Glu Met ¥6p Glu Ala Trp Asp ?%u Ile

His Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Yal Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 247
<211> 58
<212> PRT
<213> Artificial sequence

<2207
<223> Engineered EGFR binding polypeptide

<400> 247
Yal Asp Asn Lys ghe Asn Lys Glu Ser %65 Trp Ala Trp Glu ?%u Ile

Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

210> 248

<211> 58

212> PRT

<213> Artificial sequence

220>
{223> Engineered EGFR binding polypeptide

<400> 248

Val Asp Asn Lys Phe Asn Lys Glu Met Trp Arg Ala Trp Glu Glu Ile
1 5 10 15

His Asn Leu ggo Asn Leu Asn Gly ggp G1ln Met Thr Ala gge Ile Ala

Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45

Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55
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<210> 249

<211> 58

<212> PRT

<213> Artificial sequence

<220> )
<223> Engineered EGFR binding polypeptide

<400> 249
Yal Asp Asn Lys ghe Asn Lys Glu Ile ?gp Pro Ala Leu Gln ?%u 1le

Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Phe Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 250

<211> 58

212> PRT

<213> Artificial sequence

<2200
<223> Engineered EGFR binding polypeptide

<400> 250
¥a1 Asp Asn Lys ghe Asn Lys Glu Met {gp Ala Ala Trp Glu ?%u Ile

Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Jle Ala
20 25 30
Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 251
<211> 98

212> PRT

<213> Artificial sequence

220>
<223> FEngineered EGFR binding polypeptide

<400> 251

Val Asp Asn Lys Phe Asn Lys Glu Lys Tyr Trp Ala Val Asp Glu Ile

1 5 10 15

Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30

Ser Leu Phe Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45

Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
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50 55

<210> 252

<211> 58

<212> PRT

<213> Artificial sequence

<220> i
<223> Engineered EGFR binding polypeptide

400> 252
¥a1 Asp Asn Lys ghe Asn Lys Glu His {Sp Ala Ala Trp His ?%u Ile

Arg Ser Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 253

211> 58

<212> PRT

<213> Artificial sequence

220>
<223> Engineered EGFR binding polypeptide

<400> 253
Val Asp Asn Lys Phe Asn Lys Glu Tyr Gln Thr Ala Trp Lys Glu Ile
1 5 10 15

Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 254

<211> 58

212> PRT .

<213> Artificial sequence

220>
<223> Engineered EGFR binding polypeptide

<400> 254
Yal Asp Asn Lys ghe Asn Lys Glu Thr ?Sp Arg Ala 1le Lys ?%u Ile

His Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30

Ser Leu Phe Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
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Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 255

<211> 58

<212> PRT

<213> Artificial sequence

<220> )
<223> Engineered EGFR binding polypeptide

<400> 255
¥a1 Asp Asn Lys ghe Asn Lys Glu Met Igp Asn Ala Trp His ?%u Ile

Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 256

<211> 58

<212> PRT.

<213> Artificial sequence

<220>
<223> Engineered EGFR binding polypeptide

<400> 256
¥a1 Asp Asn Lys ghe Asn Lys Glu Pro {gp Val Ala Trp Asn ?%u Ile

Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 257

<211> 58

212> PRT

<213> Artificial sequence

220>
<223> Engineered EGFR binding polypeptide

<400> 257
¥a1 Asp Asn Lys ghe Asn Lys Glu Leu }66 Gly Ala Tyr Asp ?%u Ile

Arg Ser Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe 1le Ala
20 25 30

Ser Leu Ala Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
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Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 258
<211> 58

<212> PRT.

<213> Artificial sequence

220>
<223> Engineered EGFR binding polypeptide

<400> 258
Yal Asp Asn Lys ghe Asn Lys Glu Arg ?gp Tyr Ala Leu Trp ?%u Ile

Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Phe Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 259

<211> 58

<212> PRT .

<213> Artificial sequence

<220>
(223> Engineered EGFR binding polypeptide

<400> 259
¥a1 Asp Asn Lys ghe Asn Lys Glu Thr gén Asp Ala Trp Asp ?%u Ile

Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 260

<211> 58

<212> PRT

<213> Artificial sequence

2207 ]
<223> Engineered EGFR binding polypeptide

<400> 260
¥a1 Asp Asn Lys ghe Asn Lys Glu Met ¥6p Glu Ala Trp Gly ?%u Ile

His Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30

Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
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Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 261

<211> 58

<212> PRT

<213> Artificial sequence

<220> )
<223> Engineered EGFR binding polypeptide

<400> 261
Yal Asp Asn Lys ghe Asn Lys Glu Met ¥6p Ser Ala Trp His ?%u Ile

Arg Ser Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gin Ala Pro Lys
50 55

210> 262

<211> 58

<212> PRT

<213> Artificial sequence

220>
<223> Engineered EGFR binding polypeptide

<400> 262
¥a1 Asp Asn Lys ghe Asn Lys Glu Leu {69 Gln Ala Trp Gly ?%u Ile

Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

210> 263

211> 58

212> PRT

<213> Artificial sequence

220>
<223> Engineered EGFR binding polypeptide

<400> 263

Val Asp Asn Lys Phe Asn Lys Glu Val Glu Arg Ala Trp Asn Glu Ile

1 5 10 15

Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30

Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
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35 40 45

Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 264

<211> 58

<212> PRT

<213> Artificial sequence

220>
<223> Engineered EGFR binding polypeptide

<400> 264
¥a] Asp Asn Lys ghe Asn Lys Glu Met ¥6p Glu Ala Trp Gly ?%u Ile

Arg Ser Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe lle Ala
20 25 30
Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 265

<211> 58

<212> PRT

<213> Artificial sequence

<2200
<223> Engineered EGFR binding polypeptide

<400> 265
¥al Asp Asn Lys ghe Asn Lys Glu Arg {gr Gln Ala Ile Arg ?%u Ile

His Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Phe Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys L5s Leu Asn Asp Ala Gln Ala Pro Lys
5 55

<210> 266

<211> 58

{212> PRT

<213> Artificial sequence

220>
<{223> Engineered EGFR binding polypeptide

<400> 266
¥a1 Asp Asn Lys ghe Asn Lys Glu Thr ?6“ Glu Ala Trp Glu ?%u Ile

His Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
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Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 267
211> 58

<212> PRT

<213> Artificial sequence

<220>
223> Engineered EGFR binding polypeptide

<400> 267
Yal Asp Asn Lys ghe Asn Lys Glu Ala ?6u Thr Ala Trp Ser ?%u Ile

Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 268

<211> 58

<212> PRT. .

<213> Artificial sequence

220> .
<223> Engineered EGFR binding polypeptide

<400> 268
¥a1 Asp Asn Lys ghe Asn Lys Glu Met ¥6p Cys Ala Trp Asn ?%u Ile

Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

210> 269
<211> 58
<212> PRT
<213> Artificial sequence

<220> ) )
<223> Engineered EGFR binding polypeptide

<400> 269
¥a1 Asp Asn Lys ghe Asn Lys Glu Arg ?gp Tyr Ala Ile Glu ?%u Ile

His Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
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Ser Leu Phe Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 270

<211> 58

<212> PRT

<213> Artificial sequence

220>
<223> Engineered EGFR binding polypeptide

€400> 270
¥a] Asp Asn Lys ghe Asn Lys Glu Met ¥6p Ser Ala Trp Asp ?%u Ile

His Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

210> 271

<211> 58

<212> PRT

<213> Artificial sequence

220> .
<223> Engineered EGFR binding polypeptide

400> 271
¥al Asp Asn Lys Ehe Asn Lys Glu Met ¥gp Thr Ala Trp His ?%u Ile

His Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gin Ala Pro Lys
50 55

210> 272

<211> 5B

<212> PRT

<213> Artificial sequence

<2200
<223> Engineered EGFR binding polypeptide

<400> 272
¥a1 Asp Asn Lys ghe Asn Lys Glu Thr ?gp Arg Ala Val Arg ?éu Ile

Arg Asn Leu 560 Asn Leu Asn Gly ggp Gln Met Thr Ala gge Ile Ala
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Ser Leu Phe Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 273

<211> 58

<212> PRT

<213> Artificial sequence

<220> )
<223> Engineered EGFR binding polypeptide

<400> 273
¥al Asp Asn Lys ghe Asn Lys Glu Thr ¥6p Arg Ala Trp His ?éu 1le

Arg Ser Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 274

<211> 58

<212> PRT )

<213> Artificial sequence

220> )
223> Engineered EGFR binding polypeptide

<400> 274
¥al Asp Asn Lys ghe Asn Lys Glu Met ¥6p Leu Ala Trp Gln ?%u Ile

Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 275

<211> 58

<212> PRT

<213> Artificial sequence

220>
223> Engineered EGFR binding polypeptide

<400> 275
¥al Asp Asn Lys ghe Asn Lys Glu Val ?Sp Tyr Ala Ile Gln ?%u 1le

His Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
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20 25 30

Ser Leu Phe Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 276
<211> 58
<212> PRT
<213> Artificial sequence

220>
<223> Engineered EGFR binding polypeptide

<400> 276
¥a1 Asp Asn Lys ghe Asn Lys Glu Met ?%u Ser Ala Trp Ile ?%u Ile

Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

210> 277

<211> 58

<212> PRT

<213> Artificial sequence

220> .
<223> Engineered EGFR binding polypeptide

<400> 277
Yal Asp Asn Lys ghe Asn Lys Glu Thr ?éu Glu Ala Trp Glu ?%u Ile

Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe lle Ala
20 25 30
Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 278

<211> 58

<212> PRT

<213> Artificial sequence

220>
(223> Engineered EGFR binding polypeptide

<400> 278
¥al Asp Asn Lys ghe Asn Lys Glu Ser ?%u Ala Ala Leu Glin ?%u Ile
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Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Phe Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

210> 279

<211> 58

<212> PRT

<213> Artificial sequence

220>
<223> Engineered EGFR binding polypeptide

<400> 279
¥a1 Asp Asn Lys ghe Asn Lys Glu Phe ?ag Lys Ala Ser Asn ?%u Ile

Arg Ser Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Ala Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 280

211> 58

<212> PRT

<213> Artificial sequence

{2200 .
<223> Engineered EGFR binding polypeptide

<400> 280
Yal Asp Asn Lys ghe Asn Lys Glu Val ?%n Leu Ala Trp Asp ?%u Ile

Arg Ser Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 281

<211> 58

<212> PRT

{213> Artificial sequence

220>
<223> Engineered EGFR binding polypeptide

<400> 281
¥a1 Asp Asn Lys ghe Asn Lys Glu Ala §8p Arg Ala Trp Glu ?%u Ile
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Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 282

<211> B8

212> PRT

<213> Artificial sequence

220>
<223> Engineered EGFR binding polypeptide

<400> 282
¥a1 Asp Asn Lys ghe Asn Lys Glu Ile %%s Pro Ala Ile Arg ?%u Ile

His Ser Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Phe Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 283

<211> 58

<212> PRT .

<213> Artificial sequence

220> .
<223> FEngineered EGFR binding polypeptide

<400> 283
¥a1 Asp Asn Lys ghe Asn Lys Glu Leu ?Sp Gln Ala Ile Leu g%u Ile

His Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Phe Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 284

<211> 58

<212> PRT .

{213> Artificial sequence

220>
<223> Engineered EGFR binding polypeptide

<400> 284
¥a1 Asp Asn Lys ghe Asn Lys Glu Pro ¥6p Ile Ala Trp His ?%u Ile
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Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gin Ala Pro Lys
50 55

<210> 285
<211> 58
<212> PRT
<213> Artificial sequence

220>
<223> Engineered EGFR binding polypeptide

<400> 285
¥a1 Asp Asn Lys ghe Asn Lys Glu Arg ?Sp Val Ala Ile Thr ?%u Ile

His Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Phe Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 286
<211> 58

<212> PRT

<213> Artificial sequence

220> ) )
<223> Engineered EGFR binding polypeptide

<400> 286
¥a1 Asp Asn Lys ghe Asn Lys Glu Phe ?Sp Lys Ala Val Ser ?%u Ile

Arg Asn Leu Pro Asn Leu Asn Gly Trp Gin Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Phe Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 287

<211> 58

212> PRT

<213> Artificial sequence

<220>
<223> Engineered EGFR binding polypeptide

<400> 287
Val Asp Asn Lys Phe Asn Lys Glu Val Asp Val Ala Met Gln Glu Ile
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Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Phe Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 288

<211> 58

<212> PRT )

<213> Artificial sequence

220>
<223> Engineered EGFR binding polypeptide

<400> 288
Yal Asp Asn Lys ghe Asn Lys Glu Thr ?Sn Ala Ala Leu Glu ?éu Ile

Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Phe Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 289

<211> 58

<212> PRT .

<213> Artificial sequence

220>
<223> Engineered EGFR binding polypeptide

<400> 289
¥a1 Asp Asn Lys ghe Asn Lys Glu Ala ?%u Lys Ala Trp Glu ?%u Tle

His Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 290

<211> 58

<212> PRT |

<213> Artificial sequence

220>
<223> Engineered EGFR binding polypeptide

<400> 290
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¥a1 Asp Asn Lys ghe Asn Lys Glu Pro ygp Leu Ala Trp Ser ?%u Ile
Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 291
<211> 58
<212> PRT
<213> Artificial sequence

<220>
<223> Engineered EGFR binding polypeptide

<400> 291
¥a1 Asp Asn Lys ghe Asn Lys Glu Gly %gu Asn Ala Val Asn ?%u Ile

Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Phe Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 292
<211> 58

<212> PRT

<213> Artificial sequence

<220> ) )
<223> Engineered EGFR binding polypeptide

<400> 292
¥al Asp Asn Lys ghe Asn Lys Glu Trp ?6u Val Ala Met Glu ?%u Ile

Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Phe Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 293

<211> 58

<212 PRT

213> Artificial sequence

220> )
<223> Engineered EGFR binding polypeptide

<400> 293
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¥a1 Asp Asn Lys ghe Asn Lys Glu Val ?6u Ser Ala Trp Thr ?%u Ile
Arg Asn Leu Pro Asn Leu Asn Gly Trp GIn Met Thr Ala Phe 1le Ala
20 25 30
Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 294

<211> 58

<212> PRT

<213> Artificial sequence

<2200
<223> Engineered EGFR binding polypeptide

<400> 294
¥a1 Asp Asn Lys ghe Asn Lys Glu Thr ?Sp Arg Ala Trp Asp ?%u Iie

Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 295

<211> 58

<212> PRT

<213> Artificial sequence

220> .
<223> Engineered EGFR binding polypeptide

<400> 295
Yal Asp Asn Lys ghe Asn Lys Glu Arg ?%u Gln Ala Thr Glu ?%u Ile

Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Phe Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 296

<211> 58

<212> PRT

<213> Artificial sequence

220> ] .
<223> Engineered EGFR binding polypeptide
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<400> 296
¥a1 Asp Asn Lys ghe Asn Lys Glu Met g%u His Ala Trp Glu ?%u Ile

Arg Ser Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 297

<211> 58

212> PRT

<213> Artificial sequence

220>
<223> Engineered EGFR binding polypeptide

<400> 297
¥al Asp Asn Lys ghe Asn Lys Glu His ¥6p Asn Ala Leu His ?%u Ile

Arg Ser Leu Pro Asn Leu Asn Gly Gly Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Phe Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 298
<211> 58
212> PRT
<213> Artificial sequence

220> .
<223> Engineered EGFR binding polypeptide

<400> 298
Yal Asp Asn Lys ghe Asn Lys Glu Tyr ?éu Ala Ala Trp Asp ?%u Ile

Arg Asn Leu Pro Asn Leu Asn Gly Trp Gin Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 299

<211> 58

<212> PRT

<213> Artificial sequence

<220>
223> Engineered EGFR binding polypeptide
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<400> 299
¥al Asp Asn Lys ghe Asn Lys Glu Gly ?éu Met Ala Leu Gln ?%u Ile

Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Phe Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 300

<211> 58

212> PRT

<213> Artificial sequence

<2207 )
<223> Engineered EGFR binding polypeptide

<400> 300
¥al Asp Asn Lys ghe Asn Lys Glu Phe ?gg Trp Ala Ser Asp ?%u Ile

Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Ala Asp Asp Pro Ser GIn Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 301
<211> 58

<212> PRT

<213> Artificial sequence

<220>
<223> Engineered EGFR binding polypeptide

<400> 301
Yal Asp Asn Lys ghe Asn Lys Glu His ¥6p Asn Ala Leu His ?%u Ile

Arg Ser Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Phe Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 302
<211> 58

<212> PRT .

<213> Artificial sequence

<220>
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223>
<400>

Engineered EGFR binding polypeptide
302

Yal Asp Asn Lys ghe Asn Lys Glu Ile ?Sp Tyr Ala Ile Arg ?éu Ile

His Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30

Ser Leu Phe Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45

Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210>
<211>
212>
213>

<2207
223>

<400>

Artificial sequence

Engineered EGFR binding polypeptide
303

¥a1 Asp Asn Lys ghe Asn Lys Glu Leu %gu Gln Ala Met Leu ?%u Ile

Asn His Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30

Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45

Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210>
211>
212>
<213>

220>
<223>

<400>

Artificial sequence

Engineered EGFR binding polypeptide
304

¥a1 Asp Asn Lys ghe Asn Lys Glu Val ?Sn Pro Ala Leu Gln ?%u Ile

Arg Ser Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30

Ser Leu Phe Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45

Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 P 55

<2107
211>
212>
213>

305

58

PRT )

Artificial sequence
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220> )
<223> Engineered EGFR binding polypeptide

<400> 305
¥a1 Asp Asn Lys ghe Asn Lys Glu Leu %Su Ser Ala Met Leu ?%u Ile

Asn His Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 306

<211> 58

<212> PRT.

<213> Artificial sequence

<220> )
<223> Engineered EGFR binding polypeptide

<400> 306
¥a1 Asp Asn Lys ghe Asn Lys Glu Arg ?gp Glu Ala Ile Gln ?%u Ile

His Ser Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Phe Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gin Ala Pro Lys
50 55

<210> 307

<211> 58

212> PRT

<213> Artificial sequence

<2200
<223> Engineered EGFR binding polypeptide

<400> 307
¥a1 Asp Asn Lys ghe Asn Lys Glu Thr ?Sp Trp Ala Ile Gln ?%u Ile

Arg Ser Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe lle Ala
20 25 30
Ser Leu Phe Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 308

<211> 58

<212> PRT

<213> Artificial sequence
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220>
<223> Engineered EGFR binding polypeptide

<400> 308
¥a1 Asp Asn Lys ghe Asn Lys Glu Met géu Lys Ala Trp Val g%u Ile

Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe lle Ala
20 25 30
Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys L&s Leu Asn Asp Ala Gln Ala Pro Lys
5 55

<210> 309
<211> 58
<212> PRT
<213> Artificial sequence

220>
<223> Engineered EGFR binding polypeptide

<400> 309
¥a1 Asp Asn Lys ghe Asn Lys Glu Leu ?sp Asn Ala Ile Asp ?%u Ile

Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Phe Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 310

<211> 58

<212> PRT )

<213> Artificial sequence

<2200 .
<223> Engineered EGFR binding polypeptide

<400> 310
¥a1 Asp Asn Lys ghe Asn Lys Glu Met {Ep Ile Ala Trp Glu ?%u Ile
Arg Asp Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe 1le Ala
20 25 30
Ser Leu Leu Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45

Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 311
211> 58
<212> PRT

143



200680052351. 0 Pl &K 3HE89/100m

<213> Artificial seguence

<2207
<223> Engineered EGFR binding polypeptide

<400> 311
Yal Asp Asn Lys ghe Asn Lys Glu Met {gp Leu Ala Trp Gluv ?éu Ile

Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Leu Thr Ala Phe Ile Ala
20 25 30
Ser Leu Leu Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 312
<211> 58
<212> PRT
<213> Artificial sequence

<220>
<223> Engineered EGFR binding polypeptide

<400> 312
Yal Asp Asn Lys ghe Asn Lys Glu Met }6p Ser Ala Trp Asp ?%u Ile

Arg Ala Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ser
20 25 30
Ser Leu Leu Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 313
<211> 58

<212> PRT.

<213> Artificial sequence

<220> . .
<223> Engineered EGFR binding polypeptide

<400> 313
Val Asp Asn Lys Phe Asn Lys Glu Met Trp Asn Ala Trp Asn Glu Ile
1 5 10 15
Arg Asp Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Leu Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45

Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 314
<211> 58
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<212> PRT
<213> Artificial sequence

<220> .
<223> Engineered EGFR binding polypeptide

<400> 314
¥a1 Asp Asn Lys ghe Asn Lys Glu Met Igp Gly Ala Trp Asn ?%u Ile

Arg Asp Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ser
20 25 30
Ser Leu Leu Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 315

211> 58

{212> PRT

<213> Artificial sequence

220>
<223> Engineered EGFR binding polypeptide

<400> 315
¥a1 Asp Asn Lys ghe Asn Lys Glu Met ¥6p Ile Ala Trp Asp ?%u Ile

Arg Asp Leu Pro Asn Leu Asn Gly Trp Gln Phe Thr Ala Phe Ile Ala
20 25 30
Ser Leu Leu Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 316

<211> 58

212> PRT.

<213> Artificial sequence

220>
<{223> Engineered EGFR binding polypeptide

400> 316

¥a1 Asp Asn Lys ghe Asn Lys Glu Leu {sp Ile Ala Trp Asp ?%u Ile
Arg Tyr Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala

20 25 30
Ser Leu Leu Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 317
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<211> 58
<212> PRT
<213> Artificial sequence

220>
<223> Engineered EGFR binding polypeptide

<400> 317
¥a1 Asp Asn Lys ghe Asn Lys Glu Met ¥6p Lys Ala Trp Glu ?%u Ile

Arg Ser Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe lle Ala
20 25 30
Ser Leu Leu Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 318

211> 58

<212> PRT

<213> Artificial sequence

<220>
<223> Engineered EGFR binding polypeptide

<400> 318
¥a1 Asp Asn Lys ghe Asn Lys Glu Met {Ep Asp Ala Trp Gly ?%u Ile

Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Leu Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

210> 319

<211> 58

<212> PRT

<213> Artificial sequence

<220>
<223> Engineered EGFR binding polypeptide

<400> 319

Val Asp Asn Lys Phe Asn Lys Glu Val Trp Val Ala Trp Glu Glu Ile
1 5 10 15

Arg Asp Leu 560 Asn Leu Asn Gly ggp Gln Met Thr Ala EGe Ile Ala

Ser Leu Leu Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45

Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55
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<210> 320

<211> 58

<212> PRT

<213> Artificial sequence

220> )
<223> Engineered EGFR binding polypeptide

<400> 320
Yal Asp Asn Lys ghe Asn Lys Glu Met ¥5p Gly Ala Trp Glu géu Ile

Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Val Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys L&s Leu Asn Asp Ala Gln Ala Pro Lys
5 55

<210> 321

<211> 58

<212> PRT

<213> Artificial sequence

<2200
(223> Engineered EGFR binding polypeptide

<400> 321
¥al Asp Asn Lys ghe Asn Lys Glu Met ggp Met Ala Trp Asp ?%u Ile

Arg Tyr Leu Pro Asn Leu Asn Gly Trp Gln Leu Thr Ala Phe Ile Ser
20 25 30
Ser Leu Leu Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

210> 322

<211> 58

212> PRT |

<213> Artificial sequence

<2207
¢223> Engineered EGFR binding polypeptide

<400> 322

Val Asp Asn Lys Phe Asn Lys Glu Met Trp Val Ala Trp Glu Glu Ile

1 5 10 15

Arg Asn Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Gly
20 25 30

Ser Leu %gu Asp Asp Pro Ser gén Ser Ala Asn Leu kgu Ala Glu Ala

Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55
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<210> 323
<211> 58
<212> PRT
<213> Artificial sequence

220>
<223> Engineered EGFR binding polypeptide

<400> 323
Ya] Asp Asn Lys ghe Asn Lys Glu Met Iap Asp Ala Trp Asp ?%u 1le

Arg Tyr Leu Pro Asn Leu Asn Gly Trp Gin Phe Thr Ala Phe 1lle Ala
20 25 30
Ser Leu Leu Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 324

211> 58

<212> PRT

<213> Artificial sequence

<220>
<223> Engineered EGFR binding polypeptide

<400> 324
¥a1 Asp Asn Lys ghe Asn Lys Glu Leu {Bp Gly Ala Trp Asp ?%u Ile

Arg Tyr Leu Pro Asn Leu Asn Gly Trp Gln Met Thr Ala Phe Ile Ala
20 25 30
Ser Leu Leu Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45
Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210> 325

<211> 58

<212> PRT

<213> Artificial sequence

220>
<223> Engineered EGFR binding polypeptide

400> 325
¥a1 Asp Asn Lys ghe Asn Lys Glu Ser {gp Asn Ala Val Lys géu Ile

Gly Glu Leu Pro Asn Leu Asn Trp Gly Gln Ala Asp Ala Phe Ile Asn
20 25 30

Ser Leu Trp Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45

Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55
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<2102
2117
<212>
213>

<2207
<223>

<400>

326

58

PRT

Artificial sequence

Engineered EGFR binding polypeptide
326

Yal Asp Asn Lys ghe Asn Lys Glu Ser ?és Glu Val Trp Gln ?%u Ile

Arg Ser Leu Pro Asn Leu Asn Gly Trp Gln Leu Thr Ala Phe Ile Asn
20 25 30

Ser Leu Leu Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
35 40 45

Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<210>
211>
<212>
<2135

<2207
223>

<400>

327

58

PRT

Artificial sequence

Engineered EGFR binding polypeptide
327

Yal Asp Asn Lys ghe Asn Lys Glu Gln ?6n Asn Ala Phe Tyr ?%u 1le

Leu His Leu Pro Asn Leu Asn Glu Glu Gln Arg Asn Ala Phe Ile Gln
20 25 30

Ser Leu Lys Asp Asp Pro Ser Gln Ser Ala Asn Leu Leu Ala Glu Ala
3% 40 45

Lys Lys Leu Asn Asp Ala Gln Ala Pro Lys
50 55

<2107
211>
<212>
<213>

<400>

328

1210

PRT .
Homo sapiens

328

?et Arg Pro Ser gly Thr Ala Gly Ala ?%a Leu Leu Ala Leu %gu Ala

Ala Leu Cys Pro Ala Ser Arg Ala Leu Glu Glu Lys Lys Val Cys Gln
20 25 30

Gly Thr ggr Asn Lys Leu Thr g%n Leu Gly Thr Phe géu Asp His Phe

Leu Ser Leu Gln Arg Met Phe Asn Asn Cys Glu Val Val Leu Gly Asn
50 55 60
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Leu Glu Ile Thr Tyr
65

Thr

Glu

Tyr

Lys

Ser

Lys

Gl

22

Thr

Glu

Thr

Ala

Gly

Asp

Cys

Ala

Leu

Ile

Arg

Glu

Thr

130

Gly

Ile

Met

Cys

Leu

210

Lys

Gly

Ala

Thr

Thr

290

Ser

Gly

Asn

Thr

His

Gln

Ile

Asn

115

Gly

Ala

Gln

Asp

Pro

195

Thr

Ser

Pro

Thr

Tyr

275

Cys

Cys

Val

Gly

Asn

355

Ile

Glu

Pro

100

Ser

Leu

Val

Trp

Phe

180

Asn

Lys

Pro

Arg

Cys

260

Gln

Val

Val

Arg

Ile

Ile

Leu

Val

85

Leu

Tyr

Lys

Arg

Ar

16

Gln

Gly

Ile

Ser

Glu

245

Lys

Met

Lys

Arg

Lys

325

Gly

Lys

Pro

Val Gln Arg
70

Ala

Glu

Ala

Glu

Phe

150

Asp

Asn

Ser

Ile

As

23

Ser

Asp

Asp

Lys

Ala

310

Cys

Ile

His

Val

Gly

Asn

Leu

Leu

135

Ser

Ile

His

Cys

Cys

216

Cys

Asp

Thr

Val

Cys

295

Cys

Lys

Gly

Phe

Ala

Tyr
Leu
Ala
120
Pro
Asn
Val
Leu
Tr

20

Ala
Cys
Cys
Cys
Asn
280
Pro
Gly
Lys
Glu
Lys

360

Phe

Asn

Val

Gln

105

Val

Met

Asn

Ser

Gl

18

Gly

Gln

His

Leu

Pro

265

Pro

Arg

Ala

Cys

Phe

345

Asn

Tyr Asp
75

Leu Ile
90

Ile Ile
Leu Ser
Arg Asn

Pro Ala
155

Ser Asp
170

Ser Cys
Ala Gly
GIn Cys

Asn Gln
235

Val Cys
250

Pro Leu
Glu Gly
Asn Tyr

Asp Ser
315

Glu Gly
330

Lys Asp

Cys Thr

Arg Gly Asp

Leu

Ala

Arg

Asn

Leu

140

Leu

Phe

Gln

Glu

Ser

220

Cys

Arg

Met

Lys

Val

300

Tyr

Pro

Ser

Ser

Ser

150

Ser
Leu
Gly
i
Gln
Cys
Leu
Lys
Gly
Ala
Lys
Leu
Tyr
Val
Glu
Cys
Leu
Ile

365

Phe

Phe
Asn
Asn
110
Asp
Glu
Asn
Ser
Cys
150
Asn
Arg
Ala
Phe
Tyr
270
Ser
Thr
Met
Arg
Ser
350

Ser

Thr

Leu
Thr
95

Met
Ala
Ile
Val
Asn
175
Asp
Cys
Cys
Gly
Ar

25

Asn
Phe
Asp
Glu
Lys
335
Ile

Gly

His

Lys

80

Val

Tyr

Asn

Leu

Glu

160

Met

Pro

Gln

Arg

Cys

240

Asp

Pro

Gly

His

Glu

320

Val

Asn

Asp

Thr
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Pro

385

Ile

Leu

His

Gly

Gl

46

Phe

Asn

Glu

Val

Glu

545

Glu

Asp

Lys

Lys

Thr

625

Pro

Leu

Ile

370

Pro

Thr

His

Gly

Leu

450

Asn

Gly

Ser

Gly

Ser

530

Pro

Cys

Asn

Thr

Tyr

610

Tyr

Lys

Leu

Val

Leu
Gly
Ala
2t
Arg
Lys
Thr
Cys
Arg
Arg
Leu
Cys
G
Ala
Gly
Ile

Val

Arg
675

Asp

Phe

Phe

420

Phe

Ser

Asn

Ser

Lys

Trp

Gly

Glu

Pro

Ile

Pro

Asp

Cys

Pro

Val

660

Lys

Pro

Leu

405

Glu

Ser

Leu

Leu

Gl

48

Ala

Gly

Arg

Phe

Gln

565

Gln

Ala

Ala

Thr

Ser

645

Ala

Arg

375

Gln Glu
390

Leu Ile

Asn
Leu
Lys
Cys
470
Gln
Thr
Pro
Glu
Val
550
Ala
Cys
Gly
Gly
Gly
630
Ile

Leu

Thr

Leu

Ala

Glu

455

Tyr

Lys

Gly

Glu

Cys

535

Glu

Met

Ala

Val

His

Pro

Ala

Gly

Leu

Leu

Gln

Glu

Val

440

Ile

Ala

Thr

Gln

Pro

520

Val

Asn

Asn

His

Met

600

Val

Gly

Thr

Ile

Asp
Ala
Ile
Val
Ser
Asn
Lys
1
Arg
Asp
Ser
Ile
i
Gly
Cys
Leu

Gly

]
5

Ile

Tr

41

Ile

Ser

Asp

Thr

Ile

Cys

Asp

Lys

Glu

Thr

570

Ile

Glu

His

Glu

Met

650

Leu

Arg Arg Leu
685

Leu

395

Pro

Arg

Leu

Gly

Ile

475

Ile

His

Cys

Cys

Cys

955

Cys

Asp

Asn

Leu

Gl

63

Val

Phe

Leu

151

380

Lys

Glu

Gly

Asn

As

46

Asn

Ser

Ala

Val

Asn

540

Ile

Thr

Gly

Asn

Cys

620

Cys

Gly

Met

Gln

Thr Val
Asn Arg

Arg Thr
430

Ile Thr
445
Val Ile
Trp Lys
Asn Arg
Leu Cy
51
Ser Cys
525
Leu Leu
Gln Cys
Gly Arg
Pro His
Thr Leu
605
His Pro
Pro Thr
Ala Leu
Arg Ar
67

Glu Arg
685

Lys Glu
400

Thr Asp
4115

Lys Gln
Ser Leu
Ile Ser
Lys Leu

480
Gly Glu
49
Ser Pro
Arg Asn
Glu Gly
His Pro

560
Gly Pro
Cys Val
Val Trp
Asn Cys
Asn Gly

640
Leu Leu
655

Arg His

Glu Leu
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Val

Ar

70

Gly

Lys

Pro

Val

Thr

785

Tyr

Trp

Leu

Gln

Glu

865

Met

Val

Lys

Lys

Met

945

Phe

Arg

Glu

690

Ile

Ala

Val

Lys

Asp

770

Val

Val

Cys

Val

His

850

Glu

Ala

Trp

Pro

Gly

Ile

Arg

Tyr

Pro

Leu

Phe

Lys

Ala

755

Asn

Gln

Arg

Val

His

Val

Lys

Leu

Ser

Met

Glu

Leu

Leu

Lys

Gly

Ile

Asn

Pro

Leu

Glu

Gln

820

Arg

Lys

Glu

Glu

Tyr

Asp

Arg

Val

Leu

VYal
980

Thr

Glu

Thr

725

Pro

Lys

His

Ile

His

Ile

Asp

Ile

Tyr

Ser

885

Gly

Gly

Leu

Lys

Ile

965

Ile

Pro
Thr
710
Val
Val
Glu
Val
Thr
790
Lys
Ala
Leu
Thr

His
87

Ile
Val
Ile
Pro
Cys
550
Ile

Gln

Ser
695
Glu
Tyr
Ala
Ile
Cys
7%5
Gln
Asp
Lys
Ala
Asp
855
Ala
Leu
Thr
Pro
Gln
935
Trp

Glu

Gly

Gly

Phe

Lys

1le

Leu

760

Arg

Leu

Asn

Gly

Ala

840

Phe

Glu

His

Val

Ala

920

Pro

Met

Phe

Asp

Glu

Lys

Gly

Lys

745

Asp

Leu

Met

Ile

Met

B25

Arg

Gly

Gly

Arg

Trp

905

Ser

Pro

Ile

Ser

Glu
985

Ala

Lys

Leu

730

Glu

Glu

Leu

Leu

Gly

Glu

Glu

Ile

Asp

Lys
970

Pro Asn Gln
700

Ala
Gly
795
Ser
Tyr
Val
Ala
£
Tyr
Leu
Ile
Cys
Ala

955

Met

Arg Met

Lys

Ile

Arg

Tyr

Ile

Gly

Gln

Leu

Leu

Lys

Val

Thr

Met

Ser

Thr

940

Asp

Ala

His

152

Val

Pro

Glu

Val

765

Cys

Cys

Tyr

Glu

Val

845

Leu

Pro

His

Thr

Ser

925

Ile

Ser

Arg

Leu

Ala Leu Leu

Leu

Glu

Ala

750

Met

Leu

Leu

Leu

As

83

Lys

Leu

Ile

Gln

Phe

910

Ile

Asp

Arg

Asp

Pro
990

Gly
Gl

73

Thr
Ala
Thr
Leu
Leu
815
Arg
Thr
Gly
Lys
Ser
895
Gly
Leu
Val
Pro
Pro

975

Ser

Ser

720

Glu

Ser

Ser

Ser

As

80

Asn

Arg

Pro

Ala

Tr

88

Asp

Ser

Glu

Tyr

Lys

960

Gln

Pro
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Thr Asp Ser Asn Phe Tyr Arg Ala Leu Met Asp Glu Glu Asp Met Asp
995 1000 1005

Asp Val Val Asp Ala Asp Glu
1010 1015

Phe Ser Ser Pro Ser Thr Ser
1025 1030

Ser Ala Thr Ser Asn Asn Ser
1040 1045

Gly Leu Gln Ser Cys Pro Ile
1055 1060

Tyr Ser Ser Asp Pro Thr Gl¥
1070 1075

Asp Thr Phe Leu Pro Val Pro
1085 1090

Lys Arg Pro Ala Gly Ser Val
1100 1105

Pro Leu Asn Pro Ala Pro Ser
1115 1120

His Ser Thr Ala Val Gly Asn
1130 1135

Pro Thr Cys Val Asn Ser Thr
1145 1150

Gln Lys Gly Ser His Gln Ile
1160 1165

Gln Asp Phe Phe Pro Lys Glu
1175 1180

Gly Ser Thr Ala Glu Asn Ala
1190 1195

Ser Ser Glu Phe Ile Gly Ala
1205 1210

<210> 329

211> 621

<212> PRT

<213> Homo sapiens

<400> 329

%eu Glu Glu Lys %ys Val Cys Gln Gly {gr Ser Asn Lys Leu ¥gr Gln
Leu Gly Thr Phe Glu Asp His Phe Leu Ser Leu Gln Arg Met Phe Asn
20 25 30

Asn Cys Glu Val Val Leu Gly Asn Leu Glu Ile Thr Tyr Val Gln Arg

Tyr Leu

Arg Thr

Thr Val

Lys Glu

Ala Leu

Glu Tyr

Gln Asn

Arg Asp

Pro Glu

Phe Asp

Ser Leu

Ala Lys

Glu Tyr

Ile

Pro

Ala

Asp

Thr

Ile

Pro

Pro

Tyr

Ser

Asp

Pro

Leu

Pro

Leu

Cys

Ser

Glu

Asn

Val

His

Leu

Pro

Asn

Asn

Arg

153

Gln Gln Gly Phe
1020

Leu
1035

Ile
1050

Phe
1065

As
1080

Gln
1095

1200

Ser

Asp

Leu

Ser

Ser

His

Gln

Thr

His

Asp

Ile

Ala

Ser Leu

Arg Asn

Gln Arg

Ile Asp

Val Pro

Asn Gln

Asp Pro

Val Gln

Trp Ala

Tyr Gln

Phe Lys

Pro Gln
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Asn

Val

65

Gln

Val

Met

Asn

Ser

145

Gly

Gly

GIn

His

Leu

225

Pro

Pro

Arg

Ala

Cys

305

Phe

Asn

35

Tyr Asp Leu
Leu lle Ala
Ile Ile Arg
Leu Ser ?88

Arg Asn Leu
115

Pro Ala Leu
130

Ser Asp Phe
Ser Cys Gln
Ala Gly Glu

180

Gln Cys Ser
195

Asn Gln Cys
210

Val Cys Arg
Pro Leu Met

Glu Gly Lys
260

Asn Tyr Val
275

Asp Ser Tyr
29

Glu Gly Pro

Lys Asp Ser

Cys Thr Ser
340

Ser

Leu

Gly

85

Tyr

Gln

Cys

Leu

Lys

165

Glu

Gly

Ala

Lys

Leu

245

Tyr

Val

Glu

Cys

Leu

325

Ile

Phe Leu
55

Asn Thr

70

Asn Met

Asp Ala

Glu Ile

Asn Val
135

Ser Asn
150

Cys Asp
Asn Cys
Arg Cys

Ala Gl
21

Phe Arg
230

Tyr Asn
Ser Phe
Thr Asp
Met Glu

295

Arg Lys
31

Ser Ile

Ser Gly

40

Lys

Val

Tyr

Asn

Leu

120

Glu

Met

Pro

Gln

Ar

20

Cys

Asp

Pro

Gly

His

280

Glu

Val

Asn

Asp

Thr
Glu
Tyr
105
His
Ser
Ser
Ser
i
Gly
Thr
Glu
Thr
Gly
Asp
Cys
Ala

Leu
345

Ile
Arg
Glu
90

Thr
Gly
Ile
Met
Cys
70
Leu
Lys
Gly
Ala
Thr
250
Thr
Ser
Gly
Asn
Thr

330

His

Gln

Asn

Gly

Ala

Gln

As

15

Pro

Thr

Ser

Pro

Thr

235

Tyr

Cys

Cys

Val

Gl

31

Asn

Ile

Glu
60
Pro
Ser
Leu
Val
Tr
14
Phe
Asn
Lys
Pro
Ar
22
Cys
Gln
Val
Val
Ar
30
Ile

Ile

Leu

154

45

Val

Leu

Tyr

Lys

Ar

12

Arg

Gln

Gly

Ile

Ser

205

Glu

Lys

Met

Lys

Ar

28

Lys

Gly

Lys

Pro

Ala

Glu

Ala

—C
—

Phe

Asp

Asn

Ser

Ile

Asp

Ser

Asp

Asp

Lys

270

Ala

Cys

Ile

His

Val
350

Gly
Asn
Leu
95

Leu
Ser
Ile
His
Cys
1%5
Cys
Cys
Asp
Thr
Val
255
Cys
Cys
Lys

Gly

Phe
335

Tyr

Leu

80

Ala

Pro

Asn

Val

Leu

160

Trp

Ala

Cys

Cys

Cys

240

Asn

Pro

Gly

Lys

Glu

320

Lys

Ala Phe
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Arg Gly Asg Ser
35

Asp

Ala

385

Ile

Val

Ser

Asn

Lys

465

Val

Arg

Asp

Ser

Ile

Tyr

Gly

Cys

Leu

Tle

370

Trp

Ile

Ser

Asp

Thr

450

Ile

Cys

Asp

Lys

Glu

530

Thr

Ile

Glu

His

Glu
610

Leu Lys

Pro Glu

Arg Gly

Leu Asn
420

Gly Asp
43

Ile Asn

Ile Ser

His Ala

Cys Val
500

Cys Asn
515

Cys Ile

Cys Thr

Asp Gly

Asn Asn
580

Leu Cys
595

Gly Cys

Phe

Thr

Asn

Ar

40

Ile

Val

Trp

Asn

Leu

485

Ser

Leu

Gln

Gly

Pro

965

Thr

His

Pro

Thr His

Val Lys
375

Arg Thr
39

Thr Lys
Thr Ser
Ile 1le
Lys Lys
%5
Arg Gly
47
Cys Ser
Cys Arg

Leu Glu

Cys His
53

Arg Gly
55

His Cys
Leu Val

Pro Asn

Thr Asn
615

Thr

360

Glu

Asp

Gln

Leu

Ser

440

Leu

Glu

Pro

Asn

Gly

Pro

Pro

Val

Trp

Cys

600

Gly

Pro

Ile

Leu

His

Gl

42

Gly

Phe

Asn

Glu

Val

505

Glu

Glu

Asp

Lys

Lys

585

Thr

Pro

Pro

Thr

His

Leu

Asn

Gly

Ser

Gl

49

Ser

Pro

Cys

Asn

Thr

570

Tyr

Tyr

Lys

Leu
Gly
Ala
395
Gln
Arg
Lys
Thr
Cys
4?5
Cys
Arg
Arg
Leu
Cys
5%5
Cys
Ala

Gly

Ile

155

Asp

Phe

380

Phe

Phe

Ser

Asn

Ser

460

Lys

Trp

Gly

Glu

Pro

540

Ile

Pro

Asp

Cys

Pro
620

Pro Gln
365

Leu Leu
Glu Asn
Ser Leu
Leu Lys

430

Leu Cys
445
Gly Gln
Ala Thr
Gly Pro
Arg Gl
& 51
Phe Val
525
Gln Ala
Gln Cys
Ala Gly
Ala Gly
590
Thr Gly
605

Ser

Glu

Ile

Leu

Glu

Tyr

Lys

Gly

Glu

495

Cys

Glu

Met

Ala

Val

875

His

Pro

Leu

Gln

Glu

400

Val

Ile

Ala

Thr

Gln

480

Pro

Val

Asn

Asn

His

560

Met

Val

Gly
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