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The invention relates to anti-epidermal growth factor (EGFR) antibodies and antibody drug conjugates

(ADCs), including compositions and methods of using said antibodies and ADCs.
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The invention relates to anti-epidermal growth factor (EGFR) antibodies and antibody drug

conjugates (ADCs), including compositions and methods of using said antibodies and ADCs.
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PL-EGFRELB R EYES

ANTI-EGFR ANTIBODIES AND ANTIBODY DRUG

CONJUGATES
e

AHEBEEIRR4EIH2DIBRFE 2 EZHEEFEEXRSE

@ 619655195 > B - LHEEREERZNEGETUIES

HPEA -
FFyIR

ARFEEEAUASCIBRRBEFRRXZFIIREHG LS A
FHHFARTXS - R2ISEIFI2HAENZASCIEZEHEGZE B
117813-06220_SL.txt H A/N £ 110,863 iz TT4H -
[ FeRTHi ]

ABERRERRNFZE(TMHE HHER-15(EbB-1 > HEAX $ 78

@ = "EGFR, )aHic-erbBEEEEFEEZ 170 kDB S - BEBE

H B M B % B8 JE M (Modjtahedi Z A Br. J. Cancer 73:228-235
(1996) ; Herbst Shin, Cancer 94:1593-1611 (2002)) » SwissProt& &}
fi B P005333¢ it AMHEGFRZ %! - EGFRAR F 8% e B 9 B /) 2 > (S 5%
WEHRT(EBEEARNEFAMENE - o1& AEES - 9EF
C MEER BE47HEERZEREBERECZE L AGSE
4 FE i A2 (Atalay® A > Ann. Oncology 14:1346-1363 (2003) ; Tsao
Herbst, Signal 4:4-9 (2003) ; Herbst & Shin, Cancer 94:1593-1611
(2002) ; Modjtahedi®% A > Br. J. Cancer 73:228-235 (1996))
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EGFRZ EE AL #&8 5 EGF » TGFA/TGF-a ~ #FHEH - RE &K
(epigen)/EPGN - BTC/B- 4l i & (betacellulin) + F K 58 §1 & /EREG
HBEGF/45 & F £ ZEGF - EGFRZ Feie &6 M 2B R — FAL /R
“ERIEKHEMEEEREA L BB (L - BiBE{CEGFREEMGRB2 Y
BEO HEWMSLES TEERESERE  BE2LUTEETIHE
EEFEERKPE - RAS-RAF-MEK-ERK - PI3 % 8 -AKT ~ PLCy-PKC K
STATH# M - LEHBETIEEETECHEESECmBRERZ
SH2E BB EBMEBILBEBE S CHMEG B H TR ELEETE
B -ZETHERBEEDEEAENAREEZE TERBER
Bt > TEHAMAPK ~ Akt K INKEER - EGFRZ FC #8645 & 75 7] /& {E NF-k-
BERMEELY - KRS S TEEBR(EORGSI6ZHEMEZE » /&
{EEGTPEREME W AT fE B SECFRX B EREEUCEHBRERRBE R
HE - MBEESTEEEMUCLH 5 HEASRCKR CTNNBL/B-HIRE
HZMEEIEM -

CESBEAEEMRL(BEREN - & - BERE - B M 2
B~ P& ~ 4505 - AR KB ZBE)THREEGFRZBARE - (Atalay
Z% A » Ann. Oncology 14:1346-1363 (2003) ; Herbst fz Shin, Cancer
94:1593-1611 (2002) ; K ModjtahediZ A > Br. J. Cancer 73:228-235
(1996)) - ELZEZERALYT » EGFRZBRRUEBZ T AETHRMHEE
Bt B¢ MH 45 & o (Herbst &z Shin, Cancer 94:1593-1611 (2002) ; K
ModjtahediZ A Br. J. Cancer 73:228-235 (1996)) - EGFR/FNFE IR IE
FHBUELE  HFREBEZ EFES)F BRBFEE -KER
2514 41 B (Herbst & Shin, Cancer 94:1593-1611 (2002)) -

K% HE&HEGFREREH (A1 - EGFRERZ L # H)Z EE IR
HERHGH R Y D8 (WikstrandZ A (1998) J. Neurovirol. 4, 148-

158) » #% Byde2-7 EGFR - AEGFR ~ EGFRVIIIE(A2-7 (ZFEMTsEFE A XL
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o 5] & #f# FI) (Olapade-Olaopa® A (2000) Br. J. Cancer. 82, 186-
94) - 7£de2-7 EGFRP TR 2 EHE L LV B M INE F2-72801{E %
T s > HE 22 9B B mRNA (Wong % A (1992) Proc. Natl. Acad. Sci.
U.S.A. 89, 2965-9 ; Yamazaki®% A (1990) Jpn. J. Cancer Res. 81, 773-
9 ; Yamazaki® A (1988) Mol. Cell. Biol. 8, 1816-20 ; & Sugawa® A
(1990) Proc. Natl. Acad. Sci. U.S.A. 87, 8602-6) - tHFEEGFREH E A
207l AR L AWM EEBR ZEBE2TIRMEHEHE Z &
A H BB E (SugawaZFE A > 1990) - LA HREBEBE ZEA—IL
FEGR R 7 H R ZE £ B B (Sugawa® A > 1990) -

EAZEEBEREELY P HEEGFRVII  GEWMEBRER - A5 -
Bt~ OF LR A1 51 B8 BE &8 (Wikstrand A (1997) Cancer Res. 57, 4130-
40 ; Olapade-Olaopa A (2000) Br. J. Cancer. 82, 186-94 ; Wikstrand
% A (1995) Cancer Res. 55, 3140-8 ; Garcia de Palazzo® A (1993)
Cancer Res. 53, 3217-20) - RELBE TR A EERE  EEXEFK
EREEHEEM T EREERBSEY ERBPERZIHMEBEEA
B BB 2 4 & {B B (Nishikawa® A (1994) Proc. Natl. Acad. Sci. U.S.A.
91, 7727-31) B A & % NIH3T3 40 B (Batra % A (1995) Cell Growth
Differ. 6, 1251-9) X MCF-7T4li i - 1 «E i H B 40 Al 2 de2-7 EGFRF
AZARBFH L RTr EREXHEEEMAB AT 2B (Nagane®
A (1996) Cancer Res. 56, 5079-86) ki 5H 7 /) & ¥ 58 (Nagane S A
1996) - HNMBRZRBZREZRNEBAR  HEARTEBEEL
ZEEREELE -

MERENESYWADORFRE L HIELBERRE ST WSS
BRI BEIERE - ADCZEEM S GESHBHREY ZES
RN HPERANREDEEREANEZEORENELAZREEA
A -
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Hit  ERANFEETEREERPHAREGRE BN Z Hi-EGFRiLHE
K ADC -

[ZHAE]

FEFLEEES  ASHEMRT EESE S ZEGFRVIIIZ Hi-EGFR{L
EETBEEYESY(ADC) -

E—EERIT AZPZBHEERMABRREERRTFZE
(BL-hEGFR) B R ENEE 6K D HE G E R E K FF 5
CGADSYEMEEDGVRKC (SEQ ID NO: 45) N2 BN NEB R &S
M B _Hi-hEGFRVLBHR FE S 2 REERE FZRER U
(EGFRVIII) (SEQ ID NO: 33) » H %% ~$i-EGFRIT & & & 4 SEQ
ID NO: 19 Frift fr BB 51| 2 BB o o] B 45 R 1 & B & SEQ ID NO: 511
Pt BB 5 2 S o] S Z P x 10° MK EE X
% Bl 5 B (Ko)&5 & EEGFR(1-525) (SEQ ID NO: 47) - 41 #5 B F B 4%
HIRFAHE  BZBEFEREAAEE/ N ENSCLCO)REME
Y5y TP A R S EGFRER M 2 AEIgGHBUE D HS50% 2 EH
& RANF % (TGI%)MHIEEE R » P& ABIgGHABENSCLCEE
BEYS P EGUEZP-EGFRRUIBHENEEZ 6 2 HE 2B &
B AR ARIG B -

EAZHZELEEROF B ENEEEH UM x
10° MEZZ1 x 107" M B Ke&E S ZEGFR (1-525) (SEQ ID NO:
47) MFEHREERLIRAAE -

EARZHZHMERAF  HIEREGIEREEHMIUNRYL *
10° MEEIZ91 x 107 MZ R K4t & ZEGFR (1-525) (SEQ ID NO:
47) > MEHFREERLIRATHE -

EREEEHEHS > ASHZHBNERESSH S UE8.2 %107
ML ¥ & 22 K& & ZEGFRVIIL (SEQ ID NO: 33) » 1M B HEFHL
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RFTRIE - EEMERG T > IBHERFEE ST UNRLR.2 x
10° MEZ£6.3 x 107" M 5 2 Ko4E & Z EGFRVIII (SEQ ID NO: 33) »
WHEEREHEFERRFANE E—LEFHEA T  HBXERELEES
SN L8.2 x 107 MEEIZ2.0 x 10° M > K44 £ EGFRvIII
(SEQID NO: 33) » MFEHFEEHFHLIRATAE -

EAHFHZAMEES S BN EHREENoEETEARAA
BIE/ N ENSCLOERBEBEY 2 £ 8 P HEGFRE R B4
ZANEIgGH B ERERNHEDLI60% -

ERELEEROT  AFHZFHBERNBNERFEE S S
HEEEAANSFIEINABEMENSCLOKERE TP HEER Y
EGFREEF ZMZ ABRGHBREBERNHEDTT0% FELE
HEBlS - sBE S E HUR 4 & B0 o 125 f8 9 A B FE /)N 4 i B 8 (NSCLLC)
REEEYS T HENHEGFREZEM ANEIGHBEREREEER
MEIZE /D 4I80% -

E—EFEST  UBNERREEEH 78 &8 & SEQ ID NO:
120 Fr il e A B Fr 51 2 EE # CDR345 183K - & SEQ ID NO: 115 F i
P A BL PP 5 2 B ## CDR245 FE 13 K 1 & SEQ ID NO: 10 Fy it fz B %
Sl 2 EFECDRIGEE - LK B ESEQ ID NO: 8H il BB FII 2
W CDRIG &I - A& SEQ ID NO: 7t fy it e 2 B 7 51| 2 ¥ § CDR2
EEE KB SSEQ ID NO: 6l A 75 2 R CDRILEHEE -
EE—8HSG  fiRRsEiRE S5 8 &8 &SEQ ID NO: 9 Ff
MRS B8 E KRS ESEQ ID NO: SHFTME &L 5>
MEANEE EZ—BHEAT  HBEXERREEEH5BE8SSEQ
ID NO: 15 Fr it B 2B 5 2 E ### )t B & SEQ ID NO: 139 it fir £
B 5 2 B -

AEHTNEFELEERO P EER-EGFRIEBHERELS S S
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5y HBEE®EE&SEQ ID NO: 40 Frifi e K Bt Fr 5 2 % 8 CDR3&E 18
% - B-&SEQ ID NO: 39 Frift B B s 7 5l 2 &g CDR2& BB K B &
SEQ ID NO: 38 Frafifr K s 7 5l < B CDR145 #5158 » DA KB & SEQ
ID NO: 379 Frii fr g 5 2 E# CDR3&EHE I, - &5 SEQ ID NO:
3600 ATl B BL s 7 51 2 B #E CDR245 M 38k & &2 & SEQ ID NO: 359 frift
R A B 75 2 E#E CDRIGE B -

FEEFEHA S » REPHZHFEHENRD-hEGFRILAE N H IR &

a8a HESEESZEERHUTHR IEZKABFII ZE# 0] %
1505254565860 62-6466-68-707274T6F
B REASEBHUTEHRZHEZEERFIIZEEREE © 51
53~ 55+57~59~61~6365~67>69+ 717375+ TTRK7T9 -

EHMEREGA S  AXEZLHSED-AEGFREIBHENEE S S
G EBEESEB B THKZE ZE# CDR4H (CDR1 » CDR2 &
CDR3) : SEQ ID NO: 10~ 1112 ; SEQ ID NO: 16 ~ 17k 18 ; SEQ ID
NO: 10~ 1119 ; SEQ ID NO: 20~ 1112 ; SEQ ID NO: 21 - 3%
22 ; SEQ ID NO: 16~ 17%19; SEQ ID NO: 2 - 34 ; SEQ ID NO:
10~ 3% 12; SEQ ID NO: 80~ 1118 ;: SEQ ID NO: 80 * 3% 18 ; SEQ
ID NO: 20 ~ 3% 12 ; SEQ ID NO: 80 ~ 1112 ; ESEQ ID NO: 81 -~ 11
22 REB®BLTHBSRZ B 2 & # CDR4 (CDR1 + CDR2 K
CDR3) : SEQ ID NO: 6~ 78 ; SEQ ID NO: 23~ 24F25; SEQ ID
NO: 26 + 27528 ; SEQ ID NO: 29 ~ 30K 31 ; SEQ ID NO: 6 - 7584 ;
SEQ ID NO: 82 ~ 83%31; & SEQ ID NO: 82 ~ 2785 » Ehaiifas:
HNREEHM I FEESEQID NO: 2 ~ 347 E# CDR4H LI K SEQ ID
NO: 6 TREZEGHCDRA —F - T—LEHEHI T > fileHNENFELE

A HEEEESEQ ID NO: 419 Pl Bl P bl < E# R E & K/
B-&SEQID NO: 3 il g B il c RN E&E -
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EASHZ —LEHAT > HBREHNRESE 28888 H
UTHERZHEERBGEREOEESEEE ° AELCEEEER -
NEIgMIE B4/ - NEREREE&BEB R ANEI AT EEBR - £
—BEEPT > CEEEEREEHUTERE - 1gCIUEEEHE
B 1gG2IE IS - IgG3 M ERE IR K IgGAE EE IR - EH
BT HEGSEREHE -

EASHZHEMBERA T > HBREHREE S5 E S Fab -
Fab’ » F(ab’)2 ~ Fv -+ ZHi @ 2 Fv - scFv - E— SRR B R EE
Hig o
 EASHZHMERGT HEXNERELS NS ECERE
B o EASHZ LEFH D > REERAHUTHERZE | REE
3 BE O BOGIER - BOMER - AMBNERD  UMELREVE -
RSP EMEHEGIT R ERGE - EEMEREG P A%
DREEZEESY HESNERENEE SN RBE L THSIH®
B -

AZHNRE—LE BRI TERERBEYESYADC)  HEE4E
CEEV-BEYZAXFBZNBRENESSHBD - TEEEH
Bl EBGRABEREARRFZBEE-EGFRINERERESS
Wy HESERERFYCGADSYEMEEDGVRKC (SEQ ID NO: 45)
AZRUKEREUE ST EE —H-hEGFRE BB REEAER
HEREFZBERIII (EGFRVII) (SEQ ID NO: 33) » H 35 = #7-
EGFRIif8 & @ &SEQ ID NO: IRl R & Byl B 5 o] S 4518
R AESEQID NO: SRl B Ay - S o S e
BLEIL x 107 MBGE {8 2 % 8 % 8 (Ko)% & £ EGFR(1-525) (SEQ ID
NO: 47) MERREEBHLRFAANE R EETENAEEN
AL FE R (NSCLO) ERBRE YA P HE N YEGFREB B NS
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IgGH B8 DL D 4750% 7 B 4 B HI&1% (TGI%)MEIBREE » K
2 A M 1gG i 88 7E NSCLC & T 7% 1 ) 53 4 o {4 b\ 82 3% 7 -hEGFR¥7L B 5%
HHRES B EE BB RERLHE - EABHE T —EEHED
Hh—EEYEEE N TERZE  RARATE - %S B
gl ERHAE  GEBHE - BRNEEEEZ K - L -
BLOLE 4 B - SLRE Y - ATEER - LB EER - REER - K
ZEE - FEEBEE  USMAEE  BREE - BUTERER - K
B BB B A W 40 0 TR R S I R 0 R o TE s G 5
o 5 4% 4y Z4H00 % Bl (% % RIHT i 5T (dolastatin) + B & HF 4t 5T
(auristatin) - % 2% & % (maytansinoid) R 1 ¥ # - B8 48 37 it 5T 2 2% B {%
B8 A B BT A TF (MMAF) R B B B BUE T T E (MMAE) « £ %
% EHAEEFRER) DMI - DM2 « DM3 K DM4 « £ 3t 5 i 1
o PR HIAE TS B TR Z B G E Z (actinomycine) -
3 - k% #E (calicheamicin) & % 3 £ (duocarmycin) o {F ¥ B
OBt o B R B (A0S 3 5 3 — S (PBD) - FEE M E I - A
SHEEBEELY  LASBAEBERTFEADCY ADCES
RE% BT WA - EEREEG T ADCREYZ FHEYY
HLABLL % (DAR) B 2% 4 - £ KM B Hi Bl - ADCE &S ¥ 82 DARS &
T8 ADC » £ KB B Wil - ADCIE S 2 19 54 5 H 88 (DAR)
B2 4TEH]3.6 ¢

EEEEHEAT  ARHAELARBEREEY BBy 5 |
BEBATRTBEASYBELEE  FEREAEE 2 HRST
e E—EEMEHID > WA R TARZEE  2LE - BE -
WG - BT R SRR EEEREE - £—E
TR BERE G TAR TR A B MEESER
B RTINS RS S GBERE  EEE - BEE B

C188140PA.docx -8-
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B BRI - SRUEAERIENEEE E—EERET > 5
EHILE - E—EEES D BEGRHE - £ EEHEH T > BEG
BISIRRE - E—EERG S BEAERSE E—EEHGT  BE
HEBE -  E—EERS S BEAESE E—EEHRAT > BE
GHER - T—EERS  BEGEBERS £ EEHEA D > &
G EE - E—EEEA T BEGHRERE - £— EEHH
b BEGSRELE E—EEEN P - BEGENIEHE - &
BN D o R 0 B (e R B SR T S

ER—FHEIP - EESHEGFRY B BRHEGFR - fE 5Lk
THBIE > B2 S8 B EBEGFRARE - EEEBEEAT » BE
2 % % B EGFRIEH -

ABEEELEERA T E SRR AR RERE RS
R EEEBEREEZ L HESBAN LSS EEmEHE
FEBEREER FAETLRERERSINEIREE  EXETH
Blep  HEEEE S U AEAEGFRBEE - FEEEHEH S »
JE R~ 1k B 5 EGFRIE 1 -

EASRBEZ —EEH T ALHEHEEAERER S En

® PR EERERARY FE  EESREAEHRER Y ERT
HAREZ AXFRBABRADC  FEETEERLEE ST MG NG
fK -

ERE TR 8 I8 & (4 R B EGFR B % & & s EGFRVIII
P ERE IR - IS T o R 1 Tk N A B e
BRI - FE LA BN o R B R (kR A P

EELEHG T FASHEECREEBEEZERZ L &
BEA RS S YRS R R E A S LRy e
RS TG > 4E5MEEmIE E M TR 2B HPDIGTE (Bl »
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Tk # B8 $71 (pembrolizumab) (Keytruda®)=k JE 7k & B i (nivolumab)) * i
CTLA-45U 88 (B4 - I B $i(ipilimumab)) ~ K& & JE (ibrutinib) + #
4 18 H7 (duvelisib) ~ 3 X il # 7 (idelalisib) ~ 4 JE #£ 32 &K 32 &
(venetoclax) } B E M i (temozolomide) - FE XK EF il > BHINFEIE
GEES - EFEEERAI T - HINEBGHPDIFIR(FIW kB EH
(Keytruda®)HEXEHEPL) - EELEEHFI P » WINERAHICTLA-4
EBlm o FIEH) EELERAIT > BEIERGREEE - &
HUEHG P BN ER ARG c EREEEHESI P o FHINER A
NRA Y c FELERA S - BEOAEB GG - EXL
Bl > HIERGBEMRE -

ABHFEEELERAPIREE S BEZE  HEHRABHRERE
GEEWH ORI E) - L4 FEHEBECEREZEHERE S
HEZEIHER@GIORZEZ@ERGID - BYARE - FEEYH
B AR R EEMARE)  EASHE 2 ERA T > BMAERESH
DATF4AR 2 B¥ - A BYMN  ERMARKSEAR - E—EE K
o HIAEBYAREEBRMU THBK ZE - CHO4M - COSH i K&
Sp2/040 ff -

EREEERA S  AFPEZFHER - hEGFREBEYEESY
(ADC) > HEE&E & BEHMT ZH-hEGFRILE - HbZiiBEEE
H&SEQ ID NO: 127 EMFY| 2 E#CDRIGEE - ©2SEQ ID
NO: 117 B E B 75 2 & # CDR2&E # 15, K A1 & SEQ ID NO: 107 g £
M FFyl 2 E#CDRIGEE, 0 LR EESEQ ID NO: 8 BEKFIIZ
i # CDR34E 1 - @& SEQ ID NO: T2 A Y Z & # CDR24EHE
B K B &SEQ ID NO: 67 frEs 75 2 & CDRIGLEE - £—EEF
MGl > s & EESEQ ID NO: 9 it ke APy B 1] & &
KAEESEQID NO: 57 BERFI v RETER - £5—FHOIT

C188140PA docx -10-
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NMESSCEREEREORELEER - £ —FHEH + - 1gGk
IgG1HIgGAE WA BEIRE L H EERHE -

E—EERGI+® » ABHEGEADC HOBERM T(ERE
BAER M TF MMAF)S 5 H A B E W {1 )TE (MMAE) » £ — B & jE §l
b AEHEEADC HPREHMTHEFERENMTF
(MMAF) - £E— BRI+ » ZFHGFEADC HPEEHMITHE
FERERMTE (MMAE) -

ES—BRAIT » AEBPEEFEEESEQ ID NO: 157 BEEEFY
ZE#E > HESHEESEQIDNO: BZREMBFIIZ&KHE -

EABHZ S — BT » Ji-EGFRIE#EHBE & BRIk E
ClE - BB - HWREETEZ EEZER (ne-ve-PABA) ([ #
FEEREEHMT -

E—EEEMNG » A¥FEEE S -EGFRZ ADCKE I &F 1250
(Bl 8H) -

E—EERGS » AXFAH-EGFRITB A EEZEEET VBl
IEHEH ZFF(PBD) - EHELEHFI+ » AXFTB RH-EGFRE 54
HEEFEWE21$P AT ZPBD (Bl » SGD-1882) -

E—EFBES T AEHAZBBENBEEESY  HEE4AX
Fiat Z ADCR B8 Fol 2 8 - EHELEERGI T > KFPEZEH
ERBEESY  HEABEFX M ZADCZADCREEY » Hd#
ADCREF I EYH R LR (DAR)EHE H2E 4 - 13 &5 i §l
> ADCEEY) T FIHEYH AR tL R (DAR)FH B (42.4F3.6 -

E—EERG S  ARHIFHENBH ALY > EaEE58S
PL-hEGFRITEB E Y E S Y (ADC)ZADCREY R B 88 o % 2~ &
Bl > EPZADCREESMZ FHEYHABIERDAR) B2E4 BH S
ZADCH SE S EH-hEGFRTB Z EFE BEH M7TE (MMAE) » %

C188140PA.docx -11 -



201623332

}i-hEGFRIL#EE 2@ &SEQ ID NO: 1227 A 75 2 E # CDR34S
f&i% - @ &2SEQ ID NO: 1IZBEBFIIZEHCDR2EBEHEE S
SEQ ID NO: 107 FEMF 5|2 E#CDRIGZEE U KB &SEQ ID
NO: 87 R E 77| 2 B3 CDR34&E B 15 - B & SEQ ID NO: 77 e £ &
Fr 3l 2 88 % CDR2&E B I & 1 & SEQ ID NO: 67 g B B i 7l 2 4K i
CDRI%E I -

FE—EEREGT Bz EHTTEERESEQID NO: 9 Rtz
BrEMBFY] > Hil-EGFRILHE 2 &R T # EE 2 SEQ ID NO: S ATt
ZHEBERF -

EAFHZEMERI T - HiRESCERRERERRES
iy - EEMERESIT  ARHBEREAICINIgGIEH#H L EKRER
EEEHERZE E—EEEF+F  AEHBEIGIEEGRE

ER—ERAT > ALXLHBERE > EE&8&SEQ ID NO: 15
bR EBFS 2 E# KB &SEQ ID NO: I3ZAMFY 28
o F—EEREGT  AFHZFHEEREAFEHE S EREEEE
& - val-cit - PABAZ B4 & ZHi 8 Z MMAE -

EASHZ —EEREMY  AFHARECEREEREZERZ
FiE HEEEHEEAXFMEBSADC BEH G K HEEE - (£
BZREEREZEBZIER HE—EBEF S BEXBHUTH
RZEE A i mKBOAEE - RISIRE - BEE - &5
B EEEAREE - E—EBERAY  BEEEHIITERZE - A
& B EBEWEEE - RIIRE - REBE - EBE EBEB
- BESEE > BEE - BE - BHIRAREE - =Rt 2L E K 3R/ 4 A A
- ER—EWHIF > BESFEGFRZIEW B RIZEGFR - £ — (&
BHEAI G SRS GBI E RS RESRE - E—EER T
EEGBRBEGFRZEE - £ —EEHEA P BEZFHAENE

E

et

Fau

C188140PA.docx -12-
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EGFR - E—HEHAI T » BEGAE - E—EEHEH & - BEGE
e E—EERAD > BEGATIRE E—EBEE T BEGE
R - E—EEES S  BEGEBE - E—EEXGIT  BEGE
FkE - E—EEEAT  BEGEE TE—BEBRGT  BEGER
HEGE E—EEEG T BEABER - £—EEESN T  BES
BORAMEE  E—EEEMNT > BEGZEUEAE - - E—EE RS
T REIE RIE/NRERGE o R E G B o 8K A0 A (% R B
ECERARBR SR o

O EREEHA T > ARARBCEFERERZEE T
MFXKEEREREEERZITE  ZHEEEREAXFRBEASY
REABFAEBEEZERE FEERERERIZINFINEE - £—
EEES T  EREEGE N NEEMENHSEIHARE - £5—F
HeBlS > HASHE B MEGFRVIIZ M R s RIFEGFRY BHEIER - &
S—HEP T EREEGBARHEEGFR EHBER - £S — 26
T BRESMAEGFRIEN Z ER - E—EEHES+  HEERGE
HIREGFRZIE/NFEME - E—EEHEFI S  EHERGES
EGFRERBEZIF/NAMME - E—EEHREI - BEBREEGEERE
¢ SMEGFRZ KB RAMEE - E—EEHEA P - EREZHESFEGFR

BR[| Z LB FHAR -

EREFHS T ASHRMESEL ERBEA XAl BLE
HEMEREREZEARGIN > EREENEBERZEE) - T&
RSN BRI BN FEZER - ZRIRZ B REA IRl BEEE S
V) EREEWGIDT  FEHSEBEESHUTHRZEE : FPDIHLE -
PLCTLA-43 g ~ B MR - bel-x UM &I K 7S BB i o B A b Ll g
B (NAMPT)HI K] - EEM B G + > EINER G2 HE - £X
LRSI - BIMREAGES -  EEHMBEHRGIT BN ERRRES

C188140PA.docx -13-



201623332

fE (Imbruvica®, Pharmacyclics) - £ E B HE ] > ZHHM SRR (5 A+ 4
B - EHME G P - 5505 B {4 3R AL E B (Zydelig®, Gilead
SciencesA F) o FEE M E HEFI 5 - BHH B 5 4 e £ 7 3 2 i (ABT-
199/GDC-0199, AbbVie A E]) - EEEEHEHI+ » FINER(GRHLPD1L
BE(FM o TR EH (Keytruda®)HEX B EY) - EXEEFHEI+ - 8
HNET A IICTLA-45 BB (Bl » PIREDR) - EHELEEHEGI G - FIMEE
Bl 5 Mg -

EEREERAT  AFHZFBENKRETEZRE(CAR) EH
SR A X ritscFvZ R4 & & (FI A CDR) - £ H
BEHAlt  AFHEZHHBENRCAR HEERKREEE  HEa8a
SEQ ID NO: 40th it i £ 8 £ 51 2 CDR34&E #15 - &4 SEQ ID NO:
39t Fy 3t g B B 17 51| 2 CDR245 1 33k ) & SEQ ID NO: 38 iy 4t fir £

5| 2 CORIGESH#EIN  UAERTEE - HAE 38 &SEQ ID NO: 37
o Fif it e 2 % 7 51l 2 CDR345 135 - &5 SEQ ID NO: 36 ffy it i A& %
Fr %l 2 CDR24E #8315 . B & SEQ ID NO: 35+ iy it bz & BE 7 51| Z CDR1
LERE I

EEREFEREAT  AREZFHENRCAR HESEETERE -
HAEE&H8ESEQ ID NO: 129 Frift fF BB 75| Z CDRI&G#EIK - A5
SEQ ID NO: 11t Ffilt fg 58 £ 51 2 CDR245 #3822 SEQ ID NO:
10 P Br B EE 75 2 CDRIGEEE  UAKETEE  HEaaia
SEQ ID NO: 8t il fir £ % FF 51l 2 CDR345 #4398 - .4 SEQ ID NO: 7
o i i f B B8 P 51 2 CDR2&E /S35 K B & SEQ ID NO: 61 iy 7t fier B &
FE 5l CDRI4E 115 -

[ EXEERH]

B 1324t Abl (SEQ ID NO: 15 5)% AbA (SEQ ID NO: 9 5)~ T &

EE(VH) R #R#E(VL)ESRBEERKF - VHR VLIE AN Z CDRFF
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FUNIAE » ELAbL VHFFUSLAbA VERESI > p > 2 RiIRE -

i 2R 4t Abl (SEQ ID NO: 135 14) & AbA (SEQ ID NO: 13K 15)>
EREBEREHE - AVIFFHAVAFFI 2 E@ 2 =B MBER -

B 342 At M AL B Ab1 R Ab2AH bL 2 % T Ab 1 4% B2 §71 3%  Biacore4: &
THEOEEANZR®E - £ 4 59+ # FHEGFR (1-525) F
EGFRVIIl - B3Rt 2k, M s )i BHRRESE SR8/
HMEEEMZEREYR ks AIERBENB/NEES YRS &
MERRER  BK.MGEFEERERES -

E4i2 fEFACSOhr z B M - HERAPAEFEHHENAbIK R
ZHAGIEREMBANESREAR ZES  REARELERK &
SRA%E
Bl SE@RFACSEF oM &R > HiEm » AbI EEEH S 7

Ab11H[E Z EGFRE AL -

B 65 Sk Ab1 R Ab1 B AG H1AG BLEGFR (1-525)45 & > ikt - B\ E
RRAbIEAL2 (WA ZELERFBAbIEREE - BRIERSIER
F24H - BB TP REZER -

B 79 (75 75 22 B (Western blot) 3 7 Z &5 R - HiGEAbL R Abl &

® RRNEEEEIEAEMELRZEY - FRESCC-1SZHEETAE

H292I B BE R MBS 4h il 2 &4 > BERETRBEESWERR

W B B8 B¢ B2 EGFR (pY EGFR) - #{-EGFR (tot EGFR (4 EGFR)) & #i

BHELAWAESED)EBRIN - BTARENLEEERADL - Ab2K Abl

R TUARRESCC- 1S4+ # #IEGFRZ EGF/ 8 ~ BR B BE B Be 1L 7 #E

71 - El7BIEALHISE REIRADL ~ Ab2J Ab1 4 B 47 B 12 H292 48 g b 1

#IEGFRZ EGF /14 7 I i B b B 1L 2~ #E

B 8LAE 4G R FEADL ~ Ab2 R Ab1 882 > pEGFR ELISA4Y#7>
$ER (BI8A) LA R 2K 5 A431H HI B/ 3T 2 Ab1 B2 Ab2 ; AbP#H EE 2 #1141 12
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E(EI8B) - E8AZ YH#I{RTE450 nm N Z HEFEFE(OD) -

B 9 FHFACS&E & 7 M DAE 2 48 7R Abl ~ Ab2 X Ab1 % /3 $i 8 &2
REFANEGFRZEFABREAEHARZES -

B0 E R Ea~/NEREBEYHR I 2GR > L& ADbA -
AbG + AbK ~ ADMZ AbPEZAb] + Ab2 R A MHIgG (hulgG)¥ BMLL - 7
ABENSCLCEZBBHEYFHAFEBERZE T  -FHEERKLHESE
B FEE -

B 1132 {i AbA- & S B 25 i 5 © B 2 -ve-PABA-MMAE ADC (£
NP iEME T AbA-vcMMAE | )Z 4518 -

B 12-1 52 12-242 i 4 {E AbA-veMMAE 7 83 7K 18 & /E A J& #1 (HIC)
SMZER -

Bl 13-1 5 13-232 ft AbA-veMMAE 7 41 1% & 4 J8 #7 (SEC) 43 #7 2 4%

% o

B 14 B &~ A $1-EGFR ADC W&/ B B EBHE Wil &
SMZER - - Bl4AGR/NEBEREREYHIGFI oM Z&ER » HitewH
NCI-H17034 e ABENSCLCEREREY ZEREE R ZF - R
AbA-veMMAEBZ Abl &z Abl-mcMMAF ADCARE: » #1417 Fitg 3& -
4B~/ NBEEEBEYAR o &R EEE®HEBC- 14T A
BEINSCLCEREREY ZERE R ZHIH - BM/RAbA-vcMMAEEL Abl
K Abl-mcMMAF ADCHHLL - #IFIE A58 - SEE R ETIRE 2T
SE

B 15 DL & 72 48 /~ 5 F $1-EGFR ADCZ /)N B 2 RE 1% 15 ) 1 ] 57 A7
ZER - BIISABRTR/NEERESEYHAIGI ST 2488 » LB ENCI-
H224 P 2 EEE R ZHAIS > & @k AbA-veMMAE (AbA-
vcMMAEp) 5z AbA-veMMAEE2 4 {£ Abl-veMMAE (Abl1-veMMAED) -
Abl-veMMAE - 4 {5 Abl-mcMMAF ADC (Abl-mcMMAFp) & Abl-

C188140PA.docx -16 -
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mcMMAF (B = $H R)MELL - AIKIARYE - BISBER/NBEEER

EPIFE O 2E R HEEEYENCI-H224Bd 2 EE 4 & 2

%) » B7RAbA-veMMAEEE 4fi{E AbA-vceMMAE (AbA-vcMMAEp)#EL

K AbA-vcMMAE £ 4t {E Abl-vcMMAE (Abl-veMMAEp) - Abl-

veMMAE + Abl-mcMMAF & Abl-mcMMAFp #8 bt » #1] &1 3% 1 5 Frf 1%

58 - BIISARBHR ZFRIEHETRNERT - BI3 mg/kgsi6 mg/kg ° &;

BRIE R PIRE ADCZ B fEBL - B 15 2 HR2ARBRERE » X

HBAGEEZEGFRZ I GREBENE -

Bl 1652 (f Ab1 8845 7] &8 & % (VH) X E st st (Bl 16A) . Ab 18 55 0] 2

(VL)X Esx st (B 16B) 2 FE EBE 5 -

B 178 REGFREA R Ab1 K AL2Fi&E S BB Z ~ERE -

B 18 LB 2 48 7~ {E Fi $1-EGFR ADC > /N8 B FER 8 W 1 &1 53 47
(fEFANCI-H292 (NSCLO#if) 2 &R - 7 FRIEHERRVRIERKF > 813
mg/kgE.6 mg/kg ° FIRfE NI B HIAENADC Z BF [ & -

B 19 0L B 72 48 /= £ FH §1-EGFR MMAE K MMAF ADCZ /N B 8 &%
BEAREEREREYAIGFHIONZER - BI9R 20 FRIZEHE RN
B Bl mg/kg - FiEERGHEIBHNADCZIEEE - B199 2 #

® Bo2REMHE  GRFAESZEGFRZEEEREEHNE -

B 20A ) BLLE TP 48 7R B 5 F 5% 5 B IS BT 8 & &2 (SPECT) sk & 47 1
TR HEIEREFEAK InfERR 2 AbA - AVIR Y B > W EE
15 B (57 B A SW48 (B 20A) R EBC1 ([EI20B)fERE A ) - R
EGFRZ FE & Z $1 A8 #% HU S B

E218 " EHERBETOREACHEE - SERB-AEREERES
PLEE (Ab) Z PBD — E 5 (SGD-1882) 7 45 14 (4 78 & SGD-1910) -
[EH=]

REHZ X EEFEGENL-EGFRITE kR & - $1-EGFR

C188140PA.docx -17-
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ADCREBZHESY > LEANNEZENRRR EZ&E - SEF
SRS K TE E4AE - AR EER A At i R ADCH A E
EGFR ~ flIf] AHEGFREM (BRI BIER AR ERHFENU T ERE
ZHAE LERE - -AE ESBEBE BESE@OMLBEIAR
)~ B~ B BREE - R - SRR (B0 o B R B R
BRARBESHIE) - ZFe AT - FE/NHAERTE R ATSI AR -
LE#

RTITNEFTSHEBRAZH  HEAERELMWE - B Eix
B BRI B2HBIENEZHE  FIIZEPREZEREER
BEWRGAZHZ —H7 -

fiich " MIRKERRTF(EGH)ZBHE , 2 " Hi-EGFRILE | #
AXFEERHER HEGEEFRERMEESSEZEGFRZERE - "84, Ff
FEETUR(BIEGFR)Z IR ARE AR MME SRR > /&
RRAUAREAREZAFECARZHE EREEESAT  REBEEE
&4 & Z ABEGFR (hEGFR) ° $i-EGFRYIA8 2 B B35 R T X EH 1
T BRIEFMETR > BRIMEE " Hi-EGFRILEE | NEESEH 4R
EGFRE(EGFRZ (L1 & 2 (B A EGFRVIIN) Z $71 58 -

B4 M NJHEGFRZ B 2 BE /7 51 fE R SEQ ID NO: 32 # T 3L
oo Hop Stk (AR EE1-24)0 T #148 » B4 s 45 R (BCD
B AR IR A 25-645) Z I B A B A DU BB N8 Bi/R « EGFR (A X H 7R
T8 EEGFR(1-525)) Z &0 FF £ ZVECDH JE X SEQ ID NO: 47HE M
SEQ ID NO: 327 A Fg1-525 - A MEGFRZ AL A HEN T &
ERMZEBHE - HISEQID NO: 327 B B BE B AL 252 1210 -

1 mrpsgtagaa llallaalcp asraleekkv cqgtsnkltq lgtfedhfls

lqgrmfnncev
61 vignleityv qrnydlsflk tiqevagyvl ialntverip lenlqiirgn

C188140PA.docx -18-
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myyensyala

121 vilsnydankt glkelpmrnl qeilhgavrf snnpalcnve sigqwrdivss
dflsnmsmdf

181 qnhlgscqkc dpscpngscw gageencqkl tkiicaqqces grergkspsd
cchnqcaage

241 tgpresdclv crkfrdeatc kdtcpplmly npttyqgmdvn pegkysfgat
cvkkeprnyv

301 vtdhgscvra cgadsyemee dgvrkckkce gpcrkvengi gigefkdsls
inatnikhfk |

361 nctsisgdlh ilpvafrgds fthtppldpq eldilktvke itgflliqaw
penrtdlhaf

421 enleiirgrt kqhgqfslav vslnitslgl rslkeisdgd viisgnknle
yantinwkkl

481 fgtsgqktki isnrgensck atgqvchalc spegcwgpep rdcvscrnvs
rgrecvdken

541 llegeprefv enseciqchp eclpqamnit ctgrgpdnci qcahyidgph
cvktecpagvm

601 genntlvwky adaghvchlc hpnctygetg pglegeptng pkipsiatgm
vgalllllvv

661 algiglfmrr rhivrkrtlr rllqerelve pltpsgeapn qallrilket
efkkikvlgs

721  gafgtvykgl wipegekvki pvaikelrea tspkankeil deayvmasvd
nphvcrllgi

781  cltstvglit qlmpfgclld yvrehkdnig sqyllnwcvq iakgmnyled
rrlvhrdlaa

841 rnvlvktpgh vkitdfglak llgaeekeyh aeggkvpikw malesilhri
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ythqsdvwsy

901 gvtvwelmtf gskpydgipa seissilekg erlpgqppict idvymimvke
wmidadsrpk

961  freliiefsk mardpqrylv iqgdermhlp sptdsnfyra Imdeedmddv
vdadeylipq

1021 qgffsspsts rtpllsslsa tsnnstvaci drnglgscpi kedsflgrys
sdptgalted

1081 siddtflpvp eyingsvpkr pagsvqnpvy hngplnpaps rdphyqdphs
tavgnpeyln

1141 tvgptcvnst fdspahwagk gshqisldnp dyqqdffpke akpngifkgs
taenaeylrv

1201 apgssefiga (SEQ ID NO: 32)

AN EGFRZ ECDZ g B FE Fr 5 {F B SEQ ID NO: 342t T X
b BEEEFFIIMITEIER) -

1 mrpsgtagaa llallaalcp asraleekkv cqgtsnkltq lgtfedhfls

lgrmfnncev

61 vignleityv qrnydlsflk tigevagyvl ialntverip lenlqiirgn
myyensyala

121 visnydankt glkelpmrnl gqeilhgavrf snnpalcnve siqwrdivss
dflsnmsmdf

181 gnhlgscqgkc dpscpngscw gageencqkl tkiicaqqcs grergkspsd
cchnqcaagc

241  tgpresdclv crkfrdeatc kdtcpplmly npttygmdvn pegkysfgat
‘cvkkeprnyv

301 vtdhgscvra cgadsyemee dgvrkckkce gpcrkvengi gigefkdsls
inatnikhfk

C188140PA.docx -20-
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361 nctsisgdlh ilpvafrgds fthtppldpq eldilktvke itgflligaw
penrtdlhaf

421 enleiirgrt kqhgqfslav vslnitslgl rslkeisdgd viisgnknlc
yantinwkkl

481  fgtsgqktki isnrgensck atgqvchalc spegcwgpep rdcvscrnvs
rgrecvdken

541 llegeprefv enseciqchp eclpqamnit ctgrgpdnci qcahyidgph
cvktcpagvm

601 genntlvwky adaghvchlc hpnctygctg pglegeptng pkips (SEQ
ID NO: 34)

EGFRZ S B 45 W R 4L 1A [ 17 - EGFRZ ECD £ 7 41H & 8
(CochranZ A (2004) J. Immunol. Methods, 287, 147-158) - EL4¢ L4518
MIKINEMRERERERBZSROMEE SR - EERIKIVEAE
SFEMERZENEOSRES  EREEOEEBHERTREN
EGFRZEALFE -

EGFREHR 75 B H# BEEGFRE R R L AN EHF - EGFRvIII{A
ANEEEPEEH fﬁ #J EGFR £ #8 (Kuan % A Endocr Relat Cancer.
® 8(2):83-96 (2001)) - EE RN IR BZ B - £ EGFRZ 4l B 4 45 14 15

THREWTERERRAREERSEREBEAGRBEREE - Bt -

EGFRVIIIER /D 8 &£ RIEGFRZ Y SN 5 MBI 2 e B B4 6-273 H B HE

R Z H g ER R E 16 A - EGFRZ EGFRVIIIEE 88 & & 4 B 1 45 1 1 267

B BEREAEZRER  HPERKEFFEEA KK - EGFRvIIIEE

B2 Fr 5 {E B SEQ ID NO: 338 /R T X (ECDLAE S hn 58 o B ¥ FE

RSEQ ID NO: 46 » {S5tF 50T &4%) -

mrpsgtagaallallaalcpasraleekkgnyvvtdhgscvracgadsyemeedgvrkck

kcegperkvengigigefkdslsinatnikhfknctsisgdlhilpvafrgdsfthtppldpgeld
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ilktvkeitgflligawpenrtdlhafenleiirgrtkqhgqfslavvslnitsiglrslkeisdgdvi
isgnknlcyantinwkklfgtsgqktkiisnrgensckatgqvchalcspegewgpeprdcvsc
rnvsrgrecvdkenllegeprefvenseciqchpeclpgamnitctgrgpdnciqcahyidgp
hevktepagvmgenntlvwkyadaghvchlchpncetygetgpglegeptngpkipsiatgmyv
galllllvvalgiglfmrrrhivrkrtlrrllgerelvepltpsgeapnqallrilketefkkikvlgsgafgt
vykglwipegekvkipvaikelreatspkankeildeayvmasvdnphvecrlligicltstvglitqlm
pfgclldyvrehkdnigsqyllnwecvqiakgmnyledrrlvhrdlaarnvlvktpghvkitdfglakl
lgaeekeyhaeggkvpikwmalesilhriythqsdvwsygvtvwelmtfgskpydgipaseissil
ekgerlpqppictidvymimvkcwmidadsrpkfreliiefskmardpqrylviqgdermhlpspt
dsnfyralmdeedmddvvdadeylipqqgffsspstsrtpllisslsatsnnstvacidrnglgscpike
dsflqryssdptgaltedsiddtflpvpeyingsvpkrpagsvqnpvyhngplnpapsrdphyqdph
stavgnpeylntvgptcvnstfdspahwaqgkgshqisldnpdyqqdffpkeakpngifkgstaena
eylrvapgssefiga (SEQ ID NO: 33)
EGFRvIIIDASEEC RS MR EM T N HEK G EE R EE T E
B - E X1 EGFRVIII £ 1IE E 4H & & & & I (Wikstrand & A Cancer
Research 55(14): 3140-3148 (1995) ; Olapade-OlaopaZi A Br J Cancer.
82(1):186-94 (2000)) - HEEEMB(EEALE - MEBERE - NSCL
BEE - U0 & E KAl 5 BR &) B B R B % R B (Wikstrand & A Cancer
Research 55(14): 3140-3148 (1995) ; GeZ AlInt J Cancer. 98(3):357-61
(2002) ; WikstrandZ A Cancer Research 55(14): 3140-3148 (1995) ;
MoscatelloZ A Cancer Res. 55(23):5536-9 (1995) ; Garcia de PalazzoZ§
A Cancer Res. 53(14):3217-20 (1993) ; MoscatelloZ A Cancer Res.
55(23):5536-9 (1995) ; K Olapade-OlaopaZt A 2(1):186-94 (2000)) -
WA A "EGFRZAY)EY ) AIEEGFRZFTEBEE LY
B BREEFABRMEEERREREF(EGH S5 2BEREERRE
Fa (TGFo) » B Z%AE ~ EALIJAK2EESE M - TE{EMAPKEESIE 4 K
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E LB R 2 88 E O BR R G BB E 1 - |

EREBENADCHE _(LEYEHOERE  OAXFRHA
flisE "RHEMLES ) N THESHES  BREZEEERARZL
BB L ARERBIONEEAERRRAZESE U0 HER
MItEEREE0EEBMIE—MELE - EHEBHNADCH R
"A, REREN RIESELER A, RBZRETEESS
RAA (RHEBERELAZFFERVEEENBNADCY KELAZ
ﬁ o

MAXFFRARE "HEMEMESEWEGFR | & "HERES
hEGFR ; {445 §i-EGFRIT B K ADCLL S R 8 A} Ab1 B, Abl ADC
1% SEhEGFRA 5 E F 2 A€

WA XFTAME "5 R4S EEGFR(1-525) ) = "4 2%
& 2 EGFR(1-525) , 454 & 2 EGFR(1-525) B i B % 81 (Kp) £ 2.3 x
10° ML E R Z il SKADC » WH B REBHELIRFAAE -

Mieg "l BERELAEREREG()SF > E—KEEHE
S IMGEEEMEWREEQL)  EE—hERE - &8
e BRITAY HRELRSFZELALEENE - ZEREB -
BREITENBYARENCH - TGRAEEIEREIE BT -

FeRkiiEd B EHCEEHJEE (KA XEE BHCVRE
VI REREEE EENTELE=ZEEEE - CHl - CH2 K
CH3 - B—KEBDERKETEE (R LERE HLCVREK VL) & & H#1H &
& REEEECE—(A&EEERCL . T VHE VLE # — % 414 i &
HMEBMBEREEFRIZERTERZB AL A EE(CDR)Z B &
& - 8 —VHEVLE3ECDREKHEFRAR » HEKRERHERE R
¥ DU TIERFEHES : FR1 » CDRI1 ~ FR2 - CDR2 ~ FR3 » CDR3 * FR4 -
REKREBSTTARE—FHIEBIANIGG ~ IgE ~ IgM ~ IgD ~ IgAKIgY)
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KRR (B 1gG1 ~ 1gG2 ~ 1gG3 ~ 1gG4 ~ IgA1 K IgA2)ELEE4E -
MAXFFAMEREZ "HEEEHMS ) CGEBR "HEBX
SoVAENRBZREREGRESZPUE MWW » hIL-13)Z 8 H—E
ZERE BT MIBZHRGEENRETHEENEBZREXRE
I ZEVNBERATTEREEEE SEFENRKUSIKHELER
X RHENGEEEWENESEARE - fiﬁiéﬁﬁ‘&%Z "HIR&EEH
5 NBEZEEREZEREREG) FabR > H{AHVL- VH - CL
MRCHIGHEBHEMZEFRE 5 (i) F@b')L,RE  EGEamMEREH
EHREE _REEBE ZFabR R ZER B (i) FdR B » H&H
VHE CHIZE B 5 (iv) FvR E » HABPIEEE ZVLEVHER
AR 0 (v) dAbH E¥(Ward® A+ (1989) Nature 341:544-546 » Winter
ZEAN > USIHAXMFAXRNLP ZPCTAKZEWO 90/05144 Al) » HAE
SHE T EEEE k(i) oBEEHAEE(CDR) - o EEFVRA
L MEEEBIRVLE VI HERBERNGE >  BEEOERAEH T AR
HEREEBES Lo ENRESHFEBEERABEPVLE
VHEREEHEREEY F2E—EQE#(EBEEBEFY (scFv) 5

4l > 2 B BirdZ A » (1988) Science 242:423-426 ; FzHustonZE A (1988)

Proc. Natl. Acad. Sci. USA 85:5879-5883) - Z FH BB BEHEE
RMiEREZ "TREEEH S N ERRHZELTKE P o o
scFvy FHIARISED T - THREHBEREBZEMP N - IO EN
B SEABG -HEFELERSE  HPFVHRVLEEREE —ZK
EERR  BFRFREZEBEEN AT HEELZWESHERZERC
¥ HLAFESHEEES 8 L2 RS RIRECH I E S M E RS
&R B (BI4n - 2 R Holliger, P.% A (1993) Proc. Natl. Acad. Sci. USA
90:6444-6448; Poljak, R.J.ZE A (1994) Structure 2:1121-1123) - ZE L

B gk & 3R 4 B 22 N B &0 (Kontermann Jz Dubel 45 % ° Antibody
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Engineering (2001) Springer-Verlag. New York. %5790 (ISBN 3-540-
41354-5)) -

WMASFTRAME "HiEBERE AEERSHERBIMIEE
KREONEEBBERZE, — (S ELARANREE MW I Z DK - B#HE
REMEEMENESZEHRBEREC I HEERBEIRAREEZE XS
EREEH T  ZFHEERSRAERNFAAA BN > 2 R Holliger,
P.% A (1993) Proc. Natl. Acad. Sci. USA 90:6444-6448 ; Poljak, R.J.%
A (1994) Structure 2:1121-1123) - R E LR EEB IR AIEEHE
KENESEHER Bl ASGCERRRHANEEEBEBEERRFT
BREACHMBERBTIR XS -

ABIGCERRNELE BB ARBERESERZFT
EHE Rl e adl
12345678901234567890123456789012
Ig y- 1A E & SEQ ID NO:41 | ASTKGPSVFPLAPSSKSTSGGTAALGC
LVKDYFPEPVTVSWNSGALTSGVHTF
PAVLQSSGLYSLSSVVTVPSSSLGTQT
YICNVNHKPSNTKVDKKVEPKSCDKT
HTCPPCPAPELLGGPSVFLFPPKPKDT
o LMISRTPEVTCVVVDVSHEDPEVKFN
WYVDGVEVHNAKTKPREEQYNSTYR
VVSVLTVLHQDWLNGKEYKCKVSN
KALPAPIEKTISKAKGQPREPQVYTLP
PSREEMTKNQVSLTCLVKGFYPSDIA
VEWESNGQPENNYKTTPPVLDSDGSF
FLYSKLTVDKSRWQQGNVFSCSVMH

EALHNHYTQKSLSLSPGK
Ig y-118 E & %€ | SEQID NO:42 | ASTKGPSVFPLAPSSKSTSGGTAALGC
S LVKDYFPEPVTVSWNSGALTSGVHTF

PAVLQSSGLYSLSSVVTVPSSSLGTQT
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YICNVNHKPSNTKVDKKVEPKSCDKT
HTCPPCPAPEAAGGPSVFLFPPKPKDT
LMISRTPEVTCVVVDVSHEDPEVKFN
WYVDGVEVHNAKTKPREEQYNSTYR
VVSVLTVLHQDWLNGKEYKCKVSN
KALPAPIEKTISKAKGQPREPQVYTLP
PSREEMTKNQVSLTCLVKGFYPSDIA
VEWESNGQPENNYKTTPPVLDSDGSF
FLYSKLTVDKSRWQQGNVFSCSVMH
EALHNHYTQKSLSLSPGK

Ig <A E & SEQ ID NO:43 | RTVAAPSVFIFPPSDEQLKSGTASVVC
LLNNFYPREAKVQWKVDNALQSGNS
QESVTEQDSKDSTYSLSSTLTLSKAD
YEKHKVYACEVTHQGLSSPVTKSFNR
GEC

Ig MEEE SEQ ID NO:44 | QPKAAPSVTLFPPSSEELQANKATLV
CLISDFYPGAVTVAWKADSSPVKAG
VETTTPSKQSNNKYAASSYLSLTPEQ
WKSHRSYSCQVTHEGSTVEKTVAPTE
CS

4 B ENREREET T ABREBERHEN S 72—
oA THERNBENNEN B NS EEME S B HEEK
EREEEREK ZERENNIFZEFCEFEAEBIEYR
T B %0 & % 2K & 10 % scFv 47 F (Kipriyanov, S.M. % A (1995)
Human Antibodies and Hybridomas 6:93-101)F {5 FI ¥ BE R B iR 55 - 12
T ECRInFHERERKME _HEYER (bscFvir + (Kipriyanov,
S.M.% A (1994) Mol. Immunol. 31:1047-1058) - £ #1Fab} F(ab'), 5 E&
EHEXRotUFEAERRME2EREE > 2R ARANE
HESEEAHL - L4 HilE - TS KRR 25 E M
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ARl 2 FE A B DNAK T 2R e -

WAXFRR " oREfE ) AAEEELTEEAFERERR
MzEtREZRAEGN  FEYMESEGFRZBENEEE LSS
frR2MEESIFEGFRFIRZ ) - A - WEME SECFRZ BT
RRUAAMBEBIAUREHMYBEBZEGFRY F)EARXKEX -
s EERES EE LA S XM AR /B2 -

MizE " NBER, REESXKEFEAEYEGIW > NB)ZE
BREBAMBERFY > BEEPFVER/EVLFIIZZD-HoELRE
BE"ABL, MBAFEBRATEFIERANUZE - BRWS
izE " ANEERE) AREREUESEFNHINEZERHESE
e TEY - BUYSRE BHESEELRAARNBE CREAR
FIZERFREREE LEFFASIBZIEERFIIZERMAE
& (CDR) - s A X Fr izt ' EE £, ECDRER T i EEF5
B EABENEGCORZEEBRFINE V0% - BEZEV8% - BN
90% ~ E/95% « £/ I8%LE/V99%— M ZCDR - AL BAES
BEELREZES —EBRE W(E 0] %4 1% (Fab - Fab' ~ F(ab'), »
FabC ~ Fv) » HH A EE L FrA CDRE B & B ER IF A & K
EOEIMERIEIZHE  BMAREELFAERES R AREE
HREOLXFFIIZES - BEN - ABLEHETMIESR2EREQGRE
E((Fe)  BE AFREKREBZIES -8y - E—EEHEOF > AE
RS FEEUREREZEZ VI EEER —F - BT BEEHE
Z CHI -~ #3& ~ CH2 - CH3R CH4lEK - E—HEHEHI - AR
RESEABLCESE EEMERM T ABLhRESEAELE
#oHEREERLT  ABLCHBEESAEREZ A ABLCTEEBER
/B AR E B -

ANELERBITEET —BEZEERES > ®EIgM - IgG
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IgD ~ IgARIGERE—F& » G (ERRK) 1gG1 ~ 1gG2 ~ 1gG3 K
IgG4 - AR TEES —EUN LERANERZ 7Y - BABKES
BT ERERNAN MM ERE & E{ LA ERE IR -

flizE " Kabatfg5t , - " KabatE & , K " Kabatffiil , EA X F
ARERER - FARRZIZENEAEHERENREEEHMIZE
LR EEPRAMEARBEEENEHIES) CKERBEE
1T 45 9% 7 % % (Kabat® A (1971) Ann. NY Acad, Sci. 190:382-391F
Kabat, E.A. % A (1991) Sequences of Proteins of Immunological
Interest » % 5kR > U.S. Department of Health and Human Services, NIH
NEE1-3242) - HNERTUEE > BEEHE LAHEBUEIIESS
(CDR1) ~ fe & BRI ES0FE 65 (CDR2) K E B E95E 102 (CDR3) -
HARETEE  BE2EREMKERULE24234 (CDRI) ~ AR
I ES0E 56 (CDR2)F B A BE iy B89ZE 97 (CDR3) -

MAXFTAMEE "CDR ) AENETEFIRNZIOWMAEE - £
BEHEMHOEREBEOLOZE—TEE+THIECDR HRE—TEE -
H& 4% B CDRI » CDR2E CDR3 (45 Efi=HC CDRI » HC CDR2 -
HC CDR3 - LC CDRI - LC CDR2ELC CDR3) - #4174 32 By F fif 3B
"CDR4 |, hiEREGENFEZE— T8RP EFEEZ—43ECDR - B
REBERAE AL FEMEHZ SECOREYER - #HKabatfi il ~ %
4 (Kabat Z& A - Sequences of Proteins of Immunological Interest
(National Institutes of Health, Bethesda, Md. (1987) % (1991))°F {# 2 {it
BRARIBE—TE2ECHBEBERR 24 - B TREMSERE={ECDR
THEBBEEER - % % CDRT # & Kabat CDR - Chothia 7 [6] &
(Chothia & Lesk » J. Mol. Biol. 196:901-917 (1987) F Chothia% A -
Nature 342:877-883 (1989))& 37 » Kabat CDR[N Z X b 7 2 4> BF By 4%
THEZRFERES BERERFIIBE LEEEEZESHKY - BX

C188140PA.docx -28-
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FFEoeam& /Ll L2RL3EHI - H2RH3 » Hef 'L, B "TH, 4
Plep B HE R E#EEE - %% &5 K Chothia CDR » HEF &
Kabat CDREB V£ R - R E HlKabat CDORESB Y CDRY HAitE R E
i #ft A Padlan (FASEB J. 9:133-139 (1995)) K& MacCallum (J Mol Biol
262(5):732-45 (1996))F - HCDREF AT T R BEEBMHE LK 2%
thr —% > By} 4Kabat CORES > EEHTRBUTHEINRNETRS
BAREREER  EEBEANBENEEZEECDRFEAEZLZERE
GE AXFBATENFARBZEAKPZE—FEREZCDR {#
B B Jiti ¥ (£ A KabatE{ Chothia % 7 2 CDR -

AP AMEE "R B TEREFT, hI5TEE R X CDRZ
ZRERFY] - BNCDRFINZEMEAETFEHNE RFREE » BIE
RFIzeRBEAHENREERE - 6(@CDR (¥ # 2 CDR-L1 - CDR-
L2K CDR-L3LL & & # 2 CDR-HI1 - CDR-H2 &, CDR-H3)J/R{E & — 8 |
N B EZERE SR UEGEE(FR] ~ FR2 ~ FR3KFR4) » H
1 CDR1ZE fif AFRIBIFR2 7 [ > CDR2ZE fif A FR2EAFR3Z B » H
CDR3IEI R FRILAFRAZ [ - ARG R BEEEIEE BHFRIL - FR2 - FR3
EFRAFBAT BRAEMELBZELZERRE-—RAZBEREAHE
® ZABEANKHESFR's - IANFFAFRAKRUBETZEF 2 —F > B

FReUERBHIERE Z NEGES 2 MENESHE -

ABLEPBEZERKCORENRHEEHERBHAFS > fla > 57

RHIRR BAR/SREZED - EREBRBE  FEZMBEEZ

CDREGIERBEAHENRENBREFIELERFEURBITBCDRY,

LFER - AWM EREEROT > ZERERIREZ - BE > ED

80%  WMEZENV85% FEZEVINAELZEZEDIS%Z NG ERE

ERHENRHEAFRECDRFIIZHE - OANXFAME "£FIE

R BERELREREAFIIFZIERLE - WAXFAME "£FR
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BIREARFY ) GIEEEMRARREIRIIRETRE HE 2 HER
(BZEB)ERZFH (B4 - 2 R Winnaker, From Genes to Clones
(Verlagsgesellschaft, Weinheim, Germany 1987)) - E R &EEKEH FIE
b ARG ZE-—UEHREFZUERR Y HIRZKER S
1B o EMEEARIUESERRHR  AXAEFRIIFITEEE—% -

R ERFI " BREBRFI —HET %) EBERE
L RIS AZU(ERBE) LN ERGKFI—BMEEoER - BF
REMRTFRAERFI—BHZ 8o 2BERT > EEFI F R
EMRBEMFIN P ZRERBE B IBHERRBEN T 2L - HRHE
EREBFI—HEEILEZ B JURERHEKGERANZE
BT A REZERILYE  fINERTARERS ZEKIKIE > FIMIBLAST -
BLAST-2 + ALIGN= Megalign (DNASTAR)# 2 - 2% i T8 5% 1 % 0
FAERRENLH > BESE  BEEFMLERFIIZ2REBNER
EALCHRBRZEMNEE - E—EERA T - KXEFHEFEESEQ ID
NO: 1£31 - 35F40KS0ESP 2 E—F TR ERFIIEEED
80% » Z/V85% ~ Z/H90% ~ E/095% ~ £/V96% ~ BVIT% ~ B /D
I8NHEVII%—HMZHERF -

fiisE T HZENB EAXGTRTBEEMEXRESHEREE S
B PEE - ERLEEKAP  SENBTEREUEF=(HNEZ#E
MIRGEEN R > BBEWLIFRATE

izt " HERHRUNE ) AERESHERRESEAMEBIEZ
g E—EERAP  SHREUNEBGEGSENBAEBIELZ
EREMPE - I SEGFR (f40 - EGFRVII) k CD3 2 %55 &%
NN ERREEE T -

WA PHEBRERZMNE "TEETEEHBR, X "DVD,
BEMEXESZENEEENMEGAUENSZEESEIEZINESE
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GEBRE  ZFDVDIARFERFEMEE  EEE—ERR)REHE
WO EEECHENESEINR) B2 W RE#EDVDSE IR &R R
#DVDZ K ZDVDESEHEMIEDVD Ig- DVD g2 B—¥HEE
HEDVDZ MR R EEDVDIZ A MERRESUE S-S a
SEHETBEESREETEEBE  SEREESSUBEFE6
BS2HRNFEESZCOR - E—EERGIF » A XA CORA R i -
EGFR DVDH - '

MisE "HRETRZEE ) K "CAR, GEBEHERE  HESEYD
(1) HREEE > PIORBZ TEEENKHE - (2) HCAREEZET
M2 HEERE > kG) —HZEMRAGEHREESHE -

fMsE "EM ) BEFEOUTEEYE B HADCHREZES
RTrEMWEENNE > flwss s EhEGFREUFHT-hEGFRELE & R/EBEZ
FAIZHR 0 Bl4041-hEGFR %G B2 hEGFR Z 45 & Hl %I hEGFR Z 4 ¥ &
& - Bl401E R ITEGFRZ 4 B % (B 40 A 55 i 42 41 AR % H292) o #71
EGFRZ B Bz b » B¢l & 3R EGFR Z 4l i % (B 20 A %5 H292 fifi % 4H
e~ ANJEH1703W £ A A S A SHEBC LT 2 i Bl ) 2 08 7 -

MAFTAMGEE IR/ E (NSCLO)REBE Y 17 1 his
R B %E 5L -EGFRITAS BADCE & o] fl % K NSCLCHH fE 7% 16 & & &% §h
RNBPSIEZEBERGID  E—FERK/EEFEERERERZE
Ae AT - NSCLCEREREY 2 T B & i NSCLCHH i 1% 18 & % & &1
KNBP EREEEREHLEZA/N - F120200-250 mm’ > B
A5 BCADCHR B 3% /N BB LA E % AR SUADC R & ] HII #ll B /35 B 1K i 088
AR -EELERG  HBNADCZ EMHGREBEAHNAEREMSE
CREBAREGIOHH AR ERMNGEIFEERRWGIN > E¥AE
MAZRFE)ZHRBABBIOABIGHEGEES)ZEBFE RN
HIEDEE(WTCDXRAE - EXFEHEE F » Hif8(BHADC) K B BH g
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HLUMERBEREHEFRREEREEE/NE - E—EERS T > B
MNSCLCEEBEY I 2/ NE AR E S §F 1 2 & &R K% (SCID)/N
BN /B ERG BR CD- 148 B, - I I ENSCLCERE B 1H ¥) 73 # 7 ZNSCLC
Wi 2 B BEMERRK) H29240 /8 (Fl 20 » NCIH292 [H292]
(ATCC® CRL1848™)) .

WisE T RAL, RIS B RADCH G 2 HEER - % LT
Bl » RAAEFZEDRE 7 F AR TE MR EE B (P00 fr £ B - fE 3
- MEAENEELE) BEXLERFPIRARE-HEBEH
RISFHEERGE EXEERY T ERREEGER/EAT T
ZEEREYHEEBNEEGERER  BZiBREEESHE - &
EBRBERAT XEHIIBESTSEBHREERF I
CGADSYEMEEDGVRKC (SEQ ID NO: 45) (H ¥ FE X hEGFRE BE =
h 7 R B EER AL 287-302) E ] ZRAL -

MANXFANE "REEHEHR ) GESFEHNHM@ D)
BIAcore% 4t (Pharmacia Biosensor AB, Uppsala, \Sweden)sziscataway,
NDRH AR EERNZCEAERESELKRERITMEDFES
MEFRHZtEHS - BNE— PR 2 Rlonsson, U.ZE A (1993)
Ann. Biol. Clin. 51:19-26 ; J6nsson, U.ZE A (1991) Biotechniques
11:620-627 ; Johnsson, B.Z A (1995) J. Mol. Recognit. 8:125-131; &
Johnnson, B.Z A (1991) Anal. Biochem. 198:268-277 - 1 —{& & It {5
o REBHFRIRGRBEOI2P I ITEARHE -

MAXFTAMEE "kony B ko) MWGAETREIFEE SFRIT
BNEEEYNZIEERRER -

MASCATAMEE Tkorey B "key MGBENBENE/REERSY
PREEZ MR R E R -

WASATAME "Ko, AGERBHE-SUEHEIZFER @I

C188140PA.docx -32-
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AbADLAE R EGFR)Z iR BEE 8 - Kpfh#E k. / kaXRETE ©

WAXFTRAME "HEUES ) GEEXPTE—NBHE _HE
BEE=ZDTBIONRR) LZ2E&EEUEZER - E—EBEEGA T 0 W
BRI ZHEIUE S HERFACSOMZERHAE -

e "HRPEUEEST, AARAEWNEXESENBESSE
EEMBERAZH FE—EEEAT  HBEUHEESONMGHRFRL
ELA AR B (FACS)Sth  EANBEHAEELE LB Z R EER
EERSIARKEELNBEMBEERACHENEZEIBESES
MERA  HPBHHEBERUZGEESEERENLE - RPBESFACSY
HZzEBRRENRERF3F - H o FFACS 7 (£ B USTMGHH A
(E £ BEGFRVIII)

MAXFTAMNE "EELniE ., AEMARRENEEELE
(Pl 2B ZNBRENEE S 7 - BEM - B Gl
S Bl AR RS ZEERSNEZTEREELRE
MEELRANZEMREER T ZLZR@GIN » aFBELY T
HAZEE A EARAZEBERZ#BNEMEELD) ARSI
SR ZERBEFBEEARRLAT © B E A R R E D
8¢ IR OINEE N L) ‘AN WINIEEL PN SNILEE SNILA PTENILLL) (= AREN T ) I
OGRS (B4 » FITC ~ X HR4L (rthodamine) ~ AT EBELEE) - BHIR
(Al HRIRBEACLYEE - BHAEES - BmMEUEIRE) (L2 % HER
V) EMEE  HE_HETHNZHELKERA(BIA - 3 FEE AL
HEFI - ENRBZEENE  cBECEEE  RUER)
MEMER > BlansLE &Y -

sk "HiRE-EYEEY L 2 TADC, GELLBEEE -SSR
ARERNGERENANEER ZEE2E (AP BEERE)Z &
SEHEWUNNENENRREERE)  EREEKSI® » ADCEKE
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TifE - M EM R EEEYRESZEYENEERNEEEZEZNELZL
M - ADCEY AR I1BSHE—RE T SASRB T EY Ak
1 ATE - CERSEEMARYE o UAERADCT 2 By Y IER 4
e B IR S BN - BRI AE « QEBEE - AR SRR
B RELE B A RS - RS - SWER - (LR
W ME  PREM - FEEEE  EERAER  BREE K
BV R RE R~ 9 S AT D I S BRGS0 A 0 e S R S o

A DA ERERZME HEREEERTRBENES
W, - " Hi-EGFRIMSEEMILE &Y | 8 T H1-EGFR ADC | (a5 B &%
S L4 S EEGFRY M Y ADC Eh BB e Yy — NS B e
B oo FE—EEHAI+ > $-EGFR ADCfaEl & Hrfth )T (40 - MMAE
HMMAF)& & 2 BB AbA - B FER HLAAbAY SS38 B S8 R B 7
5143 B FASEQ ID NO: 13 SEQ ID NO: 155 -

WA SRR TR T RERTALT , RIS %S BERE o 1E i
B TREHMT, Y EENAERERMTITEY c BEFMTY
%545 (B R R R )R @ 5 TE (AE) - 2 B % 5 38 #7 ftr 5T E
(MMAE) - B B9 5 B 38 87 T F (MMAF) & % L 87 f2 5T 2 & A48 0L
Y o E—EEBHS S » AXFrityi-EGFRLGGE S EREHM)T U
¢ Hi-EGFR ADC -

1A SCHT R #E 38 T AbA-veMMAE | iR 5ADC » H B2 & i &
e s 25 5 A TG 4 2 6 462 o PG (PABA)
BB S % B BUEHT M TE (MMAE)Z 588 AbA - AbA-vcMMAE
kR E 1

{075 SCAT I T8 T mcMMAF | Fi 15 B AR BR 05 B 2L O B 2 - X
EEEHMTF MMAF) 2 #E#G/EYHS -

firsE " EY) LR | 3 "DAR | BENEZEADCZHIIELZ
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EEY) (Bl BB T)Z 8 H - ADCZDART FIES &EN » HE
EREBI > 10 AR LEUARIE L ERUEZE®E - i
sEDARFIER K ERAE LRBCEYHERER KE—BEERT
R K ADCEf Z ‘P39 DARKFE A -

WMAXFTAME " FTHEADCYE , GIEEAAEEEREEYE
BZADCY)ESHZEMENCEYE - E—EEHKOIT - 5~
ZADCYIE A AIEORERZEYEEHYE » BIDAREOHNE R (HE
DARG6 - DAR7 - DARS K DARKMR8)ZADC (Bl > 67~ 8 AN8Z
HYRENE) EEBEROT  MEFHZADCYE T 4iE8HE
RZENEHYE » BIDARESHE K (E EDARS K DARK R 8)Z
ADC (Bl » 8ERARBZ BV R EHYE) -

WA FrAMEE " ADCREY ) AIESHFADCZ EEDARS
ZHEY - HE—EEEH S ADCREEYSHEDARD i B1E8Z ADC
(Blan > 2~4-~6K8 Bl 2 -4 6REZEYVGEHWE) EHRIEN
e RBREVAESERSY T ATEEL 3 SKTZDAR - (o
BEEYNZADCIR A B RN8ZDAR - ADCIE & YR B #8/ — i 82
BRERNZENGES - E—EHEKSF - ADCESYIE EDAREIHE
/INZADC (B} > A E/NZEYREYE ) R DARE 6 E K Z ADC
(B > 6EARZEYEEHYE) % -

Mis8 "EE, AGERNEHEABMIFHBEE REARERK
RMZEBRL BEZBEPEBEMEARRM)ER MEE - B4R
B AErkdDRKEZREER ZFEEHEHMEREHGEM
SCBOAREE - FENAEME  fE - SBEE SHEBE EHEH
B AEGIA > ZREAE) - BEE - SRdRER - siRARE
(B A0 - iR 40 AR A 2 sk IR A AR BR SR ) ~ ALF9 - KB KR
B E—EEESIT  BERABHZHBRKADCRHEEREE  ZEW
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SHEGFRER Z & » L RIWEGFRZ & ¥ S EGFRVIII - 7 —{§
BEHAS  BASHZBENADCREREERERE BE  SEE
FERE T AE B RIREGFR - E—E BRI+ - KAEHZ HLBEMADCHK
HEBAEBRAEIE N ENSCLOZESE - E—EERA T - &
AEHEZHBHNADCR HEEFERER EE  EREREELERE
BERER -

MASCFTAME " RFEGFRZER | 4 RHFEGFREL Z &
e E—RHEHT > BEPTZEGFREFRGEREREAREE . &
B EELERAE  HPEEELTPEMEREREEZ2EHS
LR EETHZERGEHREGFRZER - M AERHEGFREHRZ H
EFRFEANTH > PIMEGFR pharmDx™ZE 4 (Dako) - #X » " EGFRf2
HEE  EERUEHEREGLERNMAIEEEEERTAEE
ENE B ZEGFREL G EHE -

MA X AT MTsE " EGFRVIIG M IE R | 55 RILEGFRVIIIE H
BZERE - FE—EEHEM S - fEE+ 2 EGFRVIIIZR I {4 (5 /i & 4 i
R e BB LBLexilE  EhEEERTREAEREREREZ
RS EELEERLEREGRIFEGFRVIII EE - wHERE S
EGFRER Z F A RFEANACH » BEEEREEHKLCEZ 0N HEK -
"EGFRVIIIf2 MERE®E | & 2 5 W0 #E A %2 % 40 S 2 516 A i 72 i e
BRaPAFESR TR ZEGFRVIIIELR B Y EHE -

B ERERZME " BRI (overexpress) ; ~ [ i R H
(overexpression) ; B¢ ' i 3 I (overexpressed) ; {4 15 B IE % 4l i HH
tb BEEREARSTUEERAZEEEENMEZEZER - Hit > B
RAEGEEOKRNABRE (RN E Mz Eix  EHixtEE - 8F
PFEREE DNEBIREMARUABZEOERE)  URBHRNEZ
EHEHEXNCEINZEM) KR IEEEGN - OEZE 2

C188140PA.docx -36-
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BBKBPNFBZEMBBERA - Bt BREAGIEEAEXRNAS
E - -BRANTVHEAEE HAMELEMEMEEEBERIES0% - 60% -
70% ~ 80% ~ SO%NEE L - EEEFHEHI + - A% ZH-EGFRILHE
HADCHRIER R BRIEGFR BRER -

WAXFRME "&E, KGEEXYE B > $1-EGFRITHE
BCADC)LLZE R B B 2 (Bl » JBFEGFRAEMKIE) - L ER T4
R KBEKER - EEBREBEGRIN > BEEBEWERRR)F
ARA ~ AL -~ BOARAS ~ BP9 - BN - BERN - LN - EEA - BBEERN
LRE KT -AERET WA BT %EET - FHEARKRE
5 R B E

WAXFrAME "H68E ) GERENEXXESEELEEY
H > flWH-EGFRTA B ADC R ZHSN AR - o] 7£ #% B3 -EGFR7 §&
BCADCHY[EBF ~ Z RIS Z B2 1 EE N B R -

MAXFRAME "ARE, X" EEAERE ) REEZEWWHUR
BREADC)ZANTE  BURBERMNEREGIOEBE)HNE —XNSEE
MZBREMR/RFFEEE - AR EER » SHEFRENE  HL&E
WEMAMZ -NZEERZESR B [ENER > BIKE > %
WIS B S —EEEWI - FHEISCERE)Z A E BN
FE - RS SADCZ 2 & 1T (B 40 )40 4l B /88 4 &= (Bl 40 > Skl R g A 7R
) REEBRERM®W  B/NEEEE) ROBHEEE 0 R/
EEEEBZ —HSBEERBRRZ—CEREE - BERETW LK B
EEFFE(DFS) M REBTE(OS)SUREE &M= -

TXFEHaPEFMAMEMARE Y S EERE -

II. }i-EGFR¥; & |

AZHZ —EBEKERBEEFHERAVIKRENCHEMRBERR
R o R HEGFRZ & & MMM )2 Hi-EGFRI B S H i1 H
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EEHS ABPAZS—BEZFBERNEEYESY(ADC) > &
BE&ARFIHL-EGFRyIAR R 2 /) —EZ W) (H 40 (51 IR 7Y ) B 42 7 it
T) ARPZHBRNADCZRBERBE(ERARMESsE2RE
EGFRVIIZ R4/ » S & EZRWEGFRZERF MR L 2 v 4 1
EGFR : 3 5] EGFR E > % it CGADSYEMEEDGVRKC (SEQ ID NO:
45) EEEEEAE LEAEME L ZEGFR » K FEEHTF] /N BIE
MpZ ARBEYERER

Abl (B DB ANBALET-EGFRYLAE - Abl Z BS i K B 7 51 77 7]
[ 4t 7 SEQ ID NO: 13 SEQ ID NO: 148 (JR 2 R E B 55 #H 55~
E5201201834715% » H{A LS AH R ARI P) - AblZ B m] 2
&Rt A SEQ ID NO: 5t » HAa4SEQ ID NO: 691 Frift 2 CDR1fZE
i FF%l - SEQ ID NO: 7 fift Z CDR2Rg £ B fr 51| X SEQ ID NO: 8t
Fiiift 7 CDR3fZ BB P 51| - Ablz B2 ## 0] 8 (& i # j* SEQ ID NO: 11 »
HA4SEQ ID NO: 2 Frift 2 CORIEE B 51 - SEQ ID NO: 3t F

it 7 CDR2JE £ 7 51 e SEQ ID NO: 452 it 7 CDR3 iz £ B& 7 51 -

— S ARHEZAVIEBHBRERAABAVZRUNR
M Wit E—EERHIP - A8 ZH-EGFRYLAE AE 4 S EGFRH
#ISEQ ID NO: 45552 7 =i B /5 A BLAb13 P45 & B EGFR - £% (B
B > RBTXEFBTAEZTESNES - EAFHIZIW
B S o $1-EGFRELAS B Ab1H: ¥ H W EGFR 2 1-525 (SEQ ID
NO: 4NEAMBZESHEANY  FOBEEBEEKINREL x 10°M
g4yl x 10 MZ R > WERREBHLIRFAE -

E—EEREG P » AHBEZRHHERP-EGFRELE - H{hAbIE
RAOBANEZEE  fORRZESHNEREEENAF
NSCLCHE/E MMM IE Z /e » W T XEHI SR - B2 > ZEHA
M EARPEE TADIEBE, - — RS > AVIERHERYE

C188140PA.docx -38-
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BAVIMEHBEZRMUFENSE - At > E—EEHEA T - XBHZ H-
EGFRIIBEHENIEE S H 74545 ZSEQ ID NO: 459 F il g £ % 51
NZRfL HEBRZEUHES T+ REE 8 ESSEQ ID NO: 147 Ff it fig
ERFI 2 E# T EEBIEREESEQ ID NO: ST EBRFYIZ
PP O] S AR 2 HU-EGFRILAG 3 £ 45 & ZEGFRVIIL - E2Ab1AHEL -
A58 Z Hi-EGFRYLAS RE 72 4R B P 2 H292 A %8 JE /)N 4] B i %2 (NSCLC)
EBBEYINMFPEEEANGKERERER  K/KESELE
ANELERABYE 2 F4EBEGFR - ERBEERGI = » K -
EGFRUIBESENFE S H RAEFEIEGFRZ AV ThAE - ERIMEE 2
HMBEHAF F > Hl-EGFRITBHENRELE S R RESEGFRVIIL: £4&
B %= I EGFR 2 4l B2 &£ ~ EGFR > H # %l EGFR k£ ~Z £ I
CGADSYEMEEDGVRKC (SEQ ID NO: 45) - fE 2 — BBl » Hi-
EGFRUIBEHENFEE &R REMUEGFRVINFEERAB ZRUELE S
EGFRVIII - FERIZLREHE 2 LML B Hi Bl > J1-EGFRITBEHNERFE S
AR EPE % E B (cetuximab) B $ & S EGFR - T X EH| & Rjuk >
AbATLEE R AbIE RS B AT AR & -
Rt » REHBED-EGFRINVBHERFEEEH Y KU ERS
® MESoMPHEAIGRSE  BENHIBREEBERFEEEN - £
—EEEF P > AP ZIR-EGFRUBE XN ERFE S B OELEEER
E B FF 5| CGADSYEMEEDGVRKC (SEQ ID NO: 45N> £ » WS
FUESoTFEAL] (BEE8ESEQ ID NO: 1 FTiliFEEF7
< B B EEIE kB8 SEQ ID NO: 5t Fy ift fiz B s 7 5 2 8% 4 ]
EHEBZH-ECGFRUIB )R FE A ERZTNAERR F 2R E EIN
(EGFRVIII) (SEQ ID NO: 33) «
E—EBEES T  A%BEZH-EGFREERXENEESESLY
I x 10 ME & fi2 B % 8(Ko) % & ZEGFR(1-525) (SEQ ID NO:
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47) > MFEHREBHELIRFAAE - HE > UBENERFEE 2L
AREI1 x 10 MEEZY1 x 107" M2 R 2 Ko&E & EEGFR (1-525) (SEQ
ID NO: 47) > MFEHREEHRLIRFAAE - EX—BRERI T > 5
BEEHEESEIUANLL x 10° MELH] x 107 MZEZK&EE
ZEGFR (1-525) (SEQ ID NO: 47) > MMFEHREEHF L IxFTHE - 2
o ABHEZHBRERESSE I UNRLL x 10° MELS x 107
MZ R ZKg: MREL x 10° MEEL1 x 10° MZ B Z Ky ARE1 x
107 MEEZY5 x 10° MK HRE1 x 10° MEZZg1 x 10° M2 4
TKe MR x 108 MEBELS5 x 10 MZ R 2Ky s LS9 x 107 M
BA491.7 x 10° MZ 2 Kes fHR495.9 x 107 MEEZy2.2 x 107 MZ [
> K& B EGFR (1-525) (SEQ ID NO: 47) » {136 E S IR
HE - FEREERA T  AFPZRBENIEE SRR ZERYE &
K)FE—EEHA P EPLAVIZEEEE - ESRNI-EGFRITETE %
BB #®ER -

AREBHZ P-EGFRIBEENREE Moz —HERER » ZE
S AE 45 & T RIFEGFRVIILY FER AN - 5 EGFRVIIIE H &g R >
MR ESBERNCH ZH-EGFRILEB(FIW » MEZEEH)EN
HIS R ERMEGFRVIIZ R BREARTEEN - Bt £—EE
Bl ABHEZHBNEREESHSLIL82 x 10° MEERKZ
K& & Z£EGFRVII (SEQ ID NO: 33) - MIFEFHREEBRILIRAAE -
E > ABHEZHBERERREESHOUNNLES2 x 107 MELH6.3
x 107" MZ I Z Ky 24982 x 10° MEEZJ2.0 x 10° MZRIZ Ky s
AR42.3 x 10° MEZZ91.5 x 107" M 8 2 K44 ZEEGFRvII (SEQ
IDNO: 33) » NFEHREDEHLIRAAE -

E—EERGT  AFHRBELEENEEREY/NEEE
FENEREEER -  BHNS > AFHAZHERERRESESH T
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REEGREANAEFENARMENSCLORESEY 2T T HERY
EGFRIER EMZ ANBECHBREREE RGN ZDLAS0% - ZHLEE
MGl FEAEERE R BB ARG > AEPZHRRETES
B REERAASEENABMBENSCLOEBREY TR HEY
MNEEGFREFEMH Z AERGHBHEBERNHXBEERZDY
55% ~ BHEI60% - ZHH65% - ZHKT0% - BV ISHHREDLH
80% « EELEEHGIF » EUMEERIE R IGHEBRGHEE > AEHZ
N ENRE e T ERAANEIE/NABEMENSCLC)RER
YA R HEGFRER R 2 AN B IgGHLE & IE B 4 & I &3
BE(K4Y80% ZE 4990% » SLLIB4%ELI90% » S &I8BANE 4T90% -

MAXFRAME "BRESEYD SN, GEAEBEEEEREY
S Eb R AEERAREEE TRERBREZSEREYE T4E
ERERABHBEZ 2 EZE/NEF -

EXEE BE L XFRREREBZHEEZ N -EGFREBHEGRE
EEMAMEEEABZHZERS - BHMS » FHHERBTULYL x
107 MR K 2 fif B % B (Ka)&5 & ZEGFR(1-525) (SEQ ID NO: 47) >
MEHZEDEERXIRMAE  BEcZBHRERFT

o CGADSYEMEEDGVRKC (SEQ ID NO: 45)N 2 B M FEFHES
M HEEAbl (EAEASEQ ID NO: IHFiiARFIIZERTE
(SR K B & SEQ ID NO: SthpT#i Br B B 5l 2 S o] B IR 2 i
-EGFRULIR) G FECERKERKE F 2B E MBI (EGFRVII) (SEQ ID
NO: 33)

EFEEFERA T » Ji-EGFRIIBHENRE ST @& EHER
FE3|CGADSYEMEEDGVRKC (SEQ ID NO: 45N> Bl B F B S W4
BT ALl (B 28 &SEQ ID NO: 19 it e BB /7 5| 2 & i
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ZUV-EGFRUIR) B FECERKERR FRBE R (EGFRVIII)
(SEQ ID NO: 33); HDL#Y8.2 x 10° M F &~ K& & E EGFRVIII
(SEQ ID NO: 33) » MR E B R LIRATHE -

EREEERFIP > HI-EGFRUBHENFEESHB o ECEZRER
FF5|CGADSYEMEEDGVRKC (SEQ ID NO: 45) N> Er B E8 T4
SOt EAbl (BEEEESEQ ID NO: 19Tl BB 75| 2 & i

H] S84 RS B & SEQ ID NO: S+ fralt e L B e 51 2 B o ] B 45 18 08,
ZU-EGFRRUIRB) B FECERRERRNFZBEE R (EGFRVII)
(SEQ ID NO: 33); W EERARERE Y/ EFEE P Al HI S F(KE
BER  -EREMS EUEERE K EHPGHEE » AFEZH
HRENEEEH R EERAABEIE/NMMEMENSCLOZEESE
Yo PR HEGFRERZEM Z NS GhiEBHERERINKH E /D
4350% - B0E > EUHERE R EEPREE > AFHBNE
MRE S IEEEBNASIE/ NN ZENSCLC)RESEY 5T
TN HEGFREREM 22 AFIGhBHERERINKHSERED
4955% ~ Z/D0H60% ~ BHEH65% ~ BHET0% ~ BHOYTSNHEVL
80% - EHLEEEL F r EUMHBERERGEHAHGER  A¥HZ
MBENENREEE s eE/ERA AEIE/ N 41 Afi % (NSCLC) R &%
BV P Y N B EGFREE R R M 2 A B 1eGHi A8 % i & 4 R {1 ¢
B (KLY B80% E £990% > TEIB4% EXI90% > THEIB88%ZELI90% -

MERBLNFRERFBPE—BZHEZNEBFEAELEHLZ
B - TXEFHEMMAZ AEHADCHR T EARARHRFZE—
% °

E—EEREGT  AEHBEI-hEGFREIBHNENFEE S E
5y HBEEHEESEQ ID NO: 40 Fritfe B 75 < LC CDR3& #
% - B&SEQ ID NO: 39 it i E B 77| ZLC CDR2GEE KBS
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SEQ ID NO: 38 Frii lg B & /75| 2 LC CDRI&EHEE » LI KA & SEQ
ID NO: 37 Frii fr B B8 FF 5l 2 HC CDR345#E 18 « 2 & SEQ ID NO: 36
o ffy 4t B B B /7 51| 2 HC CDR245 #1848 & SEQ ID NO: 35t f it i
E B /5]~ HC CDRI4S RS -

E—EERAT  AZXPEEHR-EGFRRITBHENEE S
7 HEGESEEBHUTERZHEZEERFIIZEHTEE ¢
50+52~54-56~58-60-62~64-66~68-70-7274~T6%78:
RBEEEHUTHRZHE MERFI 2 Q@I EE&E 51 53 -
55+57~59-61~63-65-~67~69~71~7375+77TRK79-

¢ E—EEBHEAF  AEHSEH-VEGFREBHERELE S S
7 HBE BB B THRZE ZHC CDR4H (CDR1 + CDR2 X
CDR3) : SEQ ID NO: 10~ 11512 ; SEQID NO: 16 ~ 17K 18 ; SEQ ID
NO: 10~ 11%19; SEQ ID NO: 20+ 11%12; SEQ ID NO: 21 - 3}
22 ; SEQ ID NO: 16~ 17K 19 ; SEQ ID NO: 2~ 3K4 ; SEQ ID NO:
10~ 3% 12; SEQ ID NO: 80~ 1118 ; SEQ ID NO: 80 * 3% 18 ; SEQ
ID NO: 20 ~ 3512 ; SEQ ID NO: 80 ~ 1112 ; ESEQ ID NO: 81~ 11
K22 REBHUTHRK B ZLC & # CDR4H (CDRI -~ CDR2 J

® CDR3) : SEQ ID NO: 6 - 7%8 ; SEQ ID NO: 23 - 24%25; SEQ ID
NO: 26 * 2728 ; SEQ ID NO: 29 - 3031 ; SEQ ID NO: 6 + 7} 84 ;
SEQ ID NO: 82 83%31; K SEQ ID NO: 82~ 2785 » Hop s
HFEE S oA 2 ESEQ ID NO: 2~ 3Kk42ZHC CDR# K SEQ ID
NO: 6 » 7582 LC CDR4E — % -

WEH  REHZH-EGFRE BB HABREH FRNEGFREX 2 &
RS PINNEHE TEEACHZ EBIREEBNSTPZE—F
Fist® - BOIME - TERKREGFRZ il 2 (FlOn24fi )+ &
AEIEGFREGEEAL ZMNH - EELERAI S SBIBRENESES
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o &EE ABHEGFR » HPZ BN ERFELE S LULYNS.9 x 107 M
EERZKpREE & ABEGFR (EGFR 1-525)f 8 > MFEHREE
RWERAMAE - HE > HBHIERFEEELITLUL42 x 107 Mz
KpZR RE B8 A SHEGFR (1-525)i 8k » MERREEHLLIRATAE -
HE o MBSERREREEEH T TIUN2.5 x 107 MZ Ko R & H A
JAEGFR (1-525)f @ » MFEBHREEHE IR E - £ X LT G
B KEGHZH-EGFRVIBHENRE ST 5 2 Ko ERE BN P59
x 107 MEI5 x 10° MR o

HE > MBRERESASMSTLLL6.1 x 10° M F & Z Kpik
REEE NEEGFRVIIIERE » WERREEHLIRERAE - & )|
BREAFEESWITTIUL3.9 x 107 MEKEER Z Ko B R # 8l A8
EGFRVIIIfESE > MFERRBDEFLRAAE - HE > MBERERESE
& EB 4T LAEY2.3 x 10°MELF (& 2 Kp i 3R % 8 82 A JEEGFRVIIIAR B -
WHAHREERILIRFAE

E—EEREAF @ FEFAZHHERV-ECFRABHENFEE S
B HIRPLEEADA - ADAERFEHENAVIK R ZHEGFRZ &S
o ATREERAIBREER GBI RERBANRE - ADAEEEINA
BARES TP LEZERNAbIZ RS SEGFR « [H4h 0 AbAKE
EREREYH22EB M FMESBERERERE - HEEEN
B AVAEFARRZERIINERARS  HEAHXMESHEIESR
ADPAZ ADIERIIBHEE - BEHHEMALVISBEBHEILE SR
BAR (B4 - 2 RE 3% Z AbP R AbQ¥f AbA) - {H1E7E R N 53 17 1 AbA
HAmR4ERZAGFEEEE -

flTsE " AbA ) EMBEEBAVAZ E/V6{HCDRZ IgGHi A - AbA
MEBEAAHAVIMEEKE  BEEAFHENRERNBAEH(ERKE
BEFIELzEHGERERSELEE#H 2 TEE T H2EEEER
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TEF)  AVALIEESE#TEE - HE&8&SEQ ID NO: 127
B F51 2 CDRIG K - B &SEQ ID NO: 11 Z A K52 CDR2
S A ESEQ ID NO: 107 R EBA 75| 2 CORIGE K & DU R 8K
AEE > HE&BESSEQ ID NO: 87 EMF5| 2 CDR3LHEE - &
4 SEQ ID NO: 77 EEs 5 2 CDR2&# 18 & 14 SEQ ID NO: 6~
R B BE P3| Z CDRIGEHE IS - ADAZ E# ] @A HSEQ ID NO: 941
Bt B BB IR E % 0 HEE s/ @ A ASEQ ID NO: 57 e
FFo - DiRRADAZ £ REFM LN SEQ ID NO: 15 frifi 7 Br B 8% 7
SIFE > MRRAPAZ £ REHER M SEQ ID NO: 1351 it 7 i &
BRI (2RE2) AVAZE#EZ REEFIIRENRTXF ¢
gaggtgcaactccaagagagegggcececggectecgtgaagecctetcagactetgtecectgactt
gcactgtgagcgggtattccatcagcagagacttcgecatggaactggatccgecagectecccggtaag
ggactggagtggatggggtacatcagctacaacggtaatacacgctatcagecectcectgaagtctege
attaccattagtcgcgatacctccaagaaccagttctttctgaaactcaacagegtgacagecgetgaca
ccgccacctactactgcgtgaccgccagcagggggttcccttactggggccagggcactctggtcacc
gtttcttetgegtcgaccaagggceccateggtettcceccctggeaccctectccaagageacctetgggg
gcacagcggcecctgggctgectggtcaaggactacttccccgaaccggtgacggtgtecgtggaactca
ggcgecctgaccageggegtgecacaccttcccggetgtectacagtectcaggactctactcectcage
agcgtggtgaccgtgecctccageagcettgggecacccagacctacatctgcaacgtgaatcacaagece
cagcaacaccaaggtggacaagaaagttgagcccaaatcttgtgacaaéactcacacatgcccaccgt
gceccagceacctgaactectggggggaccgtcagtcettectettcccecccaaaacccaaggacacccte
atgatctcccggaccectgaggtcacatgegtggtggtggacgtgagecacgaagacccetgaggtcaa
gttcaactggtacgtggacggcgtggaggtgcataatgccaagacaaagecgegggaggageagtac
aacagcacgtaccgtgtggtcagcgtcctcaccgtectgcaccaggactggetgaatggecaaggagta
caagtgcaaggtctccaacaaagccctceccagecccecatcgagaaaaccatctccaaagecaaaggg

cagccccgagaaccacaggtgtacaccetgeecccatcccgegaggagatgaccaagaaccaggte
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agcctgacctgectggtcaaaggcettctatcccagegacatcgecgtggagtgggagagceaatgggea
gccggagaacaactacaagaccacgcecteccgtgetggactecgacggcetccttettcctectacageaa
gctcaccgtggacaagagcaggtggecagecaggggaacgtcttctcatgetcegtgatgeatgaggcte
tgcacaaccactacacgcagaagagcctctccetgtctccgggtaaa (SEQ ID NO: 86)

AbAZ IR 7 R HIER X TP

Gacatccagatgacccagtccccctccagtatgtetgtgtetgtgggegaccgtgtgaccattac
ctgccactcctcccaggacatcaatagcaatatcggttggttgcaacagaageccaggcaagtccticaa
agggctgatttaccatggtaccaacctggacgacggggttcctagtegtttcageggetcecgggteegg
aaccgattacactctgaccatcagcagtttgcagcctgaggactttgctacctattattgtgtgcagtacg
ctcagttcccatggactttcggecgggggeaccaaactggagatcaaacgtacggtggetgcaccatctg
tcttcatcttcccgecatectgatgagceagttgaaatctggaactgectetgttgtgtgectgetgaataactt
ctatcccagagaggccaaagtacagtggaaggtggataacgecctccaatcgggtaactcccaggag
agtgtcacagagcaggacagcaaggacagcacctacagcctcagcageaccctgacgetgagceaaa
gcagactacgagaaacacaaagtctacgcctgcgaagtcacccatcagggectgagetegeccgtea
caaagagcttcaacaggggagagtgt (SEQ ID NO: 87)

E—EEHEG T  ARHIKHAENRT-EGFRUBRERFEES
B4y > H{APiABADB - AbBHIBEESEETEE - HEAZHEASEQ ID
NO: 197 f# £ B 5 Z CDR3& 38 - B & SEQ ID NO: 17Z B B & 7
5| 2 CDR24E 15 & & & SEQ ID NO: 167 g £ % Fr 5| Z CDR145 15
o MR RETEE > HE8 8 3SEQ ID NO: 8ZEMKFIIZ
CDR34&E /1% - B4 SEQ ID NO: 77 AK Py Z CDR2ZEBR KBS
SEQ ID NO: 67 g E B 55| 2 CORIG B - EHMBER OIS > A&
IRt iR - HAABASEQ ID NO: 647 HERFIIZ EHTEE
K/ &SEQID NO: 657 R BB [ 5| 2 BB A H & -

E—EERGP  AHPEZHEHERI-EGFRIERENRES
ER4y 0 HARIIABALC - AVCHIBE S EETEE  HEE®3SEQ ID
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NO: 47 fg Z BE 75| Z CDR3&E#15 - B2 SEQ ID NO: 37 [ E 7
Z CDR2&E 838 K B & SEQ ID NO: 27 e BB 75 2 CDRI&E R LA
RESET S E > LB S8 ASEQ ID NO: 847 [ E s 55~ CDR34&GE 1
B - B &SEQ ID NO: 7Z M E B Fr 5| 2 CDOR245 1 1% & &2 & SEQ ID
NO: 62 ZBEFF 5| 2 CDRIGHEE - EHMEHGI P » A HREEIR
fe HEBHESSEQ ID NO: 66 BEMFIIZCEHTEERES
SEQID NO: 672 B EBFy| 2 SE [ B &

E—BEEEGIT  ARFIEBER-EGFRIEBRHERELE S
BR5r - HAHUAEADD - AWVDHIBESEHTEE »  HES8SASEQ ID
NO: 47 fg B BE 75 Z CDR3&E#E15 ~ & SEQ ID NO: 37 B E B F 5
Z CDR245 1538 R & SEQ ID NO: 27 B # #4551 2 CDRI&E#15% L
REHETEE > ZEAEESEQID NO: 31 5| 2 CDR3%E#
%« ®&SEQ ID NO: 837 ¢ E R 5] 2 COR24E &1 . & & SEQ ID
NO: 827 W EMFY I Z CDRISE#EIE - MEMBHESI - » AFHRHE
i HEFAESSEQ ID NO: 68y EMFI EHTEERTS
SEQ ID NO: 6927 I E B 75l o BT B & -

E—EER T AHFEZHHERT-EGFRIEBIEREE S
B85y 0 HAAADE - AVENIB B S EHTEE > HE S8 SSEQ ID
NO: 47 fig B B& 75| Z CDR34&E 11K - & SEQ ID NO: 37 B & 77
Z CDR2&E &35 F B & SEQ ID NO: 27 ¢ B B4 -5 2 CDR1&E &35 & L
RESHETEE > L8488 SSEQ ID NO: 857l & 4 5~ CDR34E#E
5 : B & SEQ ID NO: 277 g BB 55 2 CDR24E I8 K & SEQ ID
NO: 827 M EMF Y| ZCDRIGERER, - EFHMEHESIF » A FHEMH
bifd HEBBSESSEQ ID NO: S0 EBFIZERTEERES
SEQID NO: SIZ AT 2 R #HE -

E—EER T AZPZHHERI-EGFRILBXEHELE S
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Moy H{RPIABADF - AVFHiBESEHTTEE - HES283SEQ ID
NO: 127 BB 775 2 CDR34E#3E - ©&SEQ ID NO: 3ZRERFF
5 2 CDR24E HI8 & & & SEQ ID NO: 107 Bz £ % /57 51 Z CDR14&5 15
B MERRETEE - HA &8 SSEQ ID NO: 8ZHEAMFIIZ
CDR345#18 - A& SEQ ID NO: 72 B EMF 5| 2 COR2EBE KB &
SEQ ID NO: 67 BEMF %] 2 CDRIGHE - EEMBEHL + » K%
AR At Es > HEABESSEQ ID NO: 2V BEBFEIIZEHTEE
KAESEQIDNO: 37 BEMFI| 2 RETEE -

E—EERAY  AFHEZFBERD-ECFREBEHERESES
Moy o HAIBALG - AVGHIBBEESE#HTEE » EE38&SEQ ID
NO: 187 B E B 75| 2 CDR3GE % - €& SEQ ID NO: 177 ERKF
%Il > CDR24E #18, J2 514 SEQ ID NO: 167 B & s ¥ 5 2 CDR14 1
B U R EETEE > HES2 B8 &SEQ ID NO: 25ZBERFIIZ
CDR34&E/&1K - & SEQ ID NO: 247 f BBz [ 5| < CDR24E 18 38 K &
& SEQ ID NO: 237 A M5 2 CORI&E I - AEM BRI F - &
ZEBAE At EE  HE B AASEQ ID NO: N2 MEMFY| - BT e
EREESEQIDNO: BYHARFI| 2 RETJEE -

E—EERAT  AFHZHBER-EGFREERENESES
oy o HAPIAEAbDH - AbHIIBEAEHTEE >  HE &8 3SEQ ID
NO: 187 B £ B 75 2 CDR345#51% - €& SEQ ID NO: 117l E R P
%5l 7 CDR24EFE 18 B 145 SEQ ID NO: 807 B E B £ 5 2 CDRI4 1
B U REEETEE HEASEESEQ ID NO: 25SZHERFIIZ
CDR34&E &K ~ B &SEQ ID NO: 247 R BB 75| Z CDR24E 18 15 K &
£ SEQ ID NO: 237 e £ 5| 2 CDRIL #E - EHMEEEIF - &
LBt EE » HE A B SSEQ ID NO: 547 B EM Y| > = 7 g
& R EESEQID NO: 552 R B R 5l 2 iR g o] # & -
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E—EERAT  FHAZRBERP-EGFRINERERELS
By HAEAL - AVHBESERTEE - HE S8 S&SEQ ID
NO: 18Z g ZBEFr 3 Z CDR3&E#E3 - A& SEQ ID NO: 3 R EMF
%5l 2 CDR24E 1 18, J 812 SEQ ID NO: 80 fr £ 4 5 51 2 CDR14E f&
B DU REETEE c HES8&8SEQ ID NO: 252 BERBFSIZ
CDR345181 - B2 SEQ ID NO: 247 A F5| 2 COR2EE IR K E
ZSEQ ID NO: 237 g B 5| Z CORIE S - FEHMBERESI+ > &K
ARt HIEE » HEASASEQ ID NO: 567 EMFES| Y S g
& NEZSEQID NO: STZ ERMFI| 2 R\ EE -

E—EERFS  AFAZHHEER-EGFRIEBHERELE S
o HAPIRBADK - AbKITBBESE#HJEE » HE S8 ESEQ ID
NO: 197 g B P51 Z CDR34&E#83 - €& SEQ ID NO: 117 & fF
5 2 CDR2&E 1835 ) & & SEQ ID NO: 107 fg £ B4 7 51l Z CDR14E #%
B U REETEE  HEE8&SEQ ID NO: 287 BEMFYI~
CDR3451518 - & SEQ ID NO: 277 e E B 5 2 CDR245 15 F &
&SEQ ID NO: 267 g B3| 2 CDRIG R - THMEHEGI P » &
WHHHiE Mt iAE » HEAESESSEQ ID NO: 747 AR FES| 2 5§ o] &
& KEESEQIDNO: 157 BABFY| 2 &Ko #E -

E—EERMT  FAEHZHHBEERR-EGFRIEBHERELES
By HAURRALL - ADLIBESEHEE > HESE4SEQ ID
NO: 1827 i 2B 75 < CDR3&E#E K - @& SEQ ID NO: 117 B AR F
51 Z CDR24E #& 13k k&1 = SEQ ID NO: 807 iz £ B Fr 51| 2 CDRI14E 1%
B DR EETEE - HEE8E&SEQ ID NO: B REBFYIZ
CDR34& 183, - 2 SEQ ID NO: 277 B E 75| 2 CDR2E R K &
2 SEQ ID NO: 267 [ Bk 75| 2 CDRI4EHE, - EHMEWFI+ - £
REHIRM LA > HEA B SSEQ ID NO: 58T AT FY| > &g
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& KR EESEQIDNO: 597 R P R E& -
E—EERA T AW ZEHEN-EGFRABSRKEHEES
oy HBPiEBAM - AIMBIBESEH#HTEE » HE A8 &SEQ
ID NO: 127 & B 5| 2 CDR34&E 115 ~ A& SEQ ID NO: 117 &
f% 7 51| 2 CDR245 18135 ) 1 & SEQ ID NO: 207 fg B Bk 5 51| Z CDR14%5
i UIRRETTEE  HES8E&SEQ ID NO: 287 BERFIIZ
CDR3%&E#3, « B4 SEQ ID NO: 2727 £ 8 5%~ CDR2&E 4 18 & A
& SEQ ID NO: 2627 fx E B FF%| 2 CDRIG#E - FHMEHES & > &
AR A > HEAEASEQ ID NO: 767 MEMFESI EfE &
EKEESEQIDNO: 7T BERFII 2 KETEE -
E—EBEREAP  AEAZFHENH-EGFRUIBEHENESE S
B4y 0 HADIEBADN - ANy B S E#TEE HESHE3SEQ ID
NO: 127 i E B 75| 2 CDR34& #g35 - B &SEQ ID NO: 37 AR T
5|~ CDR24&E R B & SEQ ID NO: 207 fr A B £ 51 2 CDRI & 1%
B MR ERETEE > HEASBEE&SEQ ID NO: 28y BERFIIZ
CDR3%45#1% « & SEQ ID NO: 277 £ s FF % 2 CDR24E /18 B &
4 SEQ ID NO: 267 £ s £ 5| 2 CDRIG IR, - EHMEHESI T - &
ZFHAR LA > HEAESSEQ ID NO: 607 BEMFEY| ~ EfET &
& K EESEQID NO: 617 BB 3| Z i m B & -
E—EERGF AEHZFHHEENRI-EGFRIIBRENFEES
oy HADEBALO - AbOHIBEE S E#HTTEE - HEXESSEQ ID
NO: 127 E B 751 2 CDR3&E #4518 - @3 SEQ ID NO: 11 Z AR F
5| Z CDR245 ##1% ;. 82 & SEQ ID NO: 807 fz £ % 75 Z CDR1&E 1
B URERETEE - HEE 8 &SEQ ID NO: 287 EMFIIZ
CDR34E#E5, - @& SEQ ID NO: 277 g BB 7 51| Z CDR245 1518 K &
4 SEQ ID NO: 267 £ s 75| 2 CDRIGEEE - EHMERGIF - &
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SEHIEHL IS - HEFEESEQ ID NO: 627 ERFY| > & s ay &
& NEESEQIDNO: 637 EMFIIZEBETRE -

E—EERA P  ARFEZHBENRR-EGFRABXENRFEES
By EAHIRRADP - AVPHIEESEHEE  HEEEESEQ ID
NO: 227 B E B 5] 2 CDR34E# S, - B4 SEQ ID NO: 3R A
5] 2 CDR245 1% 38k k&1 & SEQ ID NO: 217 f & B P 5l 2 CDR145 1%
B UREETEE - HE28&SEQ ID NO: 31 ZKREMBFIIZ
CDR34 #1418, - & SEQ ID NO: 30 f# s FF %5~ CDR24&E R 15 & &
ZSEQ ID NO: 2927 Fe A BE 75| 2 CDRISE &I - EHMEHEEI F » &
SEHHIRMLIAE HEAESSSEQ ID NO: 78 MEM S| 2 EfEn &
B KBE&SEQID NO: 797 Al 3 2 fEET#E -

E-EEG T  FEBFZHBERN-EGFRIIBXERELE S
By HAIIRRADQ - AbQUIBESEHEE » HEEEESEQ ID
NO: 227 g B FE FP 5 Z CDR34E##1 - & SEQ ID NO: 11 B EBF
5| 2 CDR24E #15 F: B & SEQ ID NO: 81 B £ s FF 5~ CDRI4E 1%
B U RE#ETEE > HEEE4SEQ ID NO: 31IZBEBFEII
CDR34& 15 - & SEQ ID NO: 307 B EM F 5|~ CDR2EE IR K A1
ZSEQ ID NO: 297 fF B P3| 2 CDRISE I - FHMEHBIF » £
SHHHREMEIE  HEBEESESEQ ID NO: 707 MEMFEY| > & ny &
&Kk EESEQID NO: TIZMEMFI| 2 EEr #E -

MT XM ER P ZRIPRRM » AVIEEIRNEFY IR A £
£BFFY > ERREHU R ZHEAb] EGFRE 2 & A HICDRE 1%
o FIt > E—EEEIP > A% 2 S M N -EGFRIT BB R
REEHD  EEARHETEE  HG &8 E4SEQ ID NO: 40F7it
B B B2 7 51 Z CDR34EHE15 - €& 41SEQ ID NO: 39FF it lr &8s 5 51 =~
CDR24&5 %43k e & & SEQ ID NO: 3840 F7 il i 2 B4 /¥ 5l 2 CDRI14E 1%
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B DR EMTSE > HESEEMSEQ ID NO: 3757 it fir 2 5 7 51
> CDR3&E MM, + B & MWSEQ ID NO: 36/ ik e BB FF 51 2 CDR24E 1
5 B 41 & 40 SEQ 1D NO: 3557t liz 5 8% 7 51 7 CDR1&5 #% -

HE—EEH B D - %4 5 FEF 28 (Ji-EGFR) I #5251 5
GeBAEEEEREMUTARYHY HERFS Y BETHE :
5052-53+-56-~58-60-62-64-66K68; FESEEHMBLL T4
CHZREBRI ZEEOEE 51~ 535557596163
65~ 67569 o

HB—EHBIT - ARSI H-EGFRABREREE S B8
EHASE > LEEESMSEQ ID NO: 12+ 18+ 195224 Ff it i 2
¥ 7 5l CDR3%: #5,  SA1SEQ ID NO: 11517¢h Ff it e 2 8 7 51
Z CDR24EE I, » REESAWSEQ ID NO: 10~ 16~ 20k 219 prift fg &
B 52 CDRIG M | M REHTSE - 20482 10SEQ ID NO:
8 - 25 « 28 % 31 F il B 2 % 7 5 2 CDR3&: M % : 34 #1SEQ ID
NO: 7+ 24 « 27R 30 Fff it fie B 8% F7 51l 2 CDR24S #48; © R 4 & 40 SEQ
IDNO: 62326290 At e LB %5 2 CDR14E /15 -

BEEE (L B BT 43 BB R A SO PTG B 0 I EGFR 7 2 B B4 b
RER@LEE - BHTS - AEEH6H ik - B A8 2 EGFR
L8 (40 7 S ) T 55 B8 P 0 1 R 4 L 4 5

413t 51 -EGFR47 88 CDRFF 51 17 5 BEGFRE S B O BRI » &
GIREASHERSE - AASEE T XRIEIHFIRZCOREIZ S
B -

B AR EE R E B EEGFRE & /B BN hEGFRZ R HIVE M 2
CDR - A B ENE MR ERE R LTRSS 5 RIERSHR
B oK B4 & B0 4 2 EGFREE & R /3K th RIS B 2 A ) 3% - |38
(BB R0 % A X R i % -
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EHEEEHG T HBEESEEECE - MGl - 1gG62 -
1gG3 - IgG4 ~ IgA ~ IgE » IgMBIgDEEE - EHLETHH D » Hi-
EGFRABNENEE SRS BEEEUTER I B S@BaBH
EOEEEESE 0 AEIGE E & - AEIgMIE T & HER - AE
IgE1E & & f B A MR IgATE B S M08, - E LM BIEHIch » BB e
EESHIEEGIERETE  gRESEFEE  OEEER
IgG4E REEE - REN > EHEIE T BhIGE H#EEERIgC4E
WEEE - o HBTESEEETE » MRl T B RS EE
TE - REH RBAAGEEETEE - NE > 5SS A D)
Fab E3 LB g FvH B -

7E 5 46 B i B 0 o 31 -EGFRHL B8 & & 25 %) {4 Fab - Fab’
F(ab’)2 ~ Fv« ZER§EM S Fy ~ scFv « B — G5 HE I b A o S (b g -

ERLFRHID > Hi-EGFRIB R EH R A S B9 %558 St h
B Bl R

LT T o Hi-EGFRIT M S E i B 4 & 5 5 8 & A & SEQ
ID NO: 415 Fif it fi £ 8 7 51 2 % 815 52 & 2 /5 8.4 SEQ ID NO: 43t
R it B S B P 51 S G AR -

BB (R Fo it 43 o 2 B 2 B 08 2 DL 3% 5 L BB S B W T A
(WinterE A\ » £ B B F 55 5,648,2605% & 55 5,624,8215% » H {4 L3 H
FRPAELD) B FHR AN BEFEESEREMIE  HlW
HEBRAE-ABESYZAENZHESE - ADCC - BUE/ER - MK
MM E M (CDO R E T/ BERER - £ BEBD > ZEREY
hee B e BMEY > BEEMER D - e EEN  TEF
FEZSHNENERHEZTHE - B4 ABEIGHEE « L EIGLE
1gG343 HI 48 45 & EFcYR R B C1q% /A BADCC B CDC - #f 4 5 Fc
ZH(FR) A ERB T BFRLEH I MBUEL - £S—FHH b -
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ERVMBEEE@N  RBFE) P22 —ERERRE  BEHX
SRR Z B DI RE

APy —EERFBREHKRESIESZE(CAR)  HEEERX
FriftfiB > 5 & E i > Bl AbA Y 88 & /S8R §8 CDR  #1A 3 F it
ZECART R IE AN A MR TR (HLA) 88 1% 77 =X & E [ T4
EREZHFEN - Bt ABHEZCARTERERETHARENX
BEANEEEEEZ S RMBUERA LN RERZEEGIN > 2RE
B B A5 6,410,319%% - 558,389,2825% - £58,822,6475%% « 458,906,682
Be . $58911,993%% « %8,916,381%% - £58,975,071%% K = H H i & 3
ABIEEUS201403222755% » H & H AP CARE M5 A XA
AX) e WHEAKRABHBEMEAREBREACT) AERERER
E2EBZBE -

A% 88 7 $i-EGFR CARE: £ & HEGFR (1 EGFRVIIN A K& ¥
BN RR-EEEBE - ARKCAR#BE ZTAR F 2B R
B — RS EAENEREEEER  EAEH —EEES+
CAREEEHEEHET  HESBEaHU TEHR I ZEDEZEBRSE
FEIS  T4HE 2R 2o BERCHE - CD28 ~ CD3 &~ CD45 ~ CD4 - CD5 ~
CD8 - CD9 + CD16 + CD22 -~ CD33 + CD37  CD64 - CD80 - CD86 -
CD134 - CD137KCD154 - FA Pz —EE KB+ » CARE S HH]
MERE  PlIUBESBEERM TERZHEZEAEZINEERERSE
B > g S AE 1 0 OX40 ~ CD2 - CD27 - CD28 ~ CDS5 » ICAM-
1 ~ LFA-1 (CD11a/CD18) ~ ICOS (CD278)} 4-1BB (CD137) - £ A %
B HEEHFI > CAREEE &AM CDRE T & & (Fla2K 8
AbA} B CDRE T # B )~ scFv - PSP 45 R 35 - £k 1 380 45 18 388 (1
41 > 2 H CD28%4-1BBZ A E REBEEBB)R B ARKECDIZ I
Be (S BE B ERIR (B - CD3-)Z(EREELEHEE -
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EFREEHA G » XEHEBEEESAECAR (JRFEECAR THM)ZT
dAE > % CARE & & 3 A it 31 #8 B0 A SC PR il seFv i L R 45 & & 15, (1
ZICDR) -

EAZHZELEERESG T > CAREESEETEE  HEa4a4
SEQ ID NO: 409 Fralt i B % 7 5] 2 CDR34&E#15, - 44 SEQ ID NO:
39 By 4t fig £ % F7 5 2 CDR245 1 18 ) & SEQ ID NO: 38 iy ifft iz &
B3 Z CDRIG#EIE  UREHTEE » 48484 SEQ ID NO: 37
" B 4t e B Bk Fr 5 Z CDR345 35, ~ & SEQ ID NO: 360 fy ifft iz £ B
fFF51 2 CDR2&E#35 K & & SEQ ID NO: 3593 Ff it i £ % 5 51| 2 CDR1

® GERE -

EAZHAZEEEREG T CARESERITEE  EE4682
SEQ ID NO: 125 Fyift lg £ B 5 51| 2 CDR345 #1% « 14 SEQ ID NO:
11dp Fyaft HEE;EEEQF?‘&UZCDR%*%W&@ESEQ ID NO: 104 ffy it Bz £
B2 75 < CORIGSE IS, + DA R 8% 4 o] 4% HE&8&SEQ ID NO: 8
B it B B BE F7 51 2 CDR34E#538, « f& SEQ ID NO: 7t Fy ifft e &L i
FF 512 CDR245 835 B A1 & SEQ ID NO: 6 By ifft i £ 5 /5 5] 2 CDR14%
i -

® ARRHZ —EEROCELCIECH -EGFRITE S E IS » &
TPRBRETENERE-HSEIELITOHIL > B—KHELE) -
BOIME > CECHBIEHUATHATE  BESH B e
HoGEHLEEES  BEMSE -  FLEESRNHM TR S ERE
E-HZREMOTFER OB —RBGIW SR EmEge
i)  iRAEE -  BEE  INERBERiBSsHleE—oF
PIUEBNEVZEORLER R BEARBEER) 2 S 2EAER
MRR/BEEHRUTHRZHE MBS amE - B4 s
Bl - MEEHAER  SEHAGH - ANERBEEZEHE - SELE -
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B A R BB - SR - (LB REE - ONE - N
B REEERE - RENARE  BRTE - R RER - e
RS T B RES MES AR - O R R A -

BB R G7 4 L K BB ER 4 B AT A BB AR AR S
W o EHMERTRARBOESNE RRABELE - KB -
SRR 1-ZERREE A - BATE R o OV A AR B R AT A
BLES o Bl ERIEREIEES - BRI S LYIES - A ME G (LB R sk i
58 - 1F P T AR EE 4T A LA I o B o R D4R S0 S A AR N 65 FE B R
T M E R REEE ) o BB BT 2 777 4 BT M IS 0 3R AR 48 1L 0 Bl
5 RIB SR B A TR A B R EEY - R
Gt L e D D F ¥ IoET | O 1=
A AR -

E—EEEO - RS S TR &E - 5 R AT
SR Tk B 2 B B (B R IR ) B R SR (B4 - 8 -
B« RORREN - SCHEI - AMBLEE  MKERRAME -

E—(EEHE G - IS ADCHE B MM - Fl(EFER)
S ("' In) - 'O BT B 3R K ST BTt 48 B ADC B Fi 1A 4 BUEGFR I
VERETE - fE 3 — BEWLBI T - A SCFT it 1 -EGFR 1 3 (3 ADC) 4K i 8
RSB (LA EE - 2GS REZRBOEEDTPAE LY
MyfE (2 B EREFES5,124,47158 - $5,434,2875% K 55,286,850
5% o H& LB TR AR ) -

ABHY B —EH PR ESESE - £ -EGFRE
REHGEELRSBE RS ERK SR ERNFAES Y
EATGELMEE  BEBEAEM - EEHS o LB RR
WO LAREAREL  FELERAMERTENE Y E
OB BRI G o P (5 1 Fold R 15 b B 77 48 4 g ok
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FTREA-HNZERKIEEYRBEZEED - FeiEBRP ZRKIEEY
REHFERBIBZIRNEYNEEFEENIE  HHBZHELEE R
¥ B A /N FE (R, Jefferis, Biotechnol. Prog. 21 (2005) » 11—
16H) - AR » fEE BB 2 BELTHNBZNEESELERTXN
fE - AR EEMPZRBEACTHNBESRNMEEEEMUIE > It
B 1% 17 B8 A BF F7 3 (Co, M.S.% A > Mol. Immunol. (1993) 30:1361-
1367) » B M B ¥ $1 B > ¥ R0 M 5 f0 (Wallick, S.C.Z A » Exp. Med.
(1988) 168:1099-1109 : Wright, A.% A » EMBO J. (1991) 10:2717-
2723) -

REPZ —EBEGANENBELASEEEE  EbEs
HEZO-EN-HEEEELUMERE - RELERTE T EREER
HEMERZERER - REEWEN - BES/EE MK B
EfbfIBEBR8HEAEgHZ S —HE -

EE—BHRAIF » A% -EGFRINESNELE S 2 A
LB - BPIMS > THEMBEELCRBEIRBELRE)  TX
SREEA@MENREE R ZERAYE - ZERKESYEET
FH@MAEBEERFIIAZ S EREECMERER - 60
® S THE -NLERERNA  EEHR—NLETEEEE/M

B AEHPBRZU B Z MEEL - RERE AT IIRBHREZERN

Moo b — A EEF ARG I FYPCT/A B £ WO02003016466A2 & EH &

25 5,714,3505% K 556,350,86158 1 » EEEH G2 XU A F XA

R e

SO E - THEREFNERECEE 2 A0 KE -

EGFR{iEE  PIMMEF RV EZEEREREZREERELLER

RARNZFESEGIcNacE#E iR CERZERRERELER

A0S L ADCCRE ] » X FROKIEEME TH B (BIMERE
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R BEEECEE EITHREPRENBERTK - FNCHAERELK
HEEEEEZARBETHEESTAHAR HPRREEAFHZESR
ife HUHELREFENEREALLZIE - #l4 » 2 K Shields, R. L.
% A(2002) J. Biol. Chem. 277:26733-26740 ; Umana® A (1999) Nat.
Biotech. 17:176-1 > DAK BN EFEFIEEP 1,176,1955% ; PCTAR £ WO
03/035835 ; WO 99/54342 80 HEHA L2 XMUSIHAARXFEALRX
[:Fl o

EOERELERANRFMIEOBEZHERFIINREPREA
ZEOBZEITHARE AEEYEBAIEESNEEELEW@GIW - BE
HRBAREBEESAETHZEREERE) HRZFRE &
HEEECEARRBEREZEHKIEEEPREABEIEZEE
REMABFRAE  AZHPZITHRERETTEREERRE®
ME - EILNE - HEW - BENE  n-ZERENER KSR o BER 0 WE
BELEEEOERaBARE  FHEELCEXGABESR -

FEECERELCTERIEBELERH - BHME » €ME
MEBETWOBEDFTEELUMABRESARRSEELCZERERELZ
WA EEHILE AP W CHOMM A) TRV 2 HEELEMELET
Rk - ZEREATNTEASETPEARERGAERBEEERERLZ
EENYER  ABREMSYI2EERR USRI EREREL
REEQAEEMAREER HMFARKETEEUATH &L &
AEESE - AN HEOBZGREME - B @k 0% > 70
HtEQBHEFZHM - fUERMEREENE - Rt EZBTRFE
EREBECHEHBREREXNZERES ST > fIAE A SR B E @
By YERREGUERETESEBHRERZE D ELZBEE LK
B e

RAAERBEIHARZEELCEQETERYE THARETE
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FEARRRFEEECRHRER REZFTFEAEERTERESR
ANBFEOEBELLZHBHRENRRESH s - BN sS > BEEBEKE
CEEBMURRIIERAEELLE  EEXSEBESERITEEZBEE
IEEEBEMEA)ERAGH VAN - CEASEREEZECERE
16 (G5 B B F1) 2 BE 22 8520040018590 %% K 55 2002013713458 & PCT/\ B3
ZW02005100584 A2) o

METERZERNbZE—BRELE - B2FMS > BEBETH
BERIR > AP REAREERNS RIS EERRE RSB AERETE
A - st "THEE, BB RABREERSEE B R IEDNA

o SIANEZREZE @R P 285 §lan - EFEA - BEBRSITR

DEAE-ZH & MEBLARFEOLE BEUTERZNEREIWHETE
Ry EBRECEERUERSTRBNE  ESEEHAEYE T4
PRI 0 WOEZEEZ MM (B L H 2L 80 Y 4 B ) B R A% 4 A
EEUEERESNIKEEREB R REMETE -

ARERAGHEHANBZREHATYEIHREaEIEE
B2 U S 40 fE (CHO4M i) (L #5 dhfr- CHOAH B - H R #ft 7 Urlaub &
Chasin, (1980) Proc. Natl. Acad. Sci. USA 77:4216-4220% » H G DHFR

o AR Y —HER > IR, Kaufman K P.A. Sharp (1982) Mol.

Biol. 159:601-6219 Fift) ~ NSOF B8R 4 - COS4Af & SP24HfE - 1F
MEBHNEER  BEERBEHBIIAHAGYBE FTARTE > HE%
REUTHIAREE  KETHREEEHEERUESERS T A
PRBEZINEHNEEN S ZNB N EERB IR EERE S - 7
EREEECEMACAZEREEDWHRE -

BEEHABRTTAREELEENRBR KR » flAFabR B scFvyy
T BEE BMRLABFZELEARAZHBEN - BHfs > o8
FHEEASHDIR ZRBER/NERE AR R 2 DNABE 75 F 41
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Mg - RA{EH E4ADNAK TR — LA RIBEMBEINEZES
AREZKBERER L —FN _HLZDNA - AZ{HRBTIREEZRE
BEDNAD TR Z o F - 55 » TREBBEEEBTET AR A%
MERBHEST _PIRRKELAEIEINRE  Hbh—RKEBEK—KRREHG
AEHEGE  HHME#ERISREHRABINEAIZREEERE
M -

FRAREERBIENENREEN 2 RELRFET > FEhb
BN EZELAREHIEERINBRE _ A2 EHRABBSIA
dhfr- CHOMHE G - EFEAEARTHE N B EBERKEEARZ T
BIFEFZEECMVIER F/AIMLPE B TR THUEHER L SEE
Bk o EARIAE BN EEHDHFRER » H S F B B U s 5 42 /4%
MAREBECEZEEE R ZCHOMM - B TEEE(LEE T ML
FHRBENEE#ENKHE  BEERERRZELNE FHEEST
YRR EAREERE  BE AR St HE(LRETE
B BEETdARGEEEALWERE - LIt AEHRUEHEE
HEEETHEEEIUHRNEZESRELAIBEREREENBZ L -
AERZEENEUERYEREANFBRZIEEBRF I ZEE S T
RES - E—EERGI+S > FEHHNBESE FERSEQ ID NO: 86K/
TRk I MBS F - R AATE— S EESAEEESBEAN
A
III. Pi-EGFREBEYESY(ADC)

APt i-EGFRYLAE A &5 & £ 489 & 73 DAY B $1-EGFR {7 8 22
Y& EY(ADC) - HRPLAE-EM BB (ADORER — S ZEEY & 7
HEEMREZEASGIORBEBEEHEBILE(BIMEGFR)ZER) » &
ADCHRHEBPLEB A SR ERBINEE)FT 26 FENE - Rt » £F &
BHEG P KEHZEHEAREREMNRGIMEEEE)Z HL-EGFR
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ADC -

AFEHZHL-EGFR ADCE S EHEZEZ XL EEYIH D Z HL-
EGFRILE(AIF R M E S ZEGFRZH1HE) - ADCZHEMEAHEEIR
-EGFR)ZFHREMERERE - E—EHEHKBI P > HI-EGFRIIBEZEE — B
ZEMEEMEY  HAXREXERTVECFR KHEEMM -

METHREENRER—NZEEYZEERE—&K > THRAE
# B ZH-EGFR ADCH Z E# Y EGIRER TP - fi5sE " 5
Yoo o~ TEEE, R "TEVMRS  BEANXFEEBRER - isE T KH
¥R TRES ) BRI EBERAAEER IR RE S HEE
;ﬁ °

E—SEEE F - ADCEFE TG !

Ab-(L-D), (1)

Hog Abfgbifis » PlAIHL-EGFRELAGADA » H(L-D)REER-EY
oy o BER-EYH I AEL (HGEERB)R-D (HGEAE @04
M4 RINEY - dAiEEEacH st WA (P NRIFEGFRZ 4l M)
ZHEBRERZEDE )G HnrlZ202 88 - £ —LF A

o MRIES1ZET1E6-1ES 154 1F3 -~ | EZ2H B AN A
1 - ADCZDARERRAITFHEKEZ "n, - E—EERBIF - ADC
HEABHAb-(L-D), » HF Ab{%RPL-EGFRILEE @ FIAAbA » LIxE R -
B 40 &5 e BE T\ Bz B (ve) » DIREEY) » Bl BRE R )T - Bl MMAFE,
MMAE > Hnf42Z4 (FRN2-4ZDAR) - BRI AN AFHADCH
get) (A1 2 D) e HE# A (I 2 L) DU k& A ADCEE 8 2 H th 4 &7
RO ZLFY T X e
A. i-EGFR ADC : FIR&EE 2 EPIHEY

H1-EGFRYjL#8 B] A 1R ADC o DA — B¢ %% & 2 ) 48 (=) Py B8 0% 48 il
(Pl RIMWEGFRZ FE4MAE) - A4 B Z H1-EGFR ADCHE {#t 5] (f 30) £ 1§
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—NEBEYREAER AT > RO BEERUERERRZEE
M Z R B -
HER T

AE B 2 Hi-EGFRLEB (Bl N AbALE) A& a2 2 /b — R EH
T c BEMMITTRE—BFSUMMTHEUY BECEREFEHL
THREEHEES  TEMER 2 KGTP/KE - i A1 # 40 i
HoBOMsS > BEFMTE GCEEFSES,635,4835%)RBFEFRAE
MM TI0Z ERELY » 2 Z A TIVGEREEEWMESR
B b B EY R E @@ (vincristine) B Z I AR MFMEES RS
ZAE&E¥%1(G. R. Pettit, Prog. Chem. Org. Nat. Prod, 70: 1-79 (1997)) -
ZHIET10 - BESTMITPER BER M) EfR B H4(E g & B Z R
MK E3EREBEASUMTTEICEMMBE - Bk HZNE
Bz BT R EAMERAIERE{ERRKN)E FEBERM
JTD (MMADE(EE T TDUTAEY)) - EREREHTMTE (MMAER
HEEMITELTAEY) - EREEEIMITF (MMAFE B & 7T FLT
£4Y)) - BERMITFE i (AFP) ~ BEH{t’TEB (AEB) - BTt
JTEFP (AEFP) R 5-F HERE KB -AERS(AEVB) - BETMITLTED Z
BREEBMAR TR G - ZBEEM P F QR EE2003-0083263
gE . 552005-02386495% K 5£2005-00097515% ; BB EFAKFHEFE WO
04/0109575% ~ BB H F| /A B EZE WO 02/0881725%% K 3= B 5 Fl| 55
6,323,3155% ~ 5 6,239,1045% - 2 6,034,0655% - 5 5,780,5885% ~ &5
5,665,8605% ~ 55 5,663,1495% ~ 555,635,483 5% ~ 2 5,599,9025% ~ F
5,554,7255% ~ 555,530,097 5% - 55,521,284 5% « 25,504,191 5% ~ 5
5,410,0245% ~ 2 5,138,0365% - 55,076,973 5% - %5 4,986,9883% - 5
4,978,744%% -~ 54,879,2785% -~ £ 4,816,4445% £ 4,486,4145% » H &
B&SI AT AR H -
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FE—EERG P » A%HZ H-EGFRILE(FIH » AbAYEESE /D
—HEMMAE (BERERENRMTE)  ERARELMTE (MMAE » 4
% T (vedotin)) FEHEBIMEEO ZZARME MRS - HREB
BB HAFTAERFEEY ERAZEEREMSEY > $HE
EEBNEARPRR I EELY B MMAES| 5% 41k > B &
P8 (mAb) - E—E B WG - HEMMAEE# 2 {i-EGFRyT 8 2~ H %
MR INEED > AR Z N ERIBRE)TRE - E—HADCEE
EEREZWABRELEAZMEEEMHEE SHE  bItENE
MEMMAENEL B RILE % 7 HigH -

FE—EERGIF » AT Zi-EGFRIFE (B4 » AVAEEE
Z/HO—FEMMAF (EFREBEEKMITF) - EFEEEMTF (MMAF)
RAHEEREESZEERNAAERTH - KAFFERHZCREE
WEEREE  ZBEHEERTEN Z HEBMMAEMIL RS LMESE
HEE BERHEEREN  HASGAEAFEEY  EUEBZEZKHS]
BEFERZERTIRE(mAdL) - E—EEHGIF » #E#E ZEH-EGFRI
R EFEBTHBRMNERRE  B—BE45WiE A BB EI R4
BAHE > HILELRAEGS FIEH -

MMAF EMMAEZ & &R H#E R T30 -
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B FRBIBETHIT F (MMAF)

AbA-vcMMAEZ BRI M2t R EI1LF - HSETENE - BI11H
M (fIM > ADABEEZE—EYEREDARBIZER - £FK &
BHifl 5 > ADCZDARG R2EEEH2EA4 -
HRGEZREMEY

A ARADCH Z &Y > T4 & EARF A Z HL-EGFRYLAE Z &
YN EHRERTXY  EEEE&SHUFH - LEERER,
R - ERBEAEE - AL - LEERE - SUAHEY
STHEER - (C2RER - MEER  MEEMER  EHEREE - F
MERE - RAMEMER - BUEEEE - tERERAHRE - BRERA
ERHI IR Rk e & -
1. FHi#7HZAFE

E—EEED  J-EGFRUBFIEEE —NEEE GO RHAFIHE
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AT B A R VB R iE < ADC » AR FTRTGEE " B4 RN L %
EHETES N ERSHE N EARLEEEZ4AYBRE)Z M
BHER/BERE - E4OoRAFHBEEERHEZEMERESHHME &
BhEME  EEHLARIRE Bt £—EEKA+F - ZHHZ
Hl-EGFREIBRE S E— NI EF 4o HMFE - HEHNFHMEES
BERFEWELK - E—EEKEIF - HNAEHEADCIH EHF %5
AN H B % 5 75 P (Ixempra) (7 /) IC[& (ixabepilone)) o ] i A % B4
ZPL-EGFR ADCH Z H44& D HMFI B 2 EPIRENRTXXF - B4
HAH B EFRTEE LR RBERMIT -
a. ZHHMT
AGHZH-ECFRRUIBIEEEE ) —E S AL 40T A B
ADC - ZHIETM TR EEIE 8 R B /B RE (Dolabella auricularia)’y
A1t & Y (& B Pettit®E A > J. Am. Chem. Soc., 1976, 98,
4677) - ZHAIM T ZEPIBE S AT IORZAIEMITIS - Z I
W TISHRFEEREBSBEZTTEEURER - BAEEB LENMEED
Bl Z i T10 (BEHEELEYREESZSEEMK)MEMZERIA %
THEE - Nt E—EERAIF 0 AP ZH-EGFR ADCHEH SN A
MR Z Ji-EGFRIVE R ZV —BSUHMIT - L MEERMT ;RS
ALETHITI0Z & RTTEY) -
b HEEZE
REGHZH-EGFRUIB &G 22V —EEEZZUFEKADC -
BEXBEGAERINERE HEVAGESSEHEYREFH
(Celastraceae) ~ B Z f} (Rhamnaceae) x K &k 3} (Euphorbiaceae) LA fz —
8 E E Y fE 5 B (Kupchan® A > J. Am. Chem. Soc. 94:1354-1356
[1972] ; WaniZ A » J. Chem. Soc. Chem. Commun. 390: [1973] ;
PowellZ A > J. Nat. Prod. 46:660-666 [1983] ; SakaiZ A - J. Nat.
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Prod. 51 :845-850 [1988]: K SuwanboriruxZ A - Experientia 46:117-
120 [1990]) - FIERY > HEBEAHIGHMEEAEMEEGNE
G BERLEREEME  XKNFHEGI>HBIO > 2EEEEFE
6,441,1635% Kz Remillard¥ A - Science, 189, 1002-1005 (1975)) - E21F
ERMEFAREEELY BESERNERAEREFVAGERESE
TETHBEBARER - /b BERERZUARBEGERLES
2B (B 40 fg B R B ~ 3 55 B 3K (daunorubicin) & & F # @) 2 1,0001F
(Bl - 2 REBEFF55,208,02057) -

=5 R B3R E R (maytansine) + 325 B2 (maytansinol) ~ R BB
ZCABEREMEBTBEFUDETEDBIO 2 REZEEFNE
5,208,0205% k2 556,441,1635% - HZHLUSIAAAF AL F) - 25
BZCI3BmIRRANEWRELR « [ RAKGHCIZZTERET
EEURSEAUEGHERB IC-30 > NEN-FE-L-IERBRITEYZC-
3 RBZABEBEMRNATE - e EEREREUYR AR (B40)
KupchanZ A - J. Med. Chem., 21, 31-37 (1978) -

BRANATEHADCT ZEXREZTEHRAKRETHE » LG
NEE  RUFERGTNELE - 4 HEERETUE-—BEHAK
B - ARERKE ST TIRECHARBIERNT - IS
BERBZEAGVIEZEENIRIBEEERE - WEFNHERES s REE
BEEEENBUERESY  HEFMEMANILBES : - Bl
M =5 R EE &K (mertansine) (DM1)Z &EE R R T3 -
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‘ HER(DMI)

BEBEZAREHEFRBWETRRY) DM1 (N*'-£ ZEE#-N*-
G-GiE-1-HEERE)-EZEE MBEERE - EWEEERL
ImmunoGen’/A 5 5 78 £ K Chari® A (1992) Cancer Res 52:127) -
DM2 + DM3 (N*'-( ZEf#-N>-(4-Fi & -1- [l E 2 L E)-E B &) - DM4
G-FEAHE-1-HAEEXE)-ZBRIAEZEEEREZZEZEL
) BEEBEZHEMBEFMBERUSIAFXNHARAX T ZEHEF
58,142,7845 b o

L4 & (ansamitocin)h —HE B S BEHAE R ESB 2 EEEE
NMER ZEFELEVEEERNEREE ARGEHESEERRE
PZGEEP] - TEEEP2  THBEEPIRLHEEP4 -

EAFEHZ —EERGIP > HI-EGFRTBE S EZE /) —FEDMI -
E—EE®EG S $-EGFRIIBEAEE )V —EDM2 - E—EE G
0 Ji-EGFREIBE S ZE /) —fEDM3 - F—EEWPFI+ > $1-EGFR
MBEEEE /) —HDM4 -

d. 181
AHPZH-EGFREBULEESEZEEV —BHEYE > UL ikR
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RELEYR HEYBRGEFEHEUZEYESZLERLEE - &
FEILEY R (G E REICHE Y (KB (catharanthus rosea)) G - M E
EHREGBEEBREPEERL (R (taus)ZHEEHE - RETTEVYRIKEY
ZEMMEBVIMEBIT AR AFTH > BEEFMMERN TP -
Bk

AXFrtii-EGFRITEHESZE D —BEEZRE - WACFTRAM
sE B, GEE—EVER > RERHMEFARFHEBEEFEREEY
IR R ARE RN ESEFIFE IR EEME 2 &8 - s
TR, ANEESEBATAEY > BERKITEYREKTTEY
“E RERTEVEREWERRER)BEBEEF HFEEEWO 99/18113
SR AR EERELTEY 0 WO 99/142099 Ay 4t 7 7N & Itk 12
EREMETEY 5 WO 99/09021 - WO 98/22451 & % B & #| &
5,869,6805%8 th F it >~ SR A2 e 749 5 WO 98/28288 1 iy iiit 7 6-1 X 17
&Y EREFERES,821,2635F P il L RiFEREITEY) © KEBFF]
B54158695 PRIl 2 RAZETTEY  HEBLUSIHTAHF AL

%’E

oo AL S WL A JRE B A R 3= B B R 55 5,641,8035% - 5B
5,665,671%% - % 5,380,751 8% + 585,728,687 5% - 555,415,8695; - 5
5,407,683 %% - % 5,399,363 5% - 555,424,073 5% + 555,157,0495% - 5§
5,773,464 5% - 555,821,263 5% - %5 5,840,9295%F - 554,814,4705% - &
5,438,072 8% - %5 5,403,858 5% ~ 554,960,7905% - 555,433,364 5% - £

faf

4,942,184%F ~ 5 5362,8315% « 555,705,503 5% % 55 5,278,3245% th » H
EHUUGIRATRBAEHFARTL D - EERZEMEHEEEARRR)
% 75 2 (docetaxel) (5l E 5 (Taxotere) ; Sanofi Aventis) + KIFJE LR

B2 (3E{H 12 bi (Abraxane)E( & 12 B2 © Abraxis Oncology) K R K #L T K F
EE 2B (ABI-007 / §3{H 42 % (Abraxene) ; Abraxis Bioscience) °

E—EERA T  AFHZI-EGFRUIBE G EZED —EMMAF
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(EREREHMTR - £—EERFF » ZEFHZH-EGFRITBLES

Z2HO—TEBEHEEME -

RELEY®

FE—EERFF » il-EGFRIBESEZEV—ERELEYR -

BRELEYBG - FARBHFEGEY  HEHEFARMEEZES L

B IE e R E SR NG HZ sE HAEIER - TR AEEHADC

ZREHEEYB ZEHBEE(EARRKY)R K & F M ¥ (vindesine

sulfate) ~ REHER - KEF R K & F I /E(vinorelbine) °

2. BEBILEE
¢ AEHZP-EGFRUIE S E— S EANGEEEZVER
MER - WAXFRAME "HEBNER ) BENEEY > EFEHT
EDNAXRMHETHRERBEGEMEYHEG - BF » UEBHEZREH
DNAS B 18 B 4% (EDNAS R - Al EE N A% ZH-EGFR ADCH
ZHEBNEZZENBREEARRR)REEZ MBI » g H[2,1-
cJLAIEH &) BB - FHBMERSRAE > EEFHMAME MK
R -
a. KREFZE

ARFEPHZH-EGFREIBIECEEV—BREFTE - HEEE 4
B # & B (Streptomyces) HlE T EZEBNAEZETE - REEZE
ZREMEFEBFEERRL)RSLEZRD (7] %% (Cosmegen) [JRTEE
BB % F & B E (dactinomycin) - MG HEIV - G EECL),
Lundbeck /A 5] ) + 27 % #{ 2 (anthramycin) - 3 £ # Z A (chicamycin
A) -~ DC-81 ~ H E F¢ & # & (mazethramycin) ~ ¥ & 8 Z A
(neothramycin A) ~ ¥ E# EB - 8 2 @ & (porothramycin) ~ F I £ &K
B (prothracarcin B) ~ SG2285 - FHIff K & (sibanomicin) ~ FH{HF|co &
(sibiromycin) k2 & LI f# Z (tomaymycin) -« £ —{EEEF + » KL HZ
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Hl-EGFRULBEE S 2 E /) — M IS H %X H — S ¥ (PBD) - PBDZEf
BEERRR)LHMEE - ZRMEA - DC-81 - FEKEME - HiE
BEA MEWBEB - AEBE - LHKEB - SG2000 (SJG-136)
SG2202 (ZC-207) ~ SG2285 (ZC-423) ~ FHYIKE - HHFIHMERE
R - "t T—EE®G T - ZFHAZH-EGFREBESERD
—ENGEEZEBIONRERED)NE ) —EPBD(FI UL IR H X H &
F(PBD) & #) °

PBDZ 4510 & R (F40) 3% B 5 | 83 35 2> B 2 5§52013/0028917 5%
K 852013/0028919%5 L R WO 2011/130598 Al > & H G2 U3
AHPEALL S - PBDZ — R &ERBRBEN TXF -

PBDZHIREZHE - BRERUE  EFBFHRARKMIEHCER
ZF > RHCRZBEMNESAMERE - #BRT » —KENIO-CIMIETF
£ 52 fig (N=C) - F 2 & (NH-CH(OH)) 3¢ F B% i 1 & B (NH-CH(OMe)) -
HGEERENREECDNAZHEFFL - IACHNRAEMEEFNH
CllefiERBH(S)-1BF  HWEBCRHARNAREERMEREELGNR -
AXFrig ftPBDE I P &G EA K Z Hi-EGFRILAE - TJE G ER K
B3 Z Hi-EGFR{LAE Z PBDZ H M H #1 7] & R (B 40) < B H X H 55 & F
% % 2013/0028917 Al %% R %5 2013/0028919 Al%: - = H H 7| 5
7,741,319 B25E DL K& WO 2011/130598 A1 K WO 2006/111759 Al » H&
BHEXUSIATAFARIT -

BERETARIZARUPBDZER IS S EAX K Z Hi-EGFRIT
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RY RS R1\° "
Y'\R" P N H
R” R7™ N — .
o R® R® 0
|
H:
RPAHF AL :
® \Q/A\Q/X(IH)

HPAGKC,HE  XGRECEEEBUTHER B #HiFEEE T
> #E : —0—+ —S— + —C(0)0— + —C(0)— + —NH(C—O0)— K —
NRY— - HPREEBHEUTERZE  H - CuER
(C:H,0)nCH; » Hbmf1%E3 > AU ThZE—%

() QAEE » HQUEEHMUTHERZE : E@E—Z—(CHy)u—
 HOpZZ#HHUTHB R - HfE - O SKNHAnRIZE3 ; 5

(ii) Q'#%4—CH—CH—» HQM4HE # ;

O  rEwRE—mSEES s TER B RAERRZ Cre
PRE BHE  BRE  CLEE - CooBEBREE © CipoF i

4
T

5

£ et
FE METEEE REREE FTEREE REFEEE B
EEE - MEMTEEE - CE G BEBRERE-§E-C L

ST
i

RERRBIUMEEHUTHRZHE H-R-OH  OR- SH -
SR ~ NH, * NHR * NRR' ~ & * Me;SnF &

HPRERBIUMBEHNLTHERZE  BETEHAZCLIR
B Coaoff BE B Csp0 i 5
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REEHUTHBEZE H-R-0H - OR - SH - SR+ NH, -
NHR - NHRR' * & - Me;Sn & KA

AR ZfE—3F -

(a) R"%H > HR'M4O0H - OR" » HHRMAC bk

) RUERR'FEHFFEE Y FHRBREF2HPRE-RERE %

(c) RAHHAR"{4SOM » HFz{4253 ;

RYHRC . off e » ZEAREF —HLEEZHO - S NHRFH
BEIRBREKRZEZEIRT

YRYZESBHUTHBKZEE O SKNH ;

R* R"R7GHEEHER - R'ERERZ 8 - AR ER'"HER"
KRUMEE > BE—-MGBEFTEI>EEBHRT > KWAEAMEH—
HEHEBE LT ES _EHGET -

WAXFTARE " HRFE LKA 5 %R ] R & A 3 ET & EY
RZEOBEHR -

FRIEZSMNRE » SRIMAXFAME " KWAR L GENER—
KEENANEZTRER - iiE "WAE, EAXPHUETHERFE
AEGELXENEEZNGGEEE)RCESREBR ZLER Y - REE
WRERENRAAN » BEEKRESIAZESBER D Z HEIRR
R -

Crofi® P WANFAME "ClLoliE , ABNREHBEERLE
REREFZRIEEMZREFEREFEFESZEET 7 0 k%
e RE IR R - EE T AN M (FIaE oM - &1 6
) Bt - Mis8 "I E  BETXA®ARZIGE - RE - BRESE
G-I

BNREEZBARFE(EFRRR)BE(C)  ZE(C) » BE(Cy) -
TE(Cy) ~ JRE(Cs) ~ TE(Co) R FEHE(Cy) °
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HEMEEKEZEBNEFEERRM)FEC) - ZE(C) ~ ER
B (Cs) » IET E(Cy) » IEREURE) (Cs) » ETE(Co) R IEREE(Cy) -

HANEBEXHEEEAZEREREREG)  ETEC) EFZTE
(Co) » B=T E(Cy) ~ EILE(Cs) R KA (Cs) -

Cioff IR E ' WIAXFAMEE "Co 0 RE ) RENEHE BB
LEMZRBETFEREETESZEESN Y 27 RAEIZ20EE
BF HEPIZI0EREFHREBEERTF ®EHM S-RAEFIZTE
RETF EPIZ4ERFEFHREBERERTF -

FEHEBERT » FISB(BIACia ~ Cig~ Cs e B)RTEIRE F(CF i 2
WEFHRERF)BEXRBERERFREZEE - BHIMS » WAXFHA
MosE " Cs B IRmE | AN ERASHERFEFZHEREE -

EREBEZEIEFEERRMEETTEEUTE

Ny @ EATE(C,) ~ EMEIR T HE(Cy) ~ ML O& BE (KU & PE0& ) (Cs) ~ ik
D% O (B 40 > 3-BEEOZ O ~ 2,5- Z & ME0%) (Cs) ~ 2H-ME 0% S 3H-0HL 0% (S 0tk
% (isopyrrole) ~ £ It 1% (isoazole)) (Cs) ~ 7N & Uk E (C¢) ~ = & 0t 0E
(Co) ~ THRAMEBE(Ce) » HIF(Cy) 2 O MELKT(Cy) ~ EHET In
(Ca) » SR KIS (SBRT) (Cs) ~ ERIRK _IH(ZRUEM) (Cs) ~ 12
We (LU b i) (Co) ~ SR IL IR (Co) ~ MEIE(Co) ~ EIE(CH) 5 Sy ! TRIRE
$E(Cs) ~ MR T FE(Co) ~ S EB (USHELY) (Cs) ~ AR Sz (™
FIER) (Ce) ~ FFEBRELT(Cy) 5 00 ZEILIB(Cs) » ZES(Co) R =
FHRERBERE(Cr) 5 O3 1 =HELTE(Ce) 3 Ny @ BKPEIE (Cs) ~ ML AL IE (Z L IE)
(Cs) ~ BRI (Cs) ~ DL (Z F OE™) (Cs) ~ A EMME(Cs) : NyO, [T
FIRME(Cs) » ZIBH(Cs) ~ UFREMW(Cs) » ZFRIEW(Cs) - IHUF
(Co) ~ WHRIBIR(Ce) ~ ZGEIEBR(Co) ~ TEIR(Co) 5 Ny Sy @ BEMIK(Cs)
IEURUE (Cs) ~ FRIEMWE(Ce) - N2O; B "R (Ce) s 0,8, : EMBRKX_1F
(Cs) B S FEER T T (BEUENT) (Co) 3+ RN1O, Sy & BEIEIR(Cq) ©
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CHNARERBRBREZEINEEREERBRPAZTEERHE
F o B a0 ko A (Cs) - B4 Pl 0L {0 BRI A - SR ARDRRIHE o DR R AR K
Ik U AR 5 DA Bz OEb g i (Co) > 51 0 5l ObE U % ~ Otk v e =00 ~ e & OEL IR
BE - UL E R RE - H R LIRRE o bR SORLARE - o L OGE R RE R 85 % T
B e

Cs.p0 5 % WIAZFTFAMEE " Cs05 &, GENEHE S FIRL
EMZSERBRETBREOETEGZEE Y M2 ERF3IE20
ERET  WEH  E-REFSETERET -

FEREERT » AU (BIA Csz0 » Csop ~ Cs6F)RMWIRER T (4 3w 14
RETERMERTBERERERTHREZGE - B2HMNE @ WEAXHH
flisE " Csed5 5, RN EASHOERFET 275 -

E—EERG T  AEEHZH-EGFREEIESERRA TALZ

PBD 48 :

O " N H
OCH; HscOI:%/N =
0

OCH;
Hrp 45 iPBD — B A5 SG2202 (ZC-207) H K EFE AR LLE
G E A H-EGFRYLA - $SG2202 (ZC-207)#E K (F140)3< B F
BHEE A B ZEE2007/01734975% - HA2 XS A T AHFAELXL T -
ES—EWGI T - PBD_EBSGD-1882L HEY)HEERE S
A& B 2~ i -EGFRHL &8 » WE 21 F Fr & /& - SGD-1882F ,m X
SutherlandZ A (2013) Blood 122(8):1455  E R B FI P F AN FH EFE
2013/00289195% 1 » H A2 X USIAAXF AR P - ME21 4 Fr
it » PBD Z % #8 SGD-18827] & fHmc-val-ala- “ R EFERE S ZH R
(B 219 & 8 & SGD-1910) - XK —FE 6 T » WA &R Z -
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EGFRUIRE S ZE2IP M ZPBD_E# - Bt » £5 — B K Hl
b ASBHEE &L Hmc-val-ala- —REFEBESEPBD_EE UK
M8~ Z H1-EGFRELEE » ME21 P AT -

EXEEEROT » AF¥HABEH-EGFRIE  HOSEHEE
& HE S8 E&SEQ ID NO: 12 EMFSIZCDRIZEER - 24
SEQ ID NO: 117 R F5| 2 CDR245# 1, 815 SEQ ID NO: 10~
P EBFF ZCDRIGHEE  UKREIEE  HESHEASEQ ID
NO: 8 B #B5 F 51 2 CDR3& iis, - &8 SEQ ID NO: 72 B B e 1
Z CDR2&E #1861 & SEQ ID NO: 67 B EFE 5 2 CDRIG IR »
MiRBE & EPBD  AE(EARM)BE 1P M ZPBD_ER - XL
Bl AEHSEN-EGFRELE - EE 2 W#EHSEQ ID NO: 9
Pl 2 BB 5| E 3R Z AbAY EHE T & KA &SEQ ID NO: 57 f7
ERFIZRBEOEE > HPZBESEPBD  FIMNMUERRK)E
212 B HIHEPBDE A8 -
b. EHE

AZHPZH-EGFREBIEc 22V —ERIE - BRGEHEHA
BZHAEIBEZNEENEZTSE RKRXEEFEBUERRR)EH
8 Z (IF & # & (Cerubidine) » Bedford Laboratories) + % F tt £
(doxorubicin) (fe] & JJ{# & (Adriamycin) » Bedford Laboratories ; JR%
FTHBRZFLE REEXZBEKEFTH Rubex)) - RRLE
(epirubicin) (3 @ 7 (Ellence) » Pfizer) iz {f # Lt & (idarubicin) (B &
F 4 @ = (Idamycin) ; Pfizer &) - At E—EHERBIF » A%
ZUL-EGFREIBE S EZRZ D —BRIBRWIWN » HFEELE) -
c. KFEME

AHPZH-EGFREBIESEZEZV B ETHE - FTHE4
R 4 B 5 R o M4 1 48 T/ B 78 B (Micromonospora
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echinospora) - K& B R A DNA/NE HF HE EDNABH » B HHA
BEZE T o fH B A H b 8208 B B B4 i 100£% (Damle & A (2003) Curr
Opin Pharmacol 3:386) - IRl AEARHZ EYE G Z TH W
ZZ28E 2R EBHEFESTIZITAH - FE 5,714,586 58 ~ F
5,739,116 %% - %55,767,285%% ~ 55,770,701 %% - %5 5,770,710%% - &
5,773,0015% 5 555,877,2965% - sl R & BEZEBHLUMBEWER
BRI v/~ ao’ ~ a3’ » N-ZFEE#E-y," » PSAGK 6, (Hinman% A - Cancer
Research 53:3336-3342 (1993) » Lode A - Cancer Research 58:2925-
2928 (1998) K F XA Kk 2 EB B FE5,712,374%% ~ 5£5,714,5865% -
5,739,116%¢ -~ 555,767,285% « 55,770,701%% « 55,770,710%% + &8
5,773,0015% & 555,877,2965%) - Rt » E—(EEREIF » AHHZH-
EGFRINBZEAZEEV—RBRETHE -
d. FHFHKE

AHPZH-EGFREBHIEEGEEV—ELS R KE - FRKERL
BEHEHfEBCAE TR UEEIIAEEEE - (2 R Nagamura J Saito
(1998) Chemistry of Heterocyclic Compounds » $534% » #128) - %
>k 2 454 EDNA/NE BB N3 B R 2 1% i £ IR 1= 0% (Boger (1993)
Pure and Appl Chem 65(6):1123 ; D) fxBoger K Johnson (1995) PNAS
USA 92:3642) - Z KR E Z &R BE U ETE(EHFRK)M % K H
(adozelesin) ~ EL#T ZK % (bizelesin) & & #T 2K ¥ (carzelesin) - F I > 1E
—EEHEF S - ARPEZH-EGFREBESGEZV—BLFKE -
e. HMpifEBI4ZE

B AT ak LA > B R A S8 B0 2 $1-EGFR ADC H A fE R i 4
Z B ¥ 18 2K # & (bleomycin) (Hfi B 1§ 2K # & (Blenoxane) > Bristol-
Myers Squibb) - & KB & (mitomycin) & & R & (plicamycin) (JF & F
St % {8 & (mithramycin)) °
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3. ERIETE .

E—EEEDS > ASHEZH-EGFRYIET G822V —EEEH
Bl - AP AMEE " R RO AETH RN EEERIEZ
BER - E—EERS T - KEFGHBI AR ERZ BERKEZ2EH
AE - EE—BHA T REFHGEGHLIEERERZAEREZ
EEAIFR - eEAGH IHEGFEAREZXEK ERAE - Bk
e EUEEERR)BKERAR(TAR - BARKXARE
(N REE—E—F b2l - REEEFBFEERRER)
£ 1) & (bacillus calmette-guerin) (BCG) K /% iE Bk ™ (levamisole) (HIZE
Z (Ergamisol)) - O] AN A B ADCY & FHE 2 H i B Fa+E (B
ARMEBEERES - @ENZEREEAGEREE -
a. FEAERE

AFAZY-EGFRUIB I E S E2EEERY - WAXFAMWEE " &
EEE ) AESIFERFEGUAEREZEEMHBILN  BEILER
HWENE) ZREGEHREAEETEXNEAZHELPREGS
PI-EGFRIIAEE M EEEE ZADCEEREE S LR E LK% - T8E
Bipld  ENEEERREREAZEBABGID  FENEEE
B BEEEZER—RIEKRAEGBIOEFEREREARERE L
HEFERBETREEEEVRZERELAFRZRALZERIERNE
BH-A—SERAT  EEETEAREREEN - MEH T k5
T ARGEFEMEEY - THRAEHEZH-EGFR ADCH Z EEE®
ZERFGBEIEBREA—EAFARERRREMHPV)EEHEI 16518
& B (Cervarix, GlaxoSmithKline) - 540 PU{E A 45 9. 5H & /% &= (HPV)Ig
A6 ~ 11 ~ 16 &z 184% & (Gardasil, Merck & Company) R FHEEE-T
(sipuleucel-T) (Provenge, Dendreon) - R it » T— B EEHI P » &K
99 $-EGFREL B 45 & 5 2 /0 — T8 {0 % 5 80 5 {4 2 0 01 60 80 2 358

ll
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E &
b. #HE &

AFHZP-EGFRIBOE&EEZE VD —BWEBENZE - 78 " A
NE, —RGE—EBABREEERZEQSE  EERMBRBENYIE
S — 4000 - 4081 3 B 2 0 % A8 8 A B 2 %0 9% R0 40 Al R AR B 4
REL G 3 58 4 BE 25 14 2 FE 4 A 2 I 98 4 BB 38 A (Lee )z Margolin (2011)
Cancers 3:3856) - LEEFYERENMRACHE T  HHENEZEFTEN
EEENE  BERCERASEENEMNZZAREBEREZ 74
(Lee &z Margoli » E3XR) « WHEK » ZREMI N & (B FEGM-CSF
IL-7 ~ IL-12 ~ IL-15 ~ IL-18 R IL-2)#E A KRB AN EE BB E
Z & (Lee &k Margoli » EXXTRK) -

AR AZEHEADCZ HifEN & Z B HIEEGERRY)EI KRR
ZoOBERBRE BEZE BREXEE BE S BHERE S BEQOX
Z > FlaEE R MR EFESH - BFREMAARTSH A ERER
(LH) FEERRF  BEDUHBRERRE T WAE BBR4EAER B
BEIEEF B8 E (mullerian) I HE > NERMEBRBZEMERK
MElE - BEZ MEAKERRT  BRES S BRM/IVRENKE
(TPO) ; MR ERHETF » FININGF; M/ IHEERTF B84 ERF
(TGF) : MEZEBRAERRE F-1K-11; R4LMIKAE K E(EPO) . FFER
FoioFEER FIUFER. PRy BERBERET(CSF): HK-E
W% 4 ffZ-C-SF (GM-CSF) ; R FH i Bk-CSF (G-CSF) 5 T HZE (L) » B4l
IL-1~ IL-l1a ~ IL-2 ~ IL-3 ~ IL-4 + IL-5 ~ IL-6 ~ IL-7 ~ IL-8 ~ IL-9 + IL
11~ IL-12; EREBIERF REMZHKEF  BFLIFREHLR
(KL) » 0 A X Fr T sBE MR N ZEE R B RAKIF K B & H g5
BZEAERRAFIHBENZZEMERERY - Rt F—EHE
Ml o AZHRBEEREAEAXFIEY-EGFRTE KM MR ZADC -
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c. BRI %A F(CSF)
AREFAZH-EGFRUIBHEEE R /) — B E F % H F (CSF) -
EENBAFCSHAGEHBEHNEAMRZERRET - AR —%E
EEFEWIW 2R ETHEAMMREEHFLERL) - T35 A
EHNBARFLUEMIFOMKREEYRIEERALY - BEEFMEFIR
HESESHAANRENN EHEFRGBELEAMR - TAREAZHZHR
-EGFR ADCH ZCSFZ A RUEF BB (ERRM)MEL MR ERE
(Epoetin) ~ JE4% 5] % (filgrastim) (Neopogen (FR7#% E B ML Bk B¥ 7% % R
F(G-CSF) ; Amgen/x5]) » /D18 5] 5 (sargramostim) (leukine (5 5k-
E W5 4 g 3% % ) 8 8 F B GM-CSF) ; Genzyme A T]) - EEK A E
fi%. % (promegapoietin) & B8 ¥ #% 9 /) & (Oprelvekin) (E4HIL-11 ; Pfizer
wE) - At BE—EERG F » XEHRE B SR XFT M -EGFR
Hi# K CSFZ ADC -
4. B EE
ABHZG-ECFRUBIEZEEZEZV—BEANREREBEAZ K
(EEREECHEE) EREE—RAiEEEEwEI AdlD -
HPEEYWERGTRERER R HE GRS RRAEGE @ SEAE
R] 28 72 2R ORI 740 {18 B 500 1 2 4 B S T SR SE B MR 2 RARAE 1 - E— 1B
BHEH P » A% B2 -EGFR ADCEASHEBEINEM EEERZ &
B R EeRERANBEARESUEM A RNIEFRR@BIUEE)Z &
EMHRER - EEMEES T - A% 2 H-EGFR ADCH & &5 H
NVERBEEZ AREESUEM TN RBZAFEAE 2 ELNK
B - wiSeRERNI BT TERESEH-EGFRIE » i —%EL
ERHERE S EN-ECGFRE - TANRZAREREEZREZ
BENEEFEERRR)REHBENEEE -
5. SZEA1CA
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AZHZ J-ECFRUIB I &S E — LB ALE - &
— BRI EN FEEZEDNAZ UELEY) - THAREIEHADCZ fie A& (LA
ZEFBEERRIIEREERSE - XKLk - FRITAEY - BEAL
Y~ BT AN - =B -
a. STEEREE

A S92 - EGFRIV T 2 E B/ — iR A MEE - R
BHEAUTBER 2 RE/AEESE - R-S0,-0-R' » HPREREHE %
MERSE KEBEBRECAXREEIEEEARARR)BHEE
(busulfan) (& Fl & (Myleran), GlaxoSmithKline ; f§ & 35 IV (Busulfex
IV), PDL BioPharma/} 5]) -
b. #F 7~

AEHZH-EGFREIB &S 2RV —EEIT - hIlELESY =
HZ2AREEAGE(ERRRL)E IR T B (¥ 7 ZE (Leukeran) >
GlaxoSmithKline) - BB FF (E & £ (Cytokan) » Bristol-Myers
Squibb ; S (Neosar), Pfizer/A &) ~ Hf & I+ (estramustine) (M & I+
B B% $4 B¢ fik 1L I (Estracyt)) » Pfizer N 5]) - RIEBE B M B (R I T
(Ifex) » Bristol-Myers Squibb) + B B — & Z & f# (5 7+ (Mustargen) »
Lundbeck/y &) K& 3 7% g (melphalan) (B 52 & (Alkeran) B¢ L-PamB K
WL E.7F © GlaxoSmithKline) o
c. LHEMR

AP -EGFREBTESEEV—BEEHER - THERG
BEETSZIELBEEH AREEABHEEARARK)FEFT
(carmustine) (BCNU [J/RfE{EBICNU ~ N,N-# (2-& Z &)-N-00 i £ & 3¢
1,3- 8 -8 Z & )-I- T B Z )R ] » Bristol-Myers Squibb) ~ 18 5 57T
(fotemustine) (7~ 78 {F K J& #E (Muphoran)) - & & 5] /T (lomustine)
(CCNUEK 1-2- & - 2 £ )-3-3B & & -1- 58 B £ Bk > Bristol-Myers
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Squibb) - JE B F ’T (nimustine) (75 # {F ACNU) &k # fix B &
(streptozocin) (§ £ & (Zanosar) » Teva Pharmaceuticals)
d. =R

AERZH-EGFREEAEGEEZE VD —BE =M - =& Kk
SEEECH D E—EFHA+  ZFLEWERZTERTER
HUEEREF KEBBERE  RE/XERZEEEATHEE
HEESIEFE  WENAREERE KREEHNEFERRRL)E
£ B 1% (dacarbazine) (DTIC-Dome, Bayer Healthcare Pharmaceuticals/y
=) - & & E Bt (procarbazine) (18 ¥ B (Mutalane) » Sigma-Tau
Pharmaceuticals /A 5 ) J& % & U Bf (4 5 % (Temodar) - Schering
Plough) -
e. HMZ1ER

KEHZ-EGFREUIBHIESEEZEV BRIl - BEITEY
HEBEILY RZTEHRGRESEEV - HERNERZ &L =
B -BEtYRRFHERERAIMEREFZRBNBZ i &L Bl
B -

R ZARMEEFIEEERRN)ES Ik (thiopeta) (FL XK
5% # (Thioplex) » Amgen) ~ #0Y f§ (diaziquone) (FFTE{EE N IE A XK FH
RAZQIMKHMEC GHBECHASHEEANKERZIRAEY AL
T 4% i X Bt DNAGE & 40 il % 1% (Dorr RTE A » Cancer Res. 1985 ;
45:3510 ; Kennedy KAZ A > Cancer Res. 1985 ; 45:3541) - HgE {74
MEEBEUDZAEZEHEEIEBREERRMIANAFER(ZEE
(Hexalen) * MGI Pharma /X 5] ) » H IR KB N B B KN F & K
(hexastat) - WHNFEILEMZREMMIAREEFNBEERRR)
3% & 7L 2 (dianhydrogalactitol) - 3R & F. B2 (1,2:5,6- X K@ FE)E(LE
FHEENEMEREE -SSR E R EU R R B B -
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“REFEKBAREAE AE LGB S Y Z ATEE (Sellei CFHE A
Cancer Chemother Rep. 1969 ; 53:377)
6. #iilE A

E—EEET AN P-EGFREIBESEZEV —BHME
BREl e fimEEKE MEHHFMEELER - PIONEERBALE A
HEHWNE E—-SLHE T  ZFEJNTRBARRTFIEZEAE 25
e BplNEs MEARERRF(VEGHGEHECZHERE L
ZEBZERELSMEENTR IRz —BETEESE - AL Bk
VEGFER H [EJR 2 88 2 M B F F Z F i1 M & 4 s BIFG (b VEGFAE 44 [fn
BER  HEHMEES P  ZFERTEHABRAGSHREIRE - EH
mME X —BEESHARRELZERZE  AEAHMEE 5 2B
DREMEE R - Wit > & T T EER BN (B 20)40 i 78~ 41
BE NS 5% B 4R B 2 B () 40 — L B8 R B BB ) (R B E B R EE - 12 HoAth
BHGIT  HFERTEABMEHREERE - Al EEME K
o ZEREEELLEEARER IS EHEARS  KERTEMLE
WA R - CEBBEEYEFHHEMEEAKAHEE  HEFS
T8 B R R B S -
ARARAZHADCZHMEERB ZRREEIBFE(ERRR)

Ifi1 % 31 2 (angiostatin) + ABX EGF - C1-1033 + PKI-166 + EGF4& i
EKB-569 -+ GW2016 - ICR-62 - EMD 55900 - CP358 - PD153035 -
AG1478 ~ IMC-C225 (B 215 £F (Erbitux)) - ZD1839 (3% 75 (Iressa))
OSI-774 ~ J& % & J& (Erlotinib) (1% £F 4% (tarceva)) ~ MEANIE ~ fIF &
B - N #1Z (endostatin) ~ BAY 12-9566LL B SR WIEE S L E -
10 & #E #Ill & (canstatin) ~ 3 g =M DL RSP IFERIZEE - EMDI21974 -
S-24 ~ 4t 3¢ (vitaxin) ~ Z R E L LB - IM862 ~ HT1EHE-12- M H
%-2 -~ NM-3 - HuMV833 ~ PTK787 -~ RhuMab - [f1 & E§ (angiozyme) (#%
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B§) ~ IMC-1C11 ~ 7 {k 5] ffr (Neovastat) ~ & 1L & 5] il (marimstat) ~ ¥
bk &) fit. (prinomastat) + BMS-275291 + COL-3 - MM1270 - SU101 -
SU6668 ~ SUL1248 ~ SUS416 ~ R K FRIZE - k&M A
(gemcitabine) R IF §H ~ DL K 7 12 B B# (irinotecan) K B #H DA R 8B &% ~ &
B% B (tecogalan) ~ # H M i & PEG+ #& & a2b ~ Ui $H & ¥ - TNP-
470 ~ ¥b ¥ 8 i (thalidomide) * CC-S03 A R R E 5 - BRI =
(tumstatin) ~ 2-F K B M — B2 - VEGFRf - mTORHN & & (i (R & &
(deforolimus) ~ {fx 4 & F] (everolimus) (J& {X ¥ (Afinitor) » Novartis
Pharmaceutical /.y 5] ) ;& & P4 28 & ©] (temsirolimus) (§F & & (Toriéel) »
Pfizer A 5])) - BB ABOHED D ERERB(GHFE -
Genentech /Y 5 ) ~ # & & JE (imatinib) (£ F 3% (Gleevec) * Novartis
Pharmaceutical 2\ 5] ) ~ & JE & J& (gefitinib) (3 %5 75 » AstraZeneca
Pharmaceuticals) * & ) ¥ fE (dasatinib) (Jf i & (Sprycel) » Brystol-
Myers Squibb) « £F J& % JE (sunitinib) (27 J& % (Sutent) » Pfizer/A 8])
& & & J& (nilotinib) (ZFE B % (Tasigna) » Novartis Pharmaceutical /%
g5 ) - #iI 1H & 8 (lapatinib) ( F % (Tykerb) ° GlaxoSmithKline
Pharmaceuticals) ~ & #i JE J& (sorafenib) (¥ 75 F,(Nexavar) » Bayer and
Onyx) - #% Bl B 3- 7% B8 (PI3K) -
7. BACHY

AFAZGI-ECFRUBEINESEE VP —BEBHARHY - IAHD %
BAHRAZEEVDEBRMEUZCR2EEEGHREEL - 728 HUA S
WA ARH TR SREYNARASEEN » FIOZMABERES
HeUHYGREBEERTEZYEXRREE - TERAZEHADCHZ
MDD ZEHEB(ERRMNEERZHE(FI0 - ERERK) - BEIE
mOEBIW - S-BRERE - ERE - FEEET - FEM4E
(Capecitabine) kz & PE il /&) ~ VRIS i HUEI (BI40 » 6-%1 B IR IS K 6-1fi &
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1203 ) K AR B = R B H A0 &) (B 20 52 AL JE & (Cladribine) ~ & Z fi1 /&
(Fludarabine) - %3 #i1 & (Nelarabine) F 5 #7 ft. ;T (Pentostatin)) » %1 T X
5 5 4+t [eg A -
a. EEL

REHZH-EGFRLEBFIEEEZ2EV —EHERE - IEBERNA
EBEUNREBRE ZAHYER  KRUEBHEFEERRM)ESR
e ~ - E-ER(FIEFRER R4-HEEKER) - 22X
(lometrexol) (LMTX) - £ 2% ffi 22 (pemetrexed) (77 bk % (Alimpta) » Eli
Lilly and Company)} = F gl /b (trimetrexate) (Z£ 85 ¥t (Neutrexin) > Ben
Venue Laboratories/ T]) o
b. R

AEHZH-EGFRLB I EEEZZ )V —REEWE A - EEMU
MEEBLEURBRERER ZLEYH NS RE - EISEHE
Z REBMWE OB IR MR (FF FE X (Azasan) » Salix ; KR
B (Imuran) > GlaxoSmithKline) - 52 fif J& /& (1% 7 15 {% (Leustatin) [JF7H
{E2-CdA] » Janssen Biotech/\ 5]) - % £ & 0% (%7 £ E 1S (Purinethol) [7R
TIE6-YR & Z 8] » GlaxoSmithKline) - # 2 1l /& (18 2 2% (Fludara) >
Genzyme/x 5]) ~ BT {7 (JEE 2 (Nipent) » JRER2-E R PHBERE
(2'-deoxycoformycin) (DCF))  6-i & Z 85 (B HR &F (Lanvis) [JRHE F Bi
EIE4] > GlaxoSmithKline)
c. BIERETH

AZHEZP-EGFRMIBUE S E2EV —EwWIEZHLE - WIESH
Bl &R EBEURBARR LGB ZHAMYEE - BWIEESUE
Z RFHEFIEEER RPN B I E (azacitidine) (F 1% (Vidaza) -
Celgene/\ 5)) ~ 521t 7% (£ & £ (Xeloda) * Roche Laboratories) ~ [
B (70 18 F B W UE BT f {8 88 B K [ L {3 B AR ¥% UE 0 Bedford
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Laboratories) - #ff 7§ fir ;& (decitabine) ( 3 ¥i (Dacogen) - Eisai
Pharmaceuticals) -~ 5- & GE W B ( [ & 2 (Adrucil) » Teva
Pharmaceuticals ; % {8 (Efudex) » Valeant Pharmaceuticals/\ 5]) + 5-&i-
-EEREFS-BEE(FIUMP) ~ S-F R E =8Bk & 35 76 8 (2 12
(Gemzar) » Eli Lilly and Company)
8. Z R

AHPZH-EGFREBIESEE VP —ESWHER - SHER G
SHTERAOREEZEESRLEY eWERZARMEFNGE
({8 & R 1? ) 1§ 4 3F # (borophycin) & Bl & {£ K (bortezomib) (& F}
(Velcade) » Millenium Pharmaceuticals) -
9. 1LEREH

AZFHZG-EGFRUBAEEEZZ D (L2 RER - (L2RHE
ZYG—HEPRESEENGCEREAZBESEEREZLEY - &
SRER RSB ERE-ERHE  DESFAMKE(LEEEE
BREARENER  REERERERZELE2REIEV I EUIER
- ARMHEBRETECEEFRRP)MKIET (amifostine) (25
(Ethyol) > Medimmuner 5]) » HARBEEREZRBEZIFRHERZ T
B B E £ 4% (dexrazoxane) (F£ZE 5 (Totect) » Apricus Pharma ; ¥
& F (Zinecard)) » HAEFRGEEBERSEZ N BEFRR) BH
REFNKENEBRERZRSZULESIEZ LCBREMMEREER
+) K ETE #4(mesna) (3 7 %5 (Mesnex) » Bristol-Myers Squibb) » H
AREAZRSE R (2 BE TR W MmN X -
10. HFEZH

AFHZH-EGFRUE T EESEEV —EHRER - BE&EH
(BREERARVATERD L RZECAREEMEZELSEE 21t
G E—EERA T ZFLEVTEHERERNELMBEELEXN
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JE - ERAFIMEOAFBERR - MK CEFEZ2EHEGE %1
(Provera) » Pfizern B]) K BHE R -
1. i EZER
AEHEZPI-EGFREUIB O EG 2R/ —BHUBEER - "X
ZERGENMEERNERRZEE R/ LS EIRE Z %R -
F—EERAT  NIARERNTEZEEQSUTZIHZBRZEN ¢
BME - AR ZEREAEREERBREZIAZR AL TESEE
MEZER PR RERN A EZRENCREFRRIEE KRS
(aminoglutethimide) -~ [ AP #h ™ (anastrozole) (% ZE # (Arimidex) °
AstraZeneca Pharmaceuticals) * tb F & J# (bicalutamide) (O] # %
(Casodex)  AstraZeneca Pharmaceuticals) - Z. [ ¥ % Z2 i (cyproterone
acetate) (£ (Cyprostat) » Bayer PLC) » i 15 3% (degarelix) (#32
BF (Firmagon) * Ferring Pharmaceuticals) » {75 3% iH (exemestane) (3% &
§% 2 (Aromasin) » Pfizer/A F]) » &AL ¥ (flutamide) (£ BE (Drogenil) »
Schering-Plough Ltd) * %, 4 5] B (fulvestrant) (% }& 7% (Faslodex) -
AstraZeneca Pharmaceuticals) -~ X & ¥ #K (goserelin) ( 85 T =
(Zolodex) » AstraZeneca Pharmaceuticals) ~ 2K fifj % (letrozole) (8 #. 4%
(Femara) » Novartis Pharmaceuticals/\ &]) * il % #k (leuprolide) (& Z& ¥&
T (Prostap)) ~ Ml & #k (lupron) ~ Z B £ B) 22 B (35 4 #I » Plizerd
T~ Z B B 3 Z2 R (75 4% B (Megace) » Bristol-Myers Squibb/A F]) - if
B H L (tamoxifen) ( 3% F & =+ (Nolvadex) ° AstraZeneca
Pharmaceuticals) & i i ¥5 #K (triptorelin) ( 58 ¥l & (Decapetyl) -
Ferring) °
12. KEEIEE
AEHEZH-EGFRUB &S 22V - BREFERE - KEHE
o ARAFHADCH UKV ERX - FEFEEBEZEMEEEAR
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FO)ME R B BE 0 B4 FE AL (prednisone) (1 B 5 4 (Deltasone) »
Pharmacia & Upjohn/A 5] » Pfizers\ 8] 43 #) o
13. EZMEER

AEFHEZH-EGFROIBHUESER D —BAEHEED - XEK
BREBAETANRERENERERZEMEN BRI ERAK
b&t - BEEBLCEYRRFEFHSG I ERZBEWEN - EBREE
HEhlF » ZIbEMEHUIEEUHREAEHE > ZRARER ELEREL
HUAMSNEBEEEE M EENE - EHMBREETRAIP » ZFEL
EYRERBHBPEINEEEHEER - FRFGEEFCERE
BERKER -
14. EEEE

AEPEZH-EGFREBHUEEZZV—EERER - EREEH
MZBENS  HEDTEEBEEENCRERIE E—LEHEH
1 HRADCZ B H B AR S E 80 2 B 8 K /38 S DNAS(RNASY
FoMEEMERAS  ZFERERETRARLLEBECHZE#E K/
HEHEDNASRNAS F - E—EEHPFI T » ANADCHZ EZER
HERE025EZEFR EEERARS 2 RBREHEN P 2 BHFEZ
e P 5 RS - —lﬂiE%%VﬁEﬁﬁ&fxﬁi@%ﬁﬁéiﬁﬁﬁﬁ(@%RNA$
#(RNAI)) - #EECH - CpCE X EH B K IZE -
0. REEZZHE

FEHZ-EGFREBIEEEZZ )V —BERERER - REE
% E Bk &L 52 51 DL &8 B Watson-Crick# X 45 & ZRNA - £ — & & i fl
b NEEZEBEGHEEGFRZER - SEH - BOXEBERZZEH
BEW  E—LEBHAF  NREEZEBREIYSEYI00EZER -
NIOENSOEZERE - NR2ELSERIISEL2SERER - L
BiEf+  BREREEGFREFNZEE - {4 - £EEBHIERED
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50% > E/H60%  BHT0% - B/080% ~ E/H90% - B/ I5% - B/
96% ~ Z£7/097% ~ £/098% ~ £/099%E £ /0 100%[EJE £ — Lt EF i
Bt > FFEGFREREZ ZE /P15~ 2025~ 30 35~ 40 ~ 503K 100(H i# E
REBRTEEBEEMHFIIEREYE EBEERIT  ZERBEXH
BZRNTHRREVEZEEREZENAN  BEAZBREERERZ
RERISE2IEZEE - TERTETHRE S ZERNAK - S BT
R HIEIRNAZ ThEE(Crooke ST. (1999). Biochim. Biophys. Acta, 1489,
30-42) - fx ERBZ K FE I HE B AR M i A% L B8 (B O RNA S HEG B
RNATE G 2 B E8) NPT EE I RNA - 28T » #EHIERELE
PE (PR SRR LB )M EER I RR ZF X EHET T %
ERINEZ BB EFEFEEH -

AT IEE % AMEZ S —RNABREME K B HI(RRNAL (Fire
A (1998). Nature, 391, 806-811. ; Zamore PD. (2002). Science, 296,
1265-1269.) - RNAF+ B (RNA) A E SRR B » HPEERNALF T
HEEFAMERRE - E—EEHKA$ - RNAIKEGHEHSIA
MR EZEHERNA (dSRNA)ZRER » MEREE KA+ > LRNAI
WMEHEHRS ARG EERNA (FI4 > /NFHERNA (siRNA) K/ 50/
RNA (miRNA))ZRER - E5—EEGIF - RNAIRE #EH5 A £ K HE
EEROFZISRNAZ BERERER - HRIAERAIF 28 —FF
ERNAL T U TEARANERERI ZERNRE - — ks @ %
%l K % dsRNABE(L B RNA » HGZ B ZEKEES|E 2 EJF mRNASE
(1 7 72 Ruvkun, Science 2294:797 (2001)91) - £81% H [ A% 18 FE /R
mRNA - HUEEHFAHERRR - EREIENE CHEIDRNARSR
U E S 0 IS I8 P AE B B A B B A (AubelFE A Proc. Natl.
Acad. Sci., USA 88:906 (1991)) -« £ = » BT~ S dsRNAT] HI#]
INB T BER & & (Levy® N Proc. Nat. Acad. Sci. USA, 62:357-361
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(1969)) » FH MK /NBE 265 BEF &M (Zeleznick®E A > Proc. Soc.
Exp. Biol. Med. 130:126-128 (1969)) » B/ NE EE P LEFE
BE B3 T % (Gelboin A+ Science 167:205-207 (1970)) o E I » fE®ifE
SEHIBIh o AR IR EADCE Y KB R SR ALY B -
EEMEROT  ASHREARELEEEN RSB AEME
J73% » o dsRNAZEmRNAJG & F EEGFR Y 4l £ 5 - 40 b &
Bl 7 dsRNA{4 5 K SARNA - 554 4 {LRNA - E4E 4 Y RNA « &%
RNA > DR EGI A EEZETR  FREBRYE « T8 ELY B
SRS (LNA)) « % 8 OB T B R AT — 41 & T 52 R ARNAK 5
M FRNA » A HHRNAEEZHF ARNAR WD > 8 LaNE
ALFT i R R BB Y BEET -
b. B

K%Y -EGFRIAB LS EE P —EELE - BRBGER
RS RS TN EBEEIEY KA T - EHRBEL AR
BE LB AR RS RS ESEST - A SEERA D - BREE
EEEEROFNREROSGRR  LASFLEREaATER
EAERE AEET RN CEEAEAY  AETERES
By AREEEAG AN AR EA Y ARE AR
IE RS FRE Y BT -
c. CoGEEZHE

K42 H-EGFREM A G AT E//—MCpCEKER - SHM
BRFEDNAG A AR REREQE-E Y BE(LE - 25%
KB B 92 7E 4N B DNAH 4530 2 5% B (L CpG = M T BS 26 7 AH WS -
NEEEFEAETROZEE A BEEAKCELBERSER
BHABAY RS TAMAEBEEREY & - Bt a5k
CpGHE:fF > EM LB AR BB B g e ERE -

g\g}'
)\Q‘F‘}.

>\ll
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d. ZHE

AEHZH-EGFREBFIEEZ2E ) —HEKEE - BKBGERENR
W40ZE ISSEREEEEBE N Z E{EERNAS T 2B A V) &5 E
RNAZGFZRENFEEMRBEER 2 BEREES (XKUY EFEEMLE
i o
15, JCHT 1% 1% B B (K47 14 [ 17 %)

AEHZH-EGFREBHEEZE 2V — B EZKER - %
RERELEFHEAFEEERNMRB AR ER ZER - BINKREHE
MIEAR ZEREUAN B MHRTE 2 B4R S K 40 i 2% 8t &%
BrERRYE HKEBZHMRRCERHEZELXRET - 50T
ZHEERBHN FISHZRAREHEE - FREEHOIF - JARE A2
EEU TR B Z RS HZE: s Lo ?Bi -~ 2PBi - ?AtL
2Cu ~ **Cu ~ ¥Cu~ %y -~ 21+ Bl1 . 3%p . Pp L YTsc s MAg - 7Ga -
142pp 193 ~ '0ITp + 196Dy .« 186 . 13%Re . '88Re .+ !3%Re + 212PD -
2BRa ~ *PAc ~ ¥Fe~ "Se ~ ""As ~ ¥Sr~ Mo + 'Rh - 'Pd - "pr -
Pm ~ °Er ~ P PPAu s AR VPY o JRERHEE (R 2B Augerdt 5
MFZEEUREZRHEEZE - BFMF > Co-58 » Ga-67 ~ Br-
80m - Tc-99m - Rh-103m - Pt-109 ~ In-1111 ~ Sb-119 + I-125 -+ Ho-
161 ~ Os-189m J Ir-192 - o] i B- ML F % 53 % 1 2 % & 58 8 (£ /B Dy-
152 ~ At-211 » Bi-212 » Ra-223 ~ Rn-219 » Po-215 ~ Bi-211 ~ Ac-225
Fr-221 + At-217 » Bi-213 )k Fm-255 - o] Fo-Hl F & T NH MR EZ R
8% fE 7 (£ 142,000-10,000 keV » ¥ £3,000-8,000 keV » H & {£4,000-
7,000 keV - Fi A EMBERAHEMELE 'C "N "0 PBr-
P8Ay ~ 224Ac ~ 1281 11 TRy v 1Py L PRy~ PRu ~ 'PRu -~ P°Ru -
107Hg « 20°Hg . !2ImTe . 122me | 123mpe . 165y o 167 . 188y

14 . |
197p¢ . 109pq . 10SRp + 142pp . 143p. | 161y | 1660 | 1994, | ST
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8Co~Cr~ Fe ~ °Se ~ 2%T1 ~ 2PAc¢ - "*Br - '69Yb&§%ﬁ[lﬂ:t*£ﬁ °
16. K47 E A

AHPZH-EGFREBFESEE D —ERH HEE - WA XFr
ATt "REBEE, EEATT BERITFESF  HGLUAHE
ERERETY  URSHRSE B M EeE s 2 SRS R/
B e EY T HERENEGRE ZERIIER o BT B8UE % (5 5& 41 i
EHBEEAEHE AN AFHEFHEM I RNEEZERERZER - ®
g B BB T M R A L LB EADCAE & (F A - FEEERLKK
WZRL BRI R BRIAREAAELE » IR ST BOS B o] R AR - K
B 2 B EI R 7t 7 D. M. Goldberg (4 # ), Cancer Therapy with
Radiolabeled Antibodies, CRC Press (1995)5 « i 4t B 8Bl > B 6 &
SOEME - S-BIREIE - B KIESA -

B BB TR XA R B EH RIE - XS RG22 st
BB ZAREZHEEREEARRMK)UT ¢ B 5 ¥ (metronidazole)
K R B ¥ (misonidazole) ~ X B B K K B W - Ik E 5§ ®
(pimonidazole) ~ {{X ftf, 74 M (etanidazole) - JE 3£ #if M (nimorazole) + %% 3Y
#Z&C - RSU 1069 - SR 4233 - E09 - RB 6145 « IR - 5-8E &

o PREBUAR) ~ S-BLE S REAUIR) - REEME - REERFH
(FUdR) ~ BEHK - ISR HERBEREUMKRLTEY - HE » RER
BRI ST B I EACPDT)REL - RN RNHAHBEZRELE
PIEREERRR)MEEITEY - HOMk(Photofrin) (r) ~ ZFH ONKKTT
49 - NPe6 ~ FJOMUKEH (SnET2) ~ REFEEL R e - MFELLRa - 2
BE MEZ HKERREGEAREUMERLIEY -
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e - FEERE - HIEE - KM% & (Lestaurtinib) ~ EEEE - B E
E [& (Semaxanib) - §F & & JE &k NLfE tf.JE (Vandetanib) -
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aeruginosa))) * {5 fR 28 & & (restrictocin) + B Jifi % & H (ricin) A# - %
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MHLoE £ ZHR )N EEN-BR IR o b A5 ) - SPDB (3-(2-MLUE & —Hi 1K)
THEEN-BR B oo b A B ) R SMPT (N-BR Bt i B S A I B -o-F & -0
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Immunoconjugates: Antibody Conjugates in Radioimagery and Therapy
of Cancer (C. W. Vogel4z#g » Oxford U. Press, 1987 - 7R & R.ERH HF|
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HK G KMESESE 2B ER AR -

KM EEESSHEIUKERBGIN > REKXFE)BE 2E
EEBEWN  XBEEERNSEHIETMMR) - SEEKEBET S
mEES - B EEWERRP)A B KNS ZPhenyl Sepharose™
6 Fast Flow (Pharmacia LKB Biotechnology, AB, Sweden) ; Phenyl
Sepharose™ High Performance (Pharmacia LKB Biotechnology, AB,
Sweden) ; Octyl Sepharose™ High Performance (Pharmacia LKB
Biotechnology, AB, Sweden) ; Fractogel™ EMD 7 £t 5 Fractogel™
EMD % £ & #F (E. Merck, Germany) ; Macro-Prep™ H % 3% Macro-
Prep ™% = T £ &} 5% (Bio-Rad, California) ; WP HI-Propyl (C5)™ (J. T.
Baker, New Jersey) ; J Toyopearl ™MEf « 25 « FE 3% T £ (TosoHaas,
PA) - T—EEHEI T » BRKMEBAEGT ZRKERE - £5 — B
Bieh o BRAKMERIRE G AEEF KSR  E5 864 - BKEBAE
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EGFRZ BEREER - EXEFHHIF » B AL Z Hil-EGFRITAB I
ADCEBHHEEI ER (P NEHN K/ HEERBE)HERABEFT LS
o 4% B8 B A B R 2 (E B -

EEEERG T ALHCENHIREEFERER ZESE
CERBEERZINE  ZEREBERBEEN HRHFEGFRE B RIRA
EGFRZ &/ (B RI[EGFRVIIIZ fEH) » s T /A B SR A XAt 2 Hi-
EGFRULIEHADCREBFERERE L HRE  FHREBERERTE
Al B - R RIEGFRZ @& (40 - BRIWEGFRZ ERE)Z /3
EREACH HEEFPARLEZ A RBE T - BHTES >
EGFR pharmDx™4} 7 (Dako North America/\ 5] ) 4 E M R E4H &2
(HOEE 2G> EARENUESR TAEE AREBETFEZER
K HE G+ ZEGFREH - EGFR pharmDxFf £ M % H| R 3R EGFRZ 4
B ZEGFR (HER)ZEBE - 54 » IRE{E A E R PCRZ 531 2K & A
BRIVEGFRZERE - BOIME  ZF M IEFAHEBEGFRER
(Bl40 - SEQ ID NO: 33) /S cDNAREF R EMZ5|F » HETIEH
EGFRE[N/cDNASKH 7> - BARTFEH@BIMEBEXFEAZNEL
AR EPCREY R/NZBETTER S EIRIEPCREY) - A £ %

¢ FAAKERTRARMZ FEARBEEYERZIER

ARBEAZHAFEAXEATS ZANERBELZE—F% - R
ERBEEZ T EHN—KeFi#w > 2 K GoldspielE A » 1993, Clinical
Pharmacy 12:488-505 : Wu K Wu, 1991, Biotherapy 3:87-95 ;
Tolstoshev, 1993, Ann. Rev. Pharmacol. Toxicol. 32:573-596 ; Mulligan,
Science 260:926- 932 (1993) ; LA &k Morganfz Anderson, 1993, Ann. Rev.
Biochem. 62:191-217 ; 1993458, TIBTECH 11(5):155-215 - # N —f&
E A Z E 4 DNAF i 2 & A J7 7% [l 4 1Y AusubelE A (45 #8) > Current
Protocols in Molecular Biology, John Wiley & Sons, NY (1993); &
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Kriegler, Gene Transfer and Expression, A Laboratory Manual, Stockton
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US20050042664 Al » HARLISI A G EHF AR H -
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R HeRAEWERRREZEDRIGE - O > 5l ERE = R E
AR - REEMEBRRERGZIENKGE - IEE A% HZH-EGFR
DA KADCERZIER CEEE LT &R -

DUEER AL f# =4l
PiRs EHIGF-IR (RS Al2 (Z2 A {EmAb)

(@) BRIT-EGFR R ERET1E 19D12 (582 A% bmAD)
e s Z Il REe)Zhiee 0 BE Cp751-871 (SE& A {EmADb)

iz K REZBABEEEZ HIC10 (A EmAb)

(b) E5AER MIERELRIR  alphalR3 ()

firZ §ii-EGFR# ScFV/FC VN NFRRREHS)
o = EM/164 (/NER)

4EEEGFR (RE4 B ZEEH(Matuzumab) (EMD72000)
RAFZRE) 2 BoABEF®/ HEEEi(Inmclone)

#8 0 ZEEGFRE 4 O §E (Vectibix)® / 18 E B i
HEUEMEZ Z2F] (Amgen)

5 S8 FEIE mAb 806
e # ¥ E $i ([Nimotuxumab)
(TheraCIM)
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AVEO (AV299) (AVEO)
AMG102 (Amgen)

5DS5 (OA-5d5) (Genentech)
H244G11 (Pierre Fabre)

1452Ab (MM 121-14)

B (Hereeptin® (1 ZEEHL 5
Genentech) ’

1B4C3 ; 2D1D12 (U3 Pharma AG)

NVP-AEW541-A

BMS-536,924 (1H-J53E0EM-2-£5)-1H-
HE-2-)

BMS-554,417

IR KAEHS(Cycloligan)

TAE226

PQ401

Viny® / SIEEE (AstraZeneca)
CI-1033 (PD 183805) (Pfizer)

| B B (GW-572016)
(GlaxoSmithKline)

FFE® / IR ALIHE E (Smith
Kline Beecham)

SE&E® / LA RHCL (0OSI-774)
(OSI Pharma)

PKI-166 (Novartis)

PD-158780

EKB-569
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PHAG65752
ARQ 197

FPRIEIE(S-FU)

RIEEME / EEE® (HLR Roche)
S-=RHE-2-EERE

fe ARG $4(Trexall) (Barr)

E & il 28 (Raltitrexed) # 15 @&
(Tomudex)® (AstraZeneca)

IEEHZE /| BEZE(Alimta)® (Lilly)
B n%(Tegafur)

REmE e FT L R AE E (P REREE, Ara-C) /
Bt EIES® (GlaxoSmithKline)
S-EHE

6-Si ARG (FRAIES, 6-MP)
BRIRIENS [ EHERI® (AAIPHARMA
LLC)

6- Bii & IZ 12 (6-TG) / FREE I ®
(TEVA)

Rt T/ JEMEEE® (Hospira/\=])
WEERENE / BE%® (Bayer
Health Care)

SALEER-CAA, 2-8E8RH) / #%
#1845 ® (Ortho Biotech)

GEEACTUBRIG e EFEHIHIBI(RNR)
GeA M EDNAY IREEEGERE / #5152 (BMS)
GEEAER] - HRVE FERHUTEVA)
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T R AR HIE
e ast AT 84h
BREEESGh AR
BRI INZEAZAE
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FEIE & 4 EEA A
[H]#5 HH (L DNA#E
TR R
TR KB EERE
| DNA &5 18 2 8

RIEEERR / KitEA (Mitoxana)®
(ASTA Medica)

BEEL Kk (Bedford, Abraxis, Teva)
BCNU— 1,3-88(2-& Z5)-1-iH Al
CCNU- 1, -Q2-82F)-3- IR &-1-10
FHEEAR(FFECCNU)
NEE=ZFHFEONFER, HMM) /
T E® (MGI Pharma/\ &)

HF% / EFIEE (GlaxoSmithKline)
A £ E B HCL/ B 3 Bt (Matulane)
(Sigma Tau Pharmaceuticals/\ 5))
#-REE (DTIC)

R ETE / & FH (Leukara)®
(SmithKline Beecham)

EEE | EEE® (GlaxoSmithKline)
NiE$a (€49, CDDP) / %4175 & (Platinol)
(Bristol Myers)

K$H / {£$#87 (Paraplatin) (BMS)
BRI/ /254 $A® (Sanofi-Aventis
US)

% BHCL / %5 % B (Doxil)®
(Alza)
ERREERE
(Daunoxome)® (Gilead)
I BEELHCL / #E B8 (Novantrone)
(EMD Serono)

IEREED

BT / BuhE(Vepesid)® (BMS)/
N 2 % (Etopophos)® (Hospira -
Bedford - Teva Parenteral3)

HHBEEER
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FEHERRHCL/ ERE®

(GlaxoSmithKline)

228 (VM-26) / EJE (Vumon)®
(BMS)

11 & B HCL(CPT-1l) / ¥ #®
(Pharmacia & Upjohn)

RENM / %7 (Oncovin)® (Lilly)
BB REF W/ BT (Velban)®(FET)

(Lilly)

BOBMEREWRE / A#H E®
(PierreFabre)

Hilg REMFE / BS54 (Eldisine)®
(Lilly)

KFEFEEEE | RiZEE® (BMS)
P EE / FIES® (Sanofi Aventis
US)

AN F R FRZEZ(ABI-007) / T3
{AFZI5E® (Abraxis BioScience/\ E])
RIDUCEE / BIbF™ (BMS)
HiEfsFEEE / £&F7 Novartis)
TARBEETRE e/ sTER® (Pfizer)
BRRIRIEENIIEE / EISRL® (Bayer)
HMEEEREEKEY) | FEXL®
(Novartis)

L-RX BB / S (Elspan)®
(Merck & Co.)
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BMEZ S EBE
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57 o

o FEER
& 4 R INEIE / & BE(Avastin)®
(Genentech)

IL-2—» &R 2 (AM#HaE
(Aldesleukin)) / & %7 7% (Proleukin) ®
(Chiron)

IL-12— fTHZEI12

FiCTLA-4 F;PR-1¥& %

7 R (Yervoy)® (fRUCE 4L 5 Bristol-
Myers Squibb)

BX % 2% (Opdivo)® (EIREEH ¢
Bristol-Myers Squibb)

158 Z (Keytrada)® (JRBEI
Merck)

TS B T35 s 23 (Toremifene citrate) /
FE R (Fareston)® (GTX/A\E))
BHETEE / £ &1E® (AstraZeneca)
TIREZFHCL / §578(Evista)® (Lilly)
P BRI/ 35 ® (AstraZeneca)
AR / #EAA® (Novartis)

2" (Fadrozole) (CGS 16949A)
XTEEE / S EZE® (Pharmacia &

Upjohn)

ZEERIEE R/ I (Bligard)® (QTL
USA)

HIE#A® (TAP Pharm)

ZBE X &5/ #E & (Zoladex)®
(AstraZeneca)

BREEEH T wmAA / dh BT
(Trelstar)® (Watson Labs)
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SRRV

mTOR {5 57 {8 & &
& & VAR TE 2
#l Bl E o &R
(rapamycin) 2 i 7%
HAME S IR - IS
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R R4 A s
JE KA Kbk
Fi% AL B2 -3- 3 B8 (PI-
3K) ¥ 4 Bl & & X
FREERFEN

W 2 % Kk (Buserelin) / £F & &
(Suprefact)® (Sanofi Aventis)

A & T Ak (Nafarelin) / & 44 35
(Synarel)® (Pfizer)

78 #h ¥ 52 (Cetrorelix) / R 1§ %
(Cetrotide)® (EMD Serono)

EE-E&ERr / T]#RZ%5® (AstraZeneca)
&K% / &K 185 (Nilandron)®
(Aventis Pharm.)

ZEEFRZEEE/ Fef8)E® (BMS)

AS I & (Somatostatin) J{ Y] (ZEZER
Bk (Octreotide acetate) /

215 7E(Sandostatin)® (Novartis)

L #8%F 2 (Predinsolone)

i ZE KA/ 8K & [ (Decadron)®
(Wyeth)

e R A

HERE (BEHME)/ FHEHE
(Rapamune)® (Wyeth)

BEHEEEE (CCL779) / HEE®
(Wyeth)

Hi{R B F](AP23573) / (Ariad Pharm.)

fik 4 & 5 (RADOOD) / £ E B
(Certican)® (Novartis)
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@ (i poEamAIED HEE  pE T EMEEY  EEEERE
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- TNFZE B pSSspTS NEINFZBHELCTEMZ I BRE » #
40 75 kD TNFR-IgG (75 kD ITNF 2 # -G &2 E H > B 18
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R B p38HNHIRI ~ TPL-2 ~ MK-2 5 NFRkBHTI | & -

HAitn e E4H & H A ZE &M 0H X g2 (CSAID) » Hfth A B4
BAZER4EERTBILIL-1 ~ IL-2 ~ IL-3 » IL-4 ~ IL-5 » IL-6 ~ IL-7
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TRIZNEBNEVE - AFHNESRENREE S o TEHE MR D
F (fl41CD2 ~ CD3 ~ CD4 » CD8 ~ CD25 + CD28 + CD30 ~ CD40 -
CD45 -~ CD69 ~ CD80 (B7.1) ~ CD86 (B7.2) ~ CD90 + CTLA - CTLA-
4 ~ PD-1)ECH A8 (B #ECD154 (gp39sCD40L)) Z HifG 4 & -

EEREB CREEHCTERREHE P AR ET TIE  BREER
BIEETNFESE - O&kS - ABIEHABTINFHE - FEKREHR
(adalimumab) + (HUMIRA ; D2E7 ; PCTARIZEE WO 97/2913158 & %
Bl 25 7 55 6,090,3825% » HALG AT ALRLH) CA2 (JERE
(Remicade)TM) + CDP 571 } ] ¥ p555p75 TNFZ 8 « H{T4£ Y
(p7STNFR1gG (& {8 TM)=k p55TNFR1gG (2K} 78 % (Lenercept)) 75 &
TNF#E (L ES(TACE)N &I » B - IL-1H&IE (1 5 & - 18 {L B 7 51
Bl > IL-IRAF)TTRHAEBRRAMAN - AR ELEEGEENE RS -

AEHBEASYIEE " AEERNE N HEERE S L
AP BN BE S - "TEEERE ) GECHEEHERFHEE
TERERPFEEEERZE - NBENBE T2 ARERETHHR
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BUERMERELTREBZONUTERZME L - ERARE - EE
Fiw MARBEUREXNES > EZER TSI SHEREZ &
- BREERENRBIERINERIZERERSREANETRAENSE
KEERNEZE - "HLARE,, AEEFREERGHETARE
RALFEERZE - B  ARHEMBEAERRZIANERRE
MARERT  HNEHERERFNINREFEERE -

AR ETEURKEEHEREG W - BFEEXFEGTER
FE) - flal » AHREERXRRIR  "THEKEREEETE>RBEIEHT
REBEFERNESREEMERELEABRVICEIIEE - CEBFZ %
DREBENEAFALFEHEESYUERFEZRERGTINE - 1K
NAAZBEBEURAGEERFEARN ERHABYER CEXE £
ZYIEBREN B EBEUSRHEEZEHILEWHERERT
ZEE  ZHEELSEUELEHEZERERNE - AEPBEEUE A
ZHRBERARBEEZEMRBERUATEER () EEEEMZBERFEER
MERZERIGHNUTAGUE > kb)) EE5k—aRAEELELEMZ
P Z EESEEZE R R -

AZFHZADC  IEHIEH DT 2 ERNFAHEREZEHI 4
JEPR HMEF B (%0.1-20 mg/kg > EE1-10 mgkg - E—EEFHHI+ -
AXFrainfe R ADCZEIEA1E6 mg/kg » &1 H 51| 8 7 & 5 &
8 #4001 mg/kg ~ 2 mg/kg + 3 mg/kg - 4 mg/kg ~ 5 mg/kg% 6 mg/kg
Em—EHEAT  AXFARERADCZEIE H1E200 pg/kg > BIE
HpPREZERRE » Flal pekeg 2 pgkg~ 3 pglkg~ 4 pglkg~ 5
ug/’kg ~ 10 pg/kg ~ 20 ug/kg ~ 30 pg/kg ~ 40 pg/kg ~ 50 pg/kg ~ 60
ng/kg ~ 80 pg/kg ~ 100 pg/kg ~ 120 pg/kg ~ 140 pg/kg ~ 160 pg/kg
180 pg/kgh 200 ugkg BERE  BEETENRENR I ZEY K&
EEmME BE-SHE HRNE—ERERS ERBEEBEERK
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B G EBEHERHEBE BB HAG R ERE T E
HAXm B EHEEREOE  EFAAREAEIREEY Z H#HE
BE -

E—EEHEG S - 8 A AT I 51 -EGFREL A8 (§1 40 AbA) 5L H 31 [
S E T BLADCIE L LL0.1E30 me/kg 2 BB A T E 2 E R (Fl 40
BEEEZER) ES—EHRA P » BH-EGFRULH (Fl4AbA)B H
MRE ST UADCREALIIELS meg/kgZz RIS K WA R EZ B
MEBEREZMER) ES—ERBIT > HH-EGFRILEE (FI0AbA),
HHREEEH T UADCEAUIZELI meg/kgZ BIERHEFTE 2 EE
PIMEREREZER) S — BRI+ - & H-EGFRILH (B0
ADMBENFEE S H 2 UADCH K 2E3 meg/kgZ BB HAEFTEZ
BER@INEAEEEZER) £S5 —BHES+ > & H-EGFRELE (B0
ADMENFEEEH D UADCE KU1 E4 mg/kg 7 RIBHHEREZ
ERGINEEREEZER) -

FE—EE R - A& SCFT il 51 -EGFRET 8 (51 40 AbA) S B #1 /R
S o E T LADCRRZUBI 12200 pe/kgZ FIERBAEFEZ(ERE B W0E
BEEEZER) £S5 —BHEGIF - ¥ Pi-EGFRITE (FIWALA)SH I
R&E G 8 7 LADCIE U EASE 150 neg/kg 2 BB I& A T ZE 2 {H#8 (Fl 10
BEEEZHER) ES—BHESIF » HH-EGFRITE (Bl AbA)H
LRSS E 7 LLADCIE R LASZE 100 pg/kg 2 Bl E 1% A T E 2 {8 7 (F1
MEBEBEZERE) E5S—BHESF » KHL-EGFRILE (B W AbA)E
HHNFEE&E &M UADCE A LUSEI pe/kegZ BIZHRAEFE 2 EE
BIHEEREREZER) E5—BHHI+ > & -EGFRIL B (F1 40
ADPMEEHEE S EH 0 LADCE X ASES0 png/kgZ BIERHERE
ZEBPBIUBFREEZER)  ES5—BHHIF - K -EGFRILE (FI
MALA) EHIR G G W LLADCIE HASETO pg/kgz BIE KA E T
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ZZERWGIOBRHEREZER) S —BHA+ - FH-EGFRTE
(BIAWALA)SEFIRE S B 23 LLADCE LS E 60 pg/kgZ HIEH WA
FEZEBGIOUBRTEEZER) - ES—FHESF > FH-EGFRHL
Az (Bl AWAPA)SE IR GE S 8 0 LLADCHE H LA L10E 80 ng/kgZ Bl B %
BERREZEEBGINEEEEZMER) -

FE—EE B &4 XF il $1-EGFR ADC ({5 41 AbA-ve-
MMAE)LL0.1Z£6 mg/kgZ FHIEREFFEZERBIOBREEREZ B
A2) X —EHPAI P - &K HT I 5L -EGFR ADC (%) 40 AbA-ve-
MMAE)LL0.524 mg/kgZ RIERBEFEZERPINERT EELZE

® ) EX—FHA P - & AF AT -EGFR ADC () 41 AbA-ve-
MMAE)LA1.8% 2.4 mg/ng?ﬂE?&EﬁiE?‘%%Z{@ﬁ“(Wﬁﬂ$7EF:FZ{IE
B) - S —ERGI S o 4§ A X H i 5 -EGFR ADC ($1 40 AbA-ve-
MMAE)LI124 mg/kgZ HIERBAFEZERBIOEEEE ZE
BB) HEX—EHPA P - &K XHT I Hi-EGFR ADC (f] 40 AbA-ve-
MMAE)LL&J1 mg/kgZ HI BB A FEZLERBI OB EFEEZE
f2) c EHX—EHGI P - & A AT 5T -EGFR ADC () 40 AbA-ve-
MMAE)EL3ZE 6 meg/kgZ RIER B AR EZER(FI N EH EE ZE

® fie) EX—EWPAID o & F A H-EGFR ADC () 40 AbA-ve-
MMAE)EL3 mg/kgZ HIEHRBEFREZBERBINBEREEZER) -
ErR—EHEGIT » #AXFriiii-EGFR ADC (f]#1AbA-ve-MMAE)LL
283 mg/kgZ FIBERATRFEZERBIUEEEEZER) - €5 —
BHAIT » §AXFriiHi-EGFR ADC (40 AbA-ve-MMAE) A6 mg/kg
ZHERRFFREZERGINEEEEZER) -

ES—BHRAIT - K& S EEY B WPBD)Z A X Fr it 5 -EGFR
MAS(ADC)LA1IE200 pe/kgZ FIBR U AREZERGINBEERBEZ
Efd) - EH—BHBI T - A XA Hi-EGFR ADCEASZE 100 pg/kg
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ZHRIERBAFEZERBINBERELZEE)  ES—EEAF -
A SCAT A i -EGFR ADCEAS 290 pg/kgZ il & 1 525 7 2 2 (H A8 (B
WEAEEZERE)  ES—EEH T - FAFAH-EGFR ADCELS
Z80 pg/kgZ HERBEAFEZERPIUERTREZMEE)  E5—
BHeI S > R AXHra i-EGFR ADCELSZET70 pg/kgZ HIER T H
RZERGBIOBREREEZMER) EX—BHREIT - &SP ii-
EGFR ADCLASZE 60 pg/kgZ HIBEREAFTELZLEEBICEREREEZ
{BA2) °

EXFratElE e AR & EAXATE R ZHT-EGFR ADCE AR -

Er—BET  AHFRReERUSIEVI LD EWK
dn o BUAIIMOE ~ Mm% ~ & - £R)FEGFRZGFHEZITA - WJERR
T EARZBERIE - PIMEE - 27 ABHE (1) E&mEHE B
BN A Sl Z 1 -EGFR{TAG B E R B 3 f8 © ke (ii) e fl4i-EGFRIL
RHHERERARaNERER CRMZESY IR P EmZEE
MERBEENERERZGEAEZ LBAZZELEIEREMTHEE
EGFR -

BREAZFHZHANBEEGFRUBHRET 7T (UAKEADCOEEEA
MEGFRZ BE 7 » A AR E M =& 5 (B 20 B B % & B 2 4
(ELISA) ~ B 5F % & 53 #7 (RIA) B 4H & % = 4 &b 22 ) K i B A 35
EGFR(BI40 » EEMNMBERMPELEY R md) - E—EHEEKT > &
SRR EYES P ABEEGFRZ &  HEEFELYHE LA
AZFEZHBENIEN o ERE - MRHAESE E NEEGFRZ HifE (Bt
REMPBAGE SR (ERIRBT)  UBLERBUEDERTZ AR
EGFR - HilB EHEZELETiRAMERLT U AN A& S HRE
Uil -  BEURAIYECESER - 85 - XM - XK
WM -  BEBZEOEERRBEAYE - BIEREKRE - -
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AEEBNIMERENS  BEEHEAECYZENOEEBINEYE
BEO/EYMERNEVMEZEQ/EYE BEEXMBZEGEEEY
B~ R - ERABRBNAER WL - —E="BEEEXE  FE
MRESCRAER  BXMBZE O EELEK (luminol) © HEH A%
MR EFEEH C . Ps0Y P M s 1251 B Ly
'*Hog;'>’Sm -

ELABECBZERTE TEHAAETRAVMERTZ
rhEGFRIEZEY K R B ABEGFREIB 2B EF R ED MR I M EY
A Z NHEGFR » FEE i » &Y o~ KRS rhEGFRIE £
MEVABEGFRREBHESCHAECEECEREE LB ZEFER
rhEGFRIZEYZ 8B - £ NEEGFRZ E 4 & £ H1-EGFRY
fe < SR SCrhEGFRIZEY 2 B L - UM - IRl 3B B &
Y E 5 Z thEGFRIZEY) ke RIZEL i ASEGFRELEB Z B F 2%
SRS EY RS 2 AHEGFR -

ES—EBEYD  AFFERERAVEBANEGFRZ FIEZ A (Fl
W B ZERAKE) - T EHEN T AKRZSERIE © HIMEGFRIE
BERIE - Z HAEE () EEHNEER BEEE ZEGFRZKEHG T
o WA Frat Z Ji-EGFRIIAG R E R Rk B ER Y BEE © k(i) &

AR A EREEGFRZ B Z B G2 » HFEEZE S K

HE R EEE CHTE LEEZE{LIEREFELEGFR -

VI.BEESY

FHEHTREESEFEHZIBHNENFEE S MO NADCRE

BRFTEZIEBIBEESY B2 EHANBNADCZBEHES

YWRRERR)ZE - RSB RRE - ARAEN - - EEE

HEREXE —RESEBENR  R/EARHAR - EREEREGIS - 4

EMRESEFAERHZI-—NSEHRE  ES—BEhl+d  BEESYWES
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AERHZ —HZEHBNADCR — N Z B A S PR ADCLL/Z
TR EI A ER > AR EEEPEGFRIEM A EZRIE - BiEH - B
HMEGHSCEER T ARKERARRERERRED « 8%« BEX
NEREXE-NZEENR - REZFERD - HEVTE-TEE
BHE - MRERSRER -

A ASHNERIBH S NADCA A B R L EER  BaEH
EYF - B > BEESYESAZHZIIERIIEHM s K BE L7
BMRZEE c AN "TBELTESZEN AEE—KFREE
BEHEZER o8N E B8R  GIBERKREEE - FBRIK
R EBRE ML -  BE LI HEIZEEH ZENEREUAT P 2 —
RBHELUNREES K K- BiRREEEHE K Gk Bl 2
BErEOLE EZEEPT  SREEEsWTEEFBE BN
B ZTEBIN  HEE - WHE)REILH - B LA EZ 2 8
JE—-FSEVERBAENINBE THADCZH#ENESORARMEZ
WEE > PINERBSIACE ~ FIEBI SR ER -

E—EERAT  AERZHERRLZHEY - HEESH-EGFR
MREYNEEY B B ERIORERE > EPZALYZ
pHR&S-7  EPZi-EGFRUIBENEcEeEcEERTEAAE ¢
$ff;)TE (MMAE)Z fi-EGFR{FIAE K E LR E S B 77 - £ — EE I #l
oo AEFHE-PREREZHKY - HE8a5-EGFR ADC (BE2%4&
ZEREHMTT(HI140 - MMAE)Z S0 A Al Z 51 -EGFREL AR B H 1 /R
GEE ) TEWBIMESE)  REEME(GPIORLURER - flaEl
IEFESO) A iklE - E—EEIESIF  HEHEYES21-20 mgiHfx
B ~ 49320-410 mgiE ~ 490.120.9 mgREEMER K L1-150 mgH &4
SEBEEEMIT (140 - MMAE)Z 21 3L Fr it Z 1 -EGFR T Ag Bl K 4t
FR&EE&H 2 ZHi-EGFR ADC - REHTREKEREY > HE341-

o
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100 mg/ml0 & 45 & £ BAEHT 0T (B4 » MMAE)Z 41 A& ST il 2 $i -
EGFRULBEHEPFEE & E 7 Z H1-EGFR ADC ; £91-10 mg/mL4H f%
B2  €950-90 mg/mlxE (P FERE) ¢ R 490.01-0.2 mg/mlR H & M Bl (B
M LT EEES80) -

ERASEREAGHETANKRAZH —HFBERBH
ADCEHASZHZ — XS EHBATTHRE - 1% - BAEXNKSHRE
HE—NESBERZHEAMGBSCEREIZHE » ZFBELREHWGBID)
FEEREE - Ml MBE - mRXAABSNBRECEEAR =
BNEZEEERWN » 2B WuKk Wu: J. Biol. Chem. 262:4429-
4432 (1987)) P AU EHRFENEMHEBr T2 ZBBEBRE
%o MHEABH ARG RE Z FABEERRR)IEL B %
(Bl EEA - LA -~ BEREMN - IR R ET) ~ RSN E - B R
REARMEREBD  BREEO®RE) - B4 > THRBAMBKE > §
MEARABRNEZNSEHARBSBLE —LHEE - fln > 2REESE
F%6,019,9685%% « % 5,985,3209% - 555,985,309%% « 55,934,2725% -
555,874,0645% - 555,855,913%% « £55,290,540%% & %5 4,880,078%% ; &
PCTARIEE WO 92/19244% « WO 97/325725F « WO 97/44013
® BE . WO 98/31346%58 R B WO 99/66903%% » & EH G LEXUUEH K

AFARNF - E—EEHEOP » FEHGE HEFEENALKHE

& Y 1% £ F Alkermes AIR® &K fifi 82 # I 3% #% fi7 (Alkermes 2\ F] ,

Cambridge, Mass.)¥ 8 - IR E BB - A 0E AR B SUE R E 4

LYY~ BERPY - R - B0 - By GRS TR - TERSEIEUE

BREHEHEOEERTWIN  FEEEHERE  BFHE EEHK

EHEAEWGW  OFER - EBEBHEES)RB)GE > BTHEE

EYEEE —ERH - KET A2 FMKLA -

EREEROIGS H THEHAZAFEGBI SR B MK AT
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ERFEZEE LA ERGIOERRPEEE@E - #FHEH - HFHE
BhEARRER s ZEARASSZSANEAME  BEEREE - #l0
1 1% 12 B% (sialastic membrane) ~ &Y - B 4EE D (40 Tissuel®) B
FEE HE—EERAT  BEREZAZTHENRB Z —XELEHE
FEREEE I ZELEEE - LHEP - A% - ERER/EREBRHER
HER - HEZ BT BEREZAZHZ —HFEEHRBEFN
EZRAZHPRUIINZ —RNSEEEBIM » —HZEHEIBISCE
BRENZEHESHEMEHEERIZLEEE > DITEL ~ AK ~ B R/
HERERHE —HFSEER -

EE—BHAd  TUEFERNFERNAREELZHEE
BBl s RE - E—EERG D > AIEHEHERENREHBRHEGE
2 (2 R Langer » £33 B+ Sefton, 1987, CRC Crit. Ref. Biomed.
Eng. 14:20 ; Buchwald® A > 1980, Surgery 88:507 ; Saudek® A -
1989, N. Engl. J. Med. 321:574) - ER—FHFIF » EHABRESHE
REKAZHBEEZEZEGMBRIUFERBR (A » 2 & Medical
Applications of Controlled Release, Langer; Wise (47%8) - CRC Pres.,

0

Boca Raton, Fla. (1974) ; Controlled Drug Bioavailability, Drug Product
Design and Performance, Smolen } Ball (4 %8 ), Wiley, New York
(1984) ; Ranger kz Peppas, 1983, J., Macromol. Sci. Rev. Macromol.
Chem. 23:61 ; 7832 R LevyE A » 1985, Science 228:190 ; During®%
A » 1989, Ann. Neurol. 25:351 ; HowardZ A - 1989, J. Neurosurg. 7
1:105) s EREF|ZES5,679,3775% s EHEBEFIES, 916,5975% + EHEF|
55,912,0155% ; =B K F]55,989,4635% ; =B B F]5£5,128,3265% ;
PCTABIEE WO 99/151545% ; KPCTABIEEWO 99/202535% - AR
RERNALY RSV ZENEEERRNBEQC-BREZLEFRER
VHEEER) R(RERNKBRPE) B(AGE)  B(LE-®£-Z28B 2%
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B5) ZB(HFERBER) RZXBE(PLG) B - B(N-ZEE N80
B B(ZBE) BRAKEERE  R(Z228) ZFABXEECLA) - X
(AR X BE-3-24XBs) (PLCAV R RIFHER: - EREEBRLIT - ARE
ERMGARYTZESUHEEN FaTRERE  H#HERBE -
REBEDTREE ES—FHEGIT  THZEFBRIRERRAS
EREMNBGERENT  AUHERE2FREZ —Mo@a - 28
Goodson > Medical Applications of Controlled Release » XX Bk » &5
2% > F115-138EH(1984)) -

1% il 7 T % & 5 AL 5 Langer Z &% 4l & (1990, Science 249:1527-
1533) - A EAAERERNECHZIE—KTRELBELAZHZ
—NRBIEEERZFERKELY - 11 2R EBE B F54,526,938
5% - PCTAREWO 91/05548 ~ PCTABHZEWO 96/20698 ; Ning%E A -
1996, T Intratumoral Radioimmunotheraphy of a Human Colon Cancer
Xenograft Using a Sustained-Release Gel, ; Radiotherapy & Oncology
39:179-189 ; Song% A » 1995, I Antibody Mediated Lung Targeting
of Long- Circulating Emulsions, ; PDA Journal of Pharmaceutical
Science & Technology 50:372-397 ; Cleek & A - 1997,
" Biodegradable Polymeric Carriers for a bFGF Antibody for
Cardiovascular Application, ; Pro. Int'l. Symp. Control. Rel. Bioact.
Mater. 24:853-854 ; K Lam% A - 1997, [ Microencapsulation of
Recombinant Humanized Monoclonal Antibody for Local Delivery, |
Proc. Int'l. Symp. Control Rel. Bioact. Mater. 24:759- 760 » E& {42
MUASIRAAFARIL S -

EREBHEGIT  MELAZHEEYWAGEHEBISUEEE 2
mB > AIAIERAREZZBE U RELMEHEAEGESGER %
B ILRBEEUTIARENR  REAREBEABEEARRERBEY
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—WOWFEHFOUTESTAGHE  FEEFEMAERN - FH S
HE e (2 REBENS54,980,2865%) - BCEBEES - BU6E AU #
8 (fI40 - EN18 5 Biolistic » DuPont) » B¢ 5 B 5¢ 4 A 3% [ % 78 B¢
AT &M B HEBHN T EARTZERER S FEKMEERE
(F40 > 2 R Joliot% A > 1991, Proc. Natl. Acad. Sci. USA 88:1864-
1868) - B E » TR ESI AMMALEHEFEEHMNARLB T HE
DNAR DA 3] -

AEHBEAEASYIKALDNEEMEREAREEE - HHER
RZEUBEEFRR)ESE @ fla - kW - EFRN KT - &
O 2RW@ORA) - KEGIOFHE) - LEBEREBGRE - £5E
Bl HEGYRBEREFARASBEARERAN - ET - N
N-&0O- - BAKEFTEANEZBEHEY - BF - ARERAEK
BZEEMGEEEZEKEEER 285K ERE HEVWTATE
15 0 5 B K J5 B R R A (B %0 F1] 26 K (R (lignocaine)) BLUR B S AL BE 2
KR -

EABHAFEAELERNKHBEASY RO BEEYHALERB
BN EHER  ZHNEFFEX - BRTNS  REBEFXZAERZE
BISCEREROUERBERER(GD  —E_8FK  =Z&HRF
Bt —RUH I - ZHRbixEMBEEREB)EFEM UL EMEEE
KEBELHRERZRALTBEEZERNEAREZ - ENBRRBBZER S -
BEBEUTEHRUEBEATEEZMRMPIREE - HRRABDEK AL
b BERER BN HEBHEBTEHELEHLLEMRAET R
EEWBIAOIABEBZHBEREY -

EARARTEAEELOKHE  AIAKESYEOHE R A
B - RES - NBEBE - - B5K BIREKBUOREZER - A
BEOEEEATAUAFEOUTERE Lo/ 2P RIREFH © &

lm
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BRI ABEREREY BZHEUKERNRAEFESE
) HEHREBI(BIM - AR MREBEE  HEESH) - BHEBRG
W BERERREE BB T AL) - BRI (BN - KR BB SR
B CEEEE SR BCRRBI (P - BEEETREASA) - SERITHHERNRLZ
FAEMER - EOKEZREHE T HRIVERRR)ER - 35 HE
ARIEE O AR ERERGZIEEYURECAR A KSR HE M ET E
Fligis - ZFRERETHEDERTARBE LT H#2 2 RNk
> PIABFR (P - W ERERE BEETEYXNELLRAR
B5) - FAER(BIan - DR Bk AE sei s BB) 5 FEK M E B (Bl > BL
o MR ZBRRE@EEYR)  REB(FIM HREXFR
AR REFTHBENERLUEE) SEH  HETIEFEE
B BRE - ZOBRMHKE - RGO E 7 8w & #EHHE A
RIEFHEIEFER Z&RIGEK - EFBRNFERBK -
AEPAFEATESREHBIAOERARARKEEZSCMGERR
BB FAEZESY - fl0 > 2REBEFEG6,019,9685; « 5
5,985,3205% ~ 55 5,985,3095%% + 5£5,934,2725%% - 5 5,874,0645% - B
5,855,9135% + 25,290,540 %% 55 4,880,0785%% ; R PCTABIEE WO
‘ 92/192445% ~ WO 97/325725% ~ WO 97/440135% -~ EWO 98/31346
Fe R EBWO 99/669035% - HEBHGEXLUSIBTRFALI T - 5
EEREA T  XEAHRRE  HERER/ZEAZHEESWGHRER
Alkermes AIR®ZX fiifi &2 ¥ Ik 3% £ 117 (Alkermes/\ ] » Cambridge, Mass.)
R B o
ARPHFTATEEREEN GO - FHBFHEEF)TAEL
AEUAHIEEREREZEEY - FHAREYITLEME R FluE
REZHMKEFERSEESST)ER - HARMGEHE - &0 R E
AR HE R K EER P2 B2R - BRKARZER - BOaFEE
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WMBIER - BEB /BT ERHIHE - 58 > Bk T 255
R UEEEHAHAEERARGIOEEERARKOBE -
AERFTEASIEEREHAKEABERREEIZESY - ZFR
VRECY AIHEEEA B - TS B A ES REHE - F
g fla > HEYTTHBERESRGFUKM R BIAERT#EZHTZ
AR)BEE T R ARG E > AR RMBEECTEDBID > MBS

) -

113

114

AFHFEABERBFHALHTIHERELAZESY - BE LT
ERZZHARNRFHERBETERE  PIORSETEELUTE @ B
Bl - 2B BB BOAREF S REEFHEBGETERE > SIOKECT
AEHMUTE  ff b fE it a&kg  d@8L5 @&t
o BRAK - =48 2-2EEEALE - HEEE - %28 FE (procaine)
=

—RME HEMZRE TEBMEERUELRIRESE —
o Bl FREREREERIZEZRE ST HF & (B0 % 8/
BERR )P R R BB KRG - (HE R B AEE - RIE
EYIHEAERBESOKRE/KZHEEREKSEK - MEKLEEN %
o AITRERE XS AEE KRB K ZZH > E5 ] EREZA
BE &R

ERMES  ZBHANTRESE  B$EAFHZ -NSERGEZUEE
B BEEESYVEERERERZEZ RE ST H & 28 (B 40 % H 5K
NEERE )P - E—EBEHAIT > AWK EFEE 08 B E 2k
BEEEYMAEREZERE REZHEREKREYHEENREEEHT
PRI ERGIN > AKREEERRABEZRE - BEH -
AERHZ -HNELBEHEVEI S FERNB RESYHRIFREZERE R
MBILNUTEAUREH#ERREEEHETS T 205 mg 2410
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mg * £/015 mg - £/P25 mg -~ /P35 mg~ /P45 mg -~ £/050 mg -
2075 mg 2100 mg e AFHZ R HEVI B SR NBEES
MEEE VAR PHEFER2CHEISCZE  HARH A BISEE
BB RESYETEBRIBAN - SRA -~ T2NER - 48/8FR - 24
INEEPY - 12/NBEN ~ 6/NBEPY ~ SANBEIN - BUNBE S I/NBE N R ER - 1F
EREEGT  AFHZ —NSEHEGBSAERI N BEZE S AU
BREVARERETRERN ZERREZRATUEHSS T - BEH
e 2 RBE N GUUATEHERERAESEEHESRF ' &
/00.25 mg/ml + £/00.5 mg/ml ~ £/0'1 mg/ml ~ £/02.5 mg/ml ~ £/V'5
mg/ml ~ & /08 mg/ml - E /10 mg/ml ~ F /15 mgkg + & /)25
mg/ml + £/050 mg/ml ~ £/D75 mg/mlzK £ /100 mg/ml - KT T FE
EEVEERPHFEN2CHIC A -

R ASHNIBERNBT WA BRECBREBEAESY
oo B EM BB B R EEREH0.1 mg/mLE250 mg/mL
MBEZEESAR - IENBRTTHFEEXRAE/NE - ZHEIFHE
FAERHBPZRBBREGHBAER - BERT KBpH 5.0E7.0(F% EpH
6.0)Z L-4B Bz 85 (1 mMZES0 mM > £ {ES5 mMZ 10 mM) - H B EF G &
REFBEARRP)IROEES - BB - BB SHRET - TEAK
{E#A LA EE 0 mMZE 300 mM (B R IRBEIE - HEISO mMEE 2B R
BN - FERNTEETERO0-10%AF M (ERE0.5-1.0%) 7 (KB (R
Bl - Rt EEEERRERCESEBEIAME  FLHUTEEFES
1-10%H B (RERH2-4%) 2 EEH - BEEI TR KRB R FiZH R
ZEF > EER] mMZES0 mM L-HEEE(RES mMZE10 mM) - &
MEEEENOEE R - BB ETER0-0.05%F LFLEE-
80(Ex £0.005-0.01%)RM A - HMtREEUERGEERRL)E LR
BEAE20 R BRUREVEMA - HERAREKBREZTTEIRBERZE
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SRS HRBEHBES Y BHRESYTE— S a2 T R 5
B IR N R AR E BB (B - BB Y B S B - &
BT 2 ¢ 5 B PR BTG - 40 Hylenex® (& 41 A B3 R 6 8S) - £
S B 5 R 0B R B B O R TR PR LR TR B A
EYFIFE - HIREHBAE R B EEEIAR ] ml) &R F
w0 B SR IEY & & REE o (2 5 W02004078140 -
US2006104968 » E {4 3] F H AKX H) -

ERHELMAZSEHR - ZEH R EGI0)RE - L
BEBBIE - 40K (FI40 TR R T ) - 4 BUR S
BOTR - SEA - AU BE  REBERS - BERRIEREEL
B R  BE TR - SR A Y B T S R T E SR R 0 B
SR A DL A P B T B BB e - Bl
H SRR IR I (I - BRI - BT - BRIE R - LA - R
Wi b 0B (5 6 £l R P 80 TE TR R - R — B R E B
0B 5 28 L P SR T B <

B LRESYNERE A ENERBERETRE - T8
SRS R - ML - SRR - B S A Y T B
BE A5 FESE I - SR RS A AT RS E T S RN R (b
(BN B B EE S ) L R A B XA B E Y — B
MEERE)ZETEND  MEBRRE - 8% SERGERY
EMLEMMASEERS RN TR RS HE LRI BE Y FRA
fi R 59 2 9 460 b SR B o I PR B S R BN S
BB S BERE AR RGN R
B 153 10 £ T At 50 S8 9 (O 15 L B A BB 08 2 0 2 I B - T B
b ({51400 ) P OB RS S ok ~ B 1 43 O I o 4 5 B M 7
REMEREEESE RGN B RBY - TEETAS Y
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BEEEBRWZAB BN BEEEREERPEBR)ETIHESW IR
W & -
ABPEZHERNES S NADCH EHERNCHZS@EH AR
" BEHRNRZSEEHFEANS  RERERR/MEXGE TEH -
RRAENSEE  OATHERNEERE  RERER/EER
iR EERMEL - EELEERAIS » FHEAEYTHAKE EZ
ILEYREBR ZEBIRUYE » FlOEHBERELY  SEEAR -
REMERRMBERERSG  AIEREYIRBEZEVMESESY
Bl 2%/ 2B 2 %% B - BHEET - BZ2EE - BRE  BREGEREA
B - ZBHUEZEARYZ T ACESBENESEE HE LERM
HZEH - Fl4 > 2 R Sustained and Controlled Release Drug Delivery
Systems, J.R. Robinson#&F #& > Marcel Dekker/y 5] » New York, 1978 -
EEEFERA T FEHZHBHMB T 2 HADCEH KO K
B flapEEwRR T E e AERKHE - TR EEEM(K
Hi ki EFB)HENERNRBEBRBES > BHERELENSHE
BUARBRED  HWRKLOBERHE > (2 TEHBEER —EHA
I AT W sE B~ CIRESE - MESER - BBEE - Bl - BRR - - F
® REIREOHREZEARER - HEHRIELBINZ R E AL
It&Y  PIERERMILEEMREZMREE LEYREZILEY
BARZ Mk S B o
EEMERAIT  AEHZHBHNBHR T HADCIESEE
RESHNZYE  EEZEREEVZIVETTRTAZTHZZNBR
MEHTRANRND  EEAZHLZNERNBET S ENERZ B
FEM KRR E(EPRYE) (2 RPCTABEEW02006/042146A25%
B = B N B % 5 2004/0028687A1 3% - 55 2009/0285757A1 88 K &
2011/0217363A15% » AR =B EFIE 7,695,719 (X & BHh2XHE Y
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METE BW LI E TR ALRF) -

NE A EELEMAAEEY T  EXEEHEH P - K&
BHZ B EH O HADCARE —HZ B HRIEREGFRESFE
ZREZ HMaER — P /R AHRE - BENS > ARHEZHR
hEGFRIT B I BB B /7 SCADCH B — R S EE S A M i
Bl EEHBENEZXNEEHBRE S F2hi8) —EHER/EHER
B o b4 AP —HNESEHBTENERESE L HEEBHES
ER - ZEHEEREETANMAAREEE Z Pk BaRE - Hithe
CREEE-BFAHBZ TTRENEEHHRE -

EREEERA P - K HEGFREHER B Z HilB SUADCE B 2 3
NERZ ¥ ZHERER - ZFEBEEEFRRY) FElBE - BZ
“EETEEE o ZFHEBIMIMN (F10)35 B § 5EE 5 09/428,0825%
REABIPCTHHEEWO 99/2504458 1 » Kk R E— B HILLT|
7 APEARI HF -

AP ERMERRE S HBRED > AR AFHFTEZH
MEEEARAEEMSR B ERAERASHIEA B ~ER
plz@BEBNBEATERAEEERNERFHZEFER AR - HEE
MM AR BHSRBUTESEHEMEREALH  BEZE
BEOEARRHAYENMEREREFTREIME -
¢
HH1: HWRB-EGFRIIE Z 5
vl

FiAg1 (Ab1) A AN LE1-EGFRELAEE - AblZ E#E T B & (VH)K A
B 75U {E B SEQ ID NO: 12t A T3+ - AblZVH CDRREEEE 75
ETXITE4 B4 T : GYSISSDFAWN (VH CDR1 ; SEQ ID NO:
2) ; YISYSGNTRYQPSLKS (VH CDR2 : SEQ ID NO: 3) ; K
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AGRGFPY (VH CDR3 ; SEQ ID NO: 4) -
Abl VHFEF

QVQLQESGPGLVKPSQTLSLTCTVSGYSISSDFAWNWIRQPPGK
GLEWMGYISYSGNTRYQPSLKSRITISRDTSKNQFFLKLNSVTAADTA

TYYCVTAGRGFPYWGQGTLVTVSS (SEQ ID NO: 1)

AblZ BB vl BB (VL) 2 B 7 51 {E K SEQ ID NO SEHLH T XX
e AblZ VL COREEE B FIIE T XM T E K B OT -
HSSQDINSNIG (VL CDR1 ; SEQ ID NO: 6) ; HGTNLDD (VL CDR2 ;

SEQ ID NO: 7) ; B VQYAQFPWT (VL CDR3 ; SEQ ID NO: 8)
Abl VLFEF
DIQMTQSPSSMSVSVGDRVTITCHSSQDINSNIGWLQQKPGKSF

KGLIYHGTNLDDGVPSRFSGSGSGTDYTLTISSLQPEDFATYYCVQY

AQFPWTFGGGTKLEIK (SEQ ID NO: 95)
BREGEIUENRESHEERNAVNREZHE ZHi-EGFRITAE -
AbI B R E A ZFHRREN T F -
AbI ZEEVLRVAX EZ H
APIBEHNBGEDRGE=-"(E2FAVIZERNERNRETEE
® Z B (scFv)SUE R Bl  — B scFvIXE & H Ab1 2 #8 ] 8 5§ (5 -
scCEVE HALI BRI BEFENADI T BKHE) MP _scFVXESH
Ab1 RS T] BEEHE (B > scFvE HALI SR T B KE K AbIT] B EH#) -
AbI B VHR VLB N EE RFE =scFv B BEHHET L HE
BUBRFEESCHNESNAPIZVER VL AbIER ZHE - AbIERE
VHER VL EZ st ERPREI6F -
RELAERAL VHES  BELRERERREETELRSE
FAbl 2 VHEEVH4-4 (SEQ ID NO: 93) Kk VH4-bTE L 5| 2 EL ¥ 2 22 &
(S RE6A> HPEBREBBEREES "X,) TENABERK
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AbIFHI AR PIOIDR B (EBE AT EER "2, ) - A LI FEEF
ERAKHE  FREEmRERE(E16ATZ "X, BE) 100 ET
REAEH T VH AVIZE  SHEALAEFIENEIEERE - N1H

16ATH AT Al - LEFEZRER A (QLE)JR &8 8 (b BARS 1k 1B B N-2K Ui 28 24 B Bk
B o

Niiv R

REESREAL VLEE  #EZINEREBEEEETZVHSE
FRAb1Z VLG B IGKV1-12 (LS R FI b 2 228 (& R E 16B
FER "X, ZHE) (IGKVI1-12 @i RSEQ ID NO: 94) - fir E33
RS2ZBEGEBEIBRIHER "1, K "2, XHXABRFEREE
M UEBZBEZRNL VIHNF BUES2ZBESZRNS
A~TEP-

FRAMMANRULTZEE T AEEERN E X ZERXE  Benatuil
% A (2010) Protein Eng, Design, and Selection, 23 (4): 155-159 o
scFv Ab1 2 g S JE Z B 15

BN XERRSAAVIER VA VLE R 2 E@# &/ K
(scFv) » H E A scFvés & 88 % &£ & (wt) A SHEGFR1-525 & ZE S 8
EGFR(CA)Z B /70 LAERi % - EGFR (CA)ARFE L B 295 K 30732 A F Bl
B % & N R Bk 28 8 Z EGFR & £2 (2 | GarrettE A (2009) PNAS US4
106(13): 5082-5087) - EFEES ALY x 10°E 4L % 2 3 E -

B Abl4E S ZEGFR (CA){EE'E £ 455 wtEGFR » & #) K &
&% A EGFR (CA)E I R AHEE N AL R ZHEGFR(CA)ZE S
PRI (Kon ~ Ko BT IRZR) Z Ab | S AE B 0 Fr 08 8 - 281 12 &5
Eh 2 F FFEGFR(1-525) A Al E A HE N AbIZL B Z $HEGFR(1-525)Z
GEE R (Ko ~ ko BUIFRZR 2R ) Z Ab1EERG -

NEEEAEAMETARER  SEREER 2 EMACS (HH
4 B oy B B 1)) R BEE IR FACS 2 73 7 (BB IS MACS K FACS £ B, (] 40)
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ChaoZ A (2006) Nature Protocols 1:755-765 ; FeldhausZ A (2003)

Nature Biotech 21:163-170 ; F VanAntwerp (2000) Biotechnol. Prog.

16:31-37) - BEHEVHBMERBMEREEZHE  ZHEREL =6

£ 7 % = 40 B 5 4 # 2 & 3 (Feldhaus & Siegel + Flow Cytometry

ProtocolsZE 2R 28172 » Hawley Jx Hawley 4R 88 » 55263%) o £ F E#7
| RkoEIE T E KR A B AL B &S ZscFv -

W FEMENEZEEHENAKE &S ZAbIEEVH
BVLES: - (5 AbI 2B VHR VLY EE 4 E SHEHIE - BHRE 6
Ab1 S B VH/VL Y B E 1 ST 653 57 1% - S ADISEBE VLSO FE - Abl g ps
VHY BER & HAbI BB VAR VLY E FESRENSEEAE N
AblZ #fEGFR (EGFR(1-525) % EGFR (CA)Z &S H M2 Abl g
VHE; VL& 38 2 scFv
Ee-T8 54 Vi

BIEISEEZN AR AN R ESBH(BES RS S EEGFR(-
525))Z Ab1 2 B8 scFv A M EI{L B 1sGE BB (1 E M S 1gG1H8) - 157
AbI B BRI N AP BEEHRBA GBEHEAE TAVA,) (25

VH SEQ ID NO: 9; VL SEQ ID NO: 5) - {8 B ({f A X T /& /E
® " AbB ) (£ K. VH SEQ ID NO: 64 ; VL SEQ ID NO: 65) « Hi#C (&

AT hFEE TAbC, ) (2R VH SEQ ID NO: 66 ; VL SEQ ID NO: 67)
KpiEED (EARX S HE(E " AbD, ) (2R VH SEQ ID NO: 68 ; VL SEQ
ID NO: 69) - iB4E (fEAXFFE/E TAbE, ) (2 EVH SEQ ID NO:
50 ; VL SEQ ID NO: 51) - {iB&F (A X D#E/E " AbF, ) (2B VH
SEQ ID NO: 52 ; VL SEQ ID NO: 53) - {iB8G (E X X P g
" AbG ) (£ E VH SEQ ID NO: 72 ; VL SEQ ID NO: 73) » Hi&H (&
AXFHE TABH, ) (£ 5 VH SEQ ID NO: 54 ; VL SEQ ID NO:
55) ~ HiB8) (EASCHFEME TAbI, ) (2B VH SEQ ID NO: 56 ; VL
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SEQ ID NO: 57) - HilK (TEAX DI TAbK , ) - HiBL (EA X P
fE{F " AbL |, ) (2R VH SEQ ID NO: 58 ; VL SEQ ID NO: 59) ~ }iEM
(EAXHIEE TAbBM | ) (2" VH SEQ ID NO: 76 ; VL SEQ ID NO:
77) ~ iEEN (EAX T EE TAbN ;) (2R VH SEQ ID NO: 60; VL
SEQ ID NO: 61) - Hi#80 (EAX HBE T AbO, ) (£ EVH SEQ ID
NO: 62 ; VL SEQ ID NO: 63)BHi B8P (FEAXHHEIE TAbP, ) (25
VH SEQ ID NO: 78 ; VL SEQ ID NO: 79) - ¥ 5 VHR VLI BEiE{E >
i 24y Bl B2 Abl VLI, VHIZ 5 A2 ¥ (2 B AbA - AbB ~ AbC ~ AbD -~
AbEF AbF) «

AbISE B B AR > VHIE B > W5 6 5 H2 B6 A T3P - CORMIT
48 o ELAE BT AD L B 2 41 LU A8 h 3R BT -

AbA VH

EVQLQESGPGLVKPSQTLSLTCTVSGYSISRDFAWNWIRQPPGK

GLEWMGYISYNGNTRYQPSLKSRITISRDTSKNQFFLKLNSVTAADT

ATYYCVTASRGFPYWGQGTLVTVSS (SEQ ID NO: 9)
AbB VH
EVQLQESGPGLVKPSQTLSLTCTVSGYSISNDFAWNWIRQPPGK

GLEWMGYISYKGNTRYQPSLKSRITISRDTSKNQFFLKLNSVTAADT

ATYYCVTASRGFPWWGQGTLVTVSS (SEQ ID NO: 64)

AbC VH

EVQLQESGPGLVKPSQTLSLTCTVSGYSISSDFAWNWIRQPPGK
GLEWMGYISYSGNTRYQPSLKSRITISRDTSKNQFFLKLNSVTAADTA

TYYCVTAGRGFPYWGQGTLVTVSS (SEQ ID NO: 66)

AbD VH
EVQLQESGPGLVKPSQTLSLTCTVSGYSISSDFAWNWIRQPPGK

GLEWMGYISYSGNTRYQPSLKSRITISRDTSKNQFFLKLNSVTAADTA
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TYYCVTAGRGFPYWGQGTLVTVSS (SEQ ID NO: 68)

AbE VH
EVQLQESGPGLVKPSQTLSLTCTVSGYSISSDFAWNWIRQPPGK

GLEWMGYISYSGNTRYQPSLKSRITISRDTSKNQFFLKLNSVTAADTA

TYYCVTAGRGFPYWGQGTLVTVSS (SEQ ID NO: 50)

AbF VH
EVQLQESGPGLVKPSQTLSLTCTVSGYSISRDFAWNWIRQPPGK

GLEWMGYISYSGNTRYQPSLKSRITISRDTSKNQFFLKLNSVTAADTA

TYYCVTASRGFPYWGQGTLVTVSS (SEQ ID NO: 52)
AbG VH
EVQLQESGPGLVKPSQTLSLTCTVSGYSISNDFAWNWIRQLPGK

GLEWMGYISYKGNTRYQPSLKSRITISRDTSKNQFFLKLNSVTAADT

ATYYCVTASRGLPYWGQGTLVTVSS (SEQ ID NO: 72)
AbH VH
EVQLQESGPGLVKPSQTLSLTCTVSGYSIGKDFAWNWIRQPPGK

GLEWMGYISYNGNTRYQPSLKSRITISRDTSKNQFFLKLNSVTAADT

ATYYCVTASRGLPYWGQGTLVTVSS (SEQ ID NO: 54)
AbJ VH

EVQLQESGPGLVKPSQTLSLTCTVSGYSIGKDFAWNWIRQPPGK

GLEWMGYISYSGNTRYQPSLKSRITISRDTSKNQFFLKLNSVTAADTA

TYYCVTASRGLPYWGQGTLVTVSS (SEQ ID NO: 56)
AbK VH
EVQLQESGPGLVKPSQTLSLTCTVSGYSISRDFAWNWIRQPPGK

GLEWMGYISYNGNTRYQPSLKSRITISRDTSKNQFFLKLNSVTAADT

ATYYCVTASRGFPWWGQGTLVTVSS (SEQ ID NO: 74)

AbL VH
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EVQLQESGPGLVKPSQTLSLTCTVSGYSIGKDFAWNWIRQPPGK

GLEWMGYISYNGNTRYQPSLKSRITISRDTSKNQFFLKLNSVTAADT

ATYYCVTASRGLPYWGQGTLVTVSS (SEQ ID NO: 58)

AbM VH
EVQLQESGPGLVKPSQTLSLTCTVSGYSIGRDFAWNWIRQPPGK

GLEWMGYISYNGNTRYQPSLKSRITISRDTSKNQFFLKLNSVTAADT
ATYYCVTASRGFPYWGQGTLVTVSS (SEQ ID NO: 76)
AbN VH
EVQLQESGPGLVKPSQTLSLTCTVSGYSIGRDFAWNWIRQPPGK

GLEWMGYISYSGNTRYQPSLKSRITISRDTSKNQFFLKLNSVTAADTA

TYYCVTASRGFPYWGQGTLVTVSS (SEQ ID NO: 60)
AbO VH
EVQLQESGPGLVKPSQTLSLTCTVSGYSIGKDFAWNWIRQPPGK

GLEWMGYISYNGNTRYOPSLKSRITISRDTSKNQFFLKLNSVTAADT

ATYYCVTASRGFPYWGQGTLVTVSS (SEQ ID NO: 62)
AbQ VH
EVQLQESGPGLVKPSQTLSLTCTVSGYSISHDFAWNWIRQPPGK

GLEWMGYISYNGNTRYQPSLKSRITISRDTSKNQFFLKLNSVTAADT

ATYYCVTASWGLPWWGQGTLVTVSS (SEQ ID NO: 70)

AbP VH
EVQLQESGPGLVKPSQTLSLTCTVSGYSISHDFAWNWIRQPPGK

GLEWMGYISYSGNTRYQPSLKSRITISRDTSKNQFFLKLNSVTAADTA

TYYCVTASWGLPWWGQGTLVTVSS (SEQ ID NO: 78)
AVIEBIBZVLER Z MERFIIRER T - CORJITEH
& HEHRAVIZRERS/LUHBINRER -
AbA VL
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DIQMTQSPSSMSVSVGDRVTITCHSSQDINSNIGWLQQKPGKSF
KGLIYHGTNLDDGVPSRFSGSGSGTDYTLTISSLQPEDFATYYCVQY

AQFPWTFGGGTKLEIK (SEQ ID NO: 5)
AbB VL
DIQMTQSPSSMSVSVGDRVTITCHSSQDINSNIGWLQQKPGKSF

KGLIYHGTNLDDGVPSRFSGSGSGTDYTLTISSLQPEDFATYYCVQY
AQFPWTFGGGTKLEIK (SEQ ID NO: 65)
AbC VL
DIQMTQSPSSMSVSVGDRVTITCHSSQDINSNIGWLQQKPGKSF

KGLIYHGTNLDDGVPSRFSGSGSGTDYTLTISSLQPEDFATYYCVQYE

QFPWTFGGGTKLEIK (SEQ ID NO: 67)
AbD VL
DIQMTQSPSSMSVSVGDRVTITCHSSQODINSNLGWLQQKPGKSF

KGLIYHGANLHDGVPSRFSGSGSGTDYTLTISSLQPEDFATYYCVQY

AEFPWTFGGGTKLEIK (SEQ ID NO: 69)
AbE VL

DIQMTQSPSSMSVSVGDRVTITCHSSQDINSNLGWLQQKPGKSF

KGLIYHGSNLDHGVPSRFSGSGSGTDYTLTISSLQPEDFATYYCVQY
DOFPWTFGGGTKLEIK (SEQ ID NO: 51)
AbF VL

DIQMTQSPSSMSVSVGDRVTITCHSSQDINSNIGWLQQKPGKSF

KGLIYHGTNLDDGVPSRFSGSGSGTDYTLTISSLQPEDFATYYCVQY
AQFPWTFGGGTKLEIK (SEQ ID NO: 53)
AbG VL

DIQMTQSPSSMSVSVGDRVTITCHSSODITYNIGWLQQKPGKSF

KGLIYHGANLDDGVPSRFSGSGSGTDYTLTISSLQPEDFATYYCVQY
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DEFPWTFGGGTKLEIK (SEQ ID NO: 73)
AbH VL
DIQMTQSPSSMSVSVGDRVTITCHSSQODITYNIGWLQQKPGKSF

KGLIYHGANLDDGVPSRFSGSGSGTDYTLTISSLQPEDFATYYCVQY

DEFPWTFGGGTKLEIK (SEQ ID NO: 55)
AbJ VL
DIQMTQSPSSMSVSVGDRVTITCHSSODITYNIGWLQQKPGKSF

KGLIYHGANLDDGVPSRFSGSGSGTDYTLTISSLQPEDFATYYCVQY

DEFPWTFGGGTKLEIK (SEQ ID NO: 57)
AbK VL
DIQMTQSPSSMSVSVGDRVTITCHSSQDITYNVGWLQQKPGKSF

KGLIYHGSNLDHGVPSRFSGSGSGTDYTLTISSLQPEDFATYYCVQY

DDFPWTFGGGTKLEIK (SEQ ID NO: 75)
AbL VL
DIQMTQSPSSMSVSVGDRVTITCHSSQDITYNVGWLQQKPGKSF

KGLIYHGSNLDHGVPSRFSGSGSGTDYTLTISSLQPEDFATYYCVQY

DDFPWTFGGGTKLEIK (SEQ ID NO: 59)
AbM VL
DIQMTQSPSSMSVSVGDRVTITCHSSQDITYNVGWLQQKPGKSF

KGLIYHGSNLDHGVPSRFSGSGSGTDYTLTISSLQPEDFATYYCVQY

DDFPWTFGGGTKLEIK (SEQ ID NO: 77)
AbN VL
DIQMTQSPSSMSVSVGDRVTITCHSSQDITYNVGWLQQKPGKSF

KGLIYHGSNLDHGVPSRFSGSGSGTDYTLTISSLQPEDFATYYCVQY

DDFPWTFGGGTKLEIK (SEQ ID NO: 61)
AbO VL
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DIQMTQSPSSMSVSVGDRVTITCHSSODITYNVGWLQQKPGKSF

KGLIYHGSNLDHGVPSRFSGSGSGTDYTLTISSLQPEDFATYYCVQY

DDFPWTFGGGTKLEIK (SEQ ID NO: 63)
AbQ VL
DIQMTQSPSSMSVSVGDRVTITCHSSQDINMNVGWLQQKPGKS

FKGLIYHGAILDDGVPSRFSGSGSGTDYTLTISSLQPEDFATYYCVQY
AEFPWTFGGGTKLEIK (SEQ ID NO: 71)
AbP VL
DIQMTQSPSSMSVSVGDRVTITCHSSODINMNVGWLQQKPGKS

FKGLIYHGAILDDGVPSRFSGSGSGTDYTLTISSLQPEDFATYYCVQY

AEFPWTFGGGTKLEIK (SEQ ID NO: 79)

RISTEADI B VHKR /B VLEB R ZEF G EEE REEHE
T RFA RGBS RB TN EHEF 8,187,836 K EHE
558,455,219 2 BB R 774 » ZMEEFGIUSIAFRFARX
) - RBEEF AN BRARBEIFELZTHEKR2BHABE T (2R
Durocher® A (2002) Nucleic Acid Res. 30(2;e9)) - FI N £S5 —Abl &
RZEH#ZAIERFIZBEERF 5 {4 MEFGLSWLFLVAILKGVQC

s 5 5| { MRVPAQLLGLLLLWFPGSRC (SEQ ID NO: 89) - 7% 2
EHBABMENEACAbIIEERBANBRTY RIhETE -
FiABAbA

Frs Bl AbI B IS 2 — & R AbA - ADARF HLAb] (SEQ ID
NO: S)fHEIZ & &K # 75| - G#EMHE CDRI1 - CDR2 K CDR3 7 % fi%
5 (53 Bl R AL 72 SEQ ID NO: 6 ~ TR 8H) -

AbAZ VHIZ £ Fr 7 2 4 X T XL Z SEQ ID NO: 9t -« AbAZ VH
CDREZEB 541 F : GYSISRDFAWN (CDR1 ; SEQ ID NO: 10) ;
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YISYNGNTRYQPSLKS (CDR2 : SEQ ID NO: 11) ; F ASRGFPY

(CDR3 ; SEQ ID NO: 12) > HIETFX 0T #4R - ADAZ EH 0] B (&

HALIAEZRELE T XM EEUR -

AbA VHEZ R 75
EVQLQESGPGLVKPSQTLSLTCTVSGYSISRDFAWNWIRQPPGK

GLEWMGYISYNGNTRYQPSLKSRITISRDTSKNQFFLKLNSVTAADT

ATYYCVTASRGFPYWGQGTLVTVSS (SEQ ID NO: 9)

B 125t Abl &R AbAZ VH R VLIE 15 (18 1) K 52 88 25 # J % 2 (1]
)2 BEEMBFII Z L% o Abl K AbA > % 5% i £ B /7 51 /8 [5] (SEQ ID
NO: 13) - 72810 - A1 R APAZ E# A FIIEMEFFIZEEF6
B EBRER > HP={EECDRP - Abl VHEZEE: 755 AbA VHEE
ERFIIZRZEZEFEEB1ITIRE EES —VH CDRFEHIR - AbAZ
MEEEZCDRIGHIBEEGEEAL)EFE M 2 MEREL - T
%E%ZCDM%%@@%AMqJZé/%HﬁPE’ﬁEAbAEPZ%@EﬁHﬁZWi%
BRE b - 18 > TR EHE ZCDRIGEBIHBEFEALID Z H 2 AbAH
LRI IEEREI ADARNZWMERERSBILETEHRTEE P
(D354ER L356M) - AbAF ZFeB A EER KRBz, aBE Zz, JFa
RAZ NBIgGERE/L - RT HEMEBLS > F—HEBREVHRERE ®
(QZ RHBEEE) - FlAOWE PRI -

Abl B ARG DI fe /7 S AL 731 2 FL 8

T IR ADIZE RS 1 A8 AbA ~ AbG ~ AbK - ADM K AbP” & f# it #K
#CDRIZ A BE FF I BAAbIMHEE Z EL ¥ - R2{2 L AbL ~ ADA - AbG -

AbK ~ AbDMK AbPZ Jji-EGFRITBEECDREF I ZEEE - RIK3IF Z
ZHEEMS > BELEADIEE -
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R2:KERIZAbIER Y CDREF FF

CDR SEQIDNO: |Abl&E#E > CDRILFFF
(&35

VHCDRI | SEQIDNO:35 |GY SI(S/G/H)S/RN)DFAWN

VH CDR2 SEQIDNO:36 |YISY(S/NK)YGNTRYQPSLKS

VHCDR3 | SEQIDNO:37 |A S(R/W)G(E/L)P(Y/W)

VLCDR1 | SEQIDNO:38 |HSS QD IN/T)(Y/M/SNIV)G

. VL CDR2 SEQ ID NO:39 | H G(T/A/S)(N/I)L D(D/H)

VLCDR3 | SEQIDNO:40 |V Q Y(A/D)Q/E/D)FPW T

ECDRIZEAIBEH TRAGRERENBE HRBEGEER2P LUEB/I
TEIGRER)
Abl ¥t $1 58 AbB »~ AbC - AbD - AbE * AbF + AbH -~ AbJ -~ AbL -
AbN - AbOK AbQZ VHR VL CDRFF|Z LB MR R3H - BR T R3
o H ATl Z COREEAL LSS » ADGEVHZEEF 2EBAN R EREBRBE S
1t -
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AbI BB REMMBN T XEF2E8P -
BH2: H-EGFREBZESIM
Biacore 77 §7

E i Biacoresy HTLAEEBXAbL ~ Ab2 (R FHEEZE B iR 2 6(F
CORBEBEFI ZHB) R EO P& PL-EGFRIAEHIBRE A Z
B4 EGFRZEMM > HBM S Z3EE XN 4 H4£MEGFRAEINE
1% (ECD) (EGFR 1-645) (SEQ ID NO: 34) - EGFRVIII (EGFR (1-29)-G-
(298-645) (SEQ ID NO: 46)) k& & 45 B 4 B EGFR 1-525 (EGFR1 (1-525)
(SEQ ID NO: 47)) - Ab2EIE A4 FI{ESEQ ID NO: 48K 49h#2 fit >~
A2 B R RERERFY - HGBREBEETAHE -

BEALI RAP2 —F B (A P1-EGFRAE r EEEEFAEMHE L4
EEBYRA - Ab245 4 F EGFRZ L245 #15 (Gan A (2012) Cancer
Res 72(12)1-7 ; Li% A (2005) Cancer Cell 7:301) » jAbl%E & ZEGFR
2 CRI1 &5 # 38 (&5 1 1 1) 2 B A B 78 5 287-302 (GanZE A (2012)
72(12)1-7 ; JohnsZ A (2004) J BiolChem 279:30375-30384) - EGFR~
sERE IR I 5% B N EGFR 2 IE B 1 £ o (Li% A (2005) Cancer Cell
7:301) - B 1742 L EGFRZ B iS5 B I AH & 2 B H 5 'R Ab2 R AbL Z 5%
fir — MG AL AT BE - BEAD2AR[E » AbIAE & (A A MmITE &) EEGFR
ECD (SEQ ID NO: 34) - REAbI T &5 2 /ELEF £ I EGFR - HETE
AN HEGFRVIIIEFHERARES ZEERAME - Hit - #ER P
FEAARERHE  EEAXFHMMSBEAVIGEEEZERAERUAERE
FEEGHROMERE 2% ZPl-EGFRiLE -

Biacore4y # % F A 2 A CMS BRI & / 2 Biacore TI002RE i » H
KHERAREEREBSEHRBHIERSHZ (GE healthcare) lHEEE
FZERZR ANEFhiBHENANE - S < » HEDC/NHSTEL
CMS &R RE - HFWFEH ABEFcH B M % kil A8 (Thermo Fisher
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Scientific/y 5], Rockford, IL){E 10 mM Z % $% (pH 4.5) & 7% 8 & 25
pe/mLIFH BZIELRE LU EREE - AZERHBEYERSEE
HEZRKFESES - Biacore TIOOAE R FRHEH EH LR Z 4 W EH
# HARKBH  RBREELEVSTFHIEER  BEBHEERE
ZHEIZMEEER - LRG0 pL/o@EEHNIDEH ZBRER1ISS
# o FrAIZAEGFR ECDEEHEmyc K HE B FEHM S ZEGFRY fF & i
1-645 (EGFR (1-645)-LESRGPF-Myc-NMHTG-6His ( " LESRGPF |
(SEQ ID NO: 90) ; M6His; (SEQ ID NO: 91)) - EGFRvIII& & jR £
myc K 4 B B f& % Bt & (EGFR (1-29)-G-(298-645)-LESRGPF-Myc-
NMHTG-6His) » #1[EECD EGFR 1-525— & (EGFR1 (1-525)-SRGPF-
Myc-NMHTG-6His ( " SRGPF ; (SEQ ID NO: 92)) - Biacore4} #f o
F B 1T 4 & % 4 HBS-EP+ : 10 mM Hepes > pH7.5 > 150 mM NaCl - 3
mM EDTA - 0.05% Tween 20 o

BiacoreE & M Z & RERNE3F - AT A5 AbL & 88 i 58
1 AbK¥ B S EGFR (1-525)2 & &AM RS » Kok1.7 x 10° M
MHE AL Z KptE N8 B 130065 - WE3F ATt - AVEEE RE & E
EGFR (1-525)Z SRR E A » BKpBS5.9 x 107 M » BAMHAEY

® RAbLZ KplE HE N 49415 - AbABRE B M EGFR (1-525)27 KpZ 101

K E(R2.2 x 107 MZKp (AbA)$2.3 x 10°* MZKp (Abl)) - &S
EGFR 1-525 » AbB » AbC ~ AbD - AbF - AbG + AbH + AbJ + AbL -
AbM + AbN - AbOF AbP¥fAb1 Z Kpbk RRAT it R B3 -

IRAIA A1 B TS - Abl R A2H EGFRVIIIZ &S &AM - 40
B3 AR - FTAALIE R EE RS R Abl Z HEGFRVIIIZ & &
o BT © AbALLI2.3 x 10° MZ KpBlEGFRVIIIfE S » TAbl > &
B BKpHR9.4 x 10° M« L » AbAZ SEAIEGE B 8 3 BRI )
MR AL 44 -
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R RTEE R Ab I S 2 B A EGFR(1-525) 7 R B % 8 Ab1
R — EHERME 2 WEGFRVIIIZ A il - BEHS » B&E
AbOF 7r #t EGFRVIIL Y 35 7104 A0 $ 7 Abl 7 &% A 3% 0 4% B (634%) »
AbK # 7 ¥t & 5 EGFR(1-525) 7 #5 #0114 48 $ #* Ab1 2 £ K 3 fi0 £ B (34
OB 13006%) » WWE3FFru - R —EHID > FADIE B>
6 > AbGER/REEEGFRVIIZ & 2 55 — RIEMBE OGS INEE476%) -
{8 % 8 55 EGFR(1-525) 7 38 R 14 48 ¥ 1A Ab1 2 5 fil B 4 55 /X (3% 11263
f&) » WE 3 Atk -

1F Biacore Bz T I E Z fEAb1 & 2 ¥ EGFR 1-525 K EGFRvIII =
22BN A2 Ab2¥ # 5 EGFR(1-525) 7 Kp & (Fl41) 4.0 x 107
M

Biacore 7 f7# = » AbI R AbIE @B E LA LGS E2EGFRZ 2 &
ECD (EGFRBFEEE1-645) - fHZ » Ab2é§é§EGFRZECD o At » &
ETZIALIE BT £ RMEGFR ECDZ &S A FEX T A RET -
MEH R ALIREEE E % > EEAALIZEIEEE G 2 BEGFR(-
525)Z sEE A D -

FACS (#5585 (L 4150 5 1) 77 7

B HEFACS Sy A7 DA 2 B2 Abl B Ab2 AR EL > AbA B2 i 8 4 il (A431
WA Z A/ 8 - (FRAFACSHMAE R A RERMAREE  Ede
EEMBZ B EGUEHERRARTRES A ES 2B LR
BE > A PHEZEKERRE FEMS  FHEEEHBZER
BTV E ARG b E & i E 2 E R EEE -

Eé@m%ﬁﬁ%%E%éfﬂﬂ@ﬁﬁ%ﬁ%ﬁ@iﬂ&Eﬂ%#ﬁ%%A%léﬁiH@ ° %P
Wi A43 14 AR TEPBS/1% FBS (A4 1/%F) (FACSE &) P L HE —RK
PR1%LL2.5 x 10°4f/mLTE B M FACSGE &R & - LL100 pL4HA/FLIR
MIZEEEICHI - A0 pL 10xBEZ B (REEEERNEA4
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F) - K FLAFACSE &R LB R HBRIFNS0 pLM BN FACSE &
P Z Z &k B AG (AlexaFluor 488)th - iGiRFE4TC THH 1/NEF I H
FACSEEIREMHRMRK - K4 HEZIF 100 uL PBS/1%EHEE & £
Becton Dickinson LSRIIJT = 4R & £ 3 #fr - (£ FH WinList)it =( 4l B ifa
TR ERTHER

Abl ~ AD2 R ADABLA43IEEHMGE & ZFACSOMZEREHR
B4 > HEREAR -EBFINEZIEMEEHEHRE - WE4T
Frit - AbABRA43ER AN E ZEGFRZ 45 & | N Abl » {HAbAZ &
ERAMEHEARHEIERE  -BE4F 2 ERRERE—RBEENEZE

.- HES -

WE3 AT - ADARBE I ZHEGFRZEESH MM - B &
REERAVIE I HAEHS KEEGFRZAMAIERBMARIZES -
MHAE » HERBEABIMAR LGS - ADAR BT REEEGFRZ 41AE
ZEEREEDVEINERRER) -

H/H3: Hi-EGFREE ZRA 2

BRI EES IFFR&N-EGFRITBE ST A A A g

AblfH[E] Z T i » SCAb1EEEE 1 f& AbA ~ AbG ~ AbK - ABMKE AbPR
o BRERBLECZERUES -
EGT YT

ERBFESFACSOITRIEHEAbL - AR B BIB(AERY
IR Z JLCD2041 % (7] & & B i (Roche))) L » X R$1-EGFRETA Z
MZRAUFTRMYE - FHARITEGFRVIIIZ USTMGHH fg (A 4 14 £ B2 &2 41
AR 4l A %2 (EH A. Scott, Ludwig Institute for Cancer Researchf&7&))
(USTMGHI i 5] § ATTCLLATCC HTB-14™# 15 B0 - "R A
U-87MGHH A % » Sigma-Aldrich) - FE4980% 5 Wi b% (F FH AR R Bk 2 1
& B R U USTMGHIRE - 4B EPBS/1% FBS (B4 1m’E) (FACS
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EEB) P RBE— K > REBL2.5 x 10°48H8/mLFE T IRFACSE B R
o LA100 pLAAAR/FLIR I Z B E96FLIR - B 5 FFACS » FEH DL
100 nM & &R E AR II Z i B E E R (FITC) (B A RNA S B FHE)E
AbIE NG S » RAERFLEFACSEE R P ABKRM K » BFR100 uL
PBS/1%E[EE o » i /£ Becton Dickinson LSRIIR L 4HEE E S - F
488 nm T B H|E& ¥ -

BMEOMZERMMANREST HIETR » BRELZHZMFEHEET
%@E*T%EBAM%E%?E%%EZ%ﬂﬂﬁﬁ[‘%ﬂi& > FrBlsl Ab1 8 45 i se (Bl
AbA -~ AbG - AbK - AbM K AbP)Z I EL Ab1fH[E] 22 F il (EGFRZ &5 1%
M HREN "HERE O EGFRREZF) - &R IFE R
Ab1/AbA/AbG/AbK/ADM/ABPFE i KRB R Ab2FE AL » /5 R £ Ab2 8
Abl1Z RIEIEAD2EEADIE R I H AR ERIHF - HRIPIBITE
BMEOMPEREEAVRUZIRAGES LR HRIFIERAE
B FITCIEEC Z AblR F &5 & E4IME -

B 7T

BT RIMEGFRY R 2 MR KL FAL ' mEL
AbLAE JE SPECTRL & 43 #7 (Bl 40 » 2 R KhalilZ A International Journal
of Molecular Imaging » #2011% » 331D 796025 » B1-15H) - HR
HERBRESEES T 2P EEGFREREE » BEEFN HEZHRELE
SW4S4H B (45 B & 25 4 3 ATCC4R ¥ CCL-231™) K EBC- 14l fitf (EBC-
1 4f B % B Japanese Research Resources Bank (Id 4 5% RCB1965)
(Tokyo, Japan) Z AN SR MEEESR) -  EFBEBEAREIHZENR
d o BB EEELALAYE - &ECAVI K EL EEHRGE
EGFR4E&1gG)1% » TE EET184 ~ 12~ 24~ 48 ~ 72~ 120 168/NIFfEH
nanoSPECT/CTH# HU/N 8 Z SPECT/CTE % - i A BB & Hh&Ed
ERRIEHNKET  HEBIBZIRERREZEZE  DIEREHMRE
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ZEEREHREER - B20AR20B-EHEPREZERE TR - HALIK
IgGEFEMHEL > /NER FSW48 ([ 20A) & EBC-1 ([E20B)4H A+ Z AbALE
N E - HEBCIE A (E20B) (AR BFERMEGFREHEE Z#HAY)
T AbUEHU S IgG¥ BRIl - MADPARH S P AbIS R MHHR & -
B20h IR ZERER » ADARREE AR ERHEGFRZER - IMEH
ABIEREARCEEREEEERER(ATCCHICRL-1555) » EAIR
A SEGFREREE)EZZIHUNAVAZEURBER -
BHHl4: EEERZDH-EGFREBEEZERINTWT

SCC-15 RH292 fE B 4] % FEGFR (5 5 8 8 Z )Z 48 50 7747

*& B 78 7 5= B o3 A 5 A R IR % 4B B (SCC)-15 (ATCC® CRL-
1623™) K H2924H ff (Fifi & 4M A % © ATCC® CRL-1848™)7F )% B4 4 i
40 B %2 o EF{E Abl ~ Ab2 - AbA -~ AbB ~ AbC - AbD - AbG ~ AbK -
AbM J AbPHI | EGFRZ EGF M H Z BR ir BE B Bk L Z B /7 - SCC-15 R
H29240 A8 — & & R EF £ T EGFR - RIFF £ B EGFRZ & & 4H i
HHPIEREFE ZpEGFRZ THRER » HEHBZE /D857 #5 & {1 #
RBHZEZEHEERALER - SCC-ISHMAET BHRAME)GE
WEAREARAEESREAHALIFE - @ESCC-15HEE/ERAY
® AbLE RN - EH292 (AJHEIE/ AR AT 2 (NSCLC)) MR E E R /P RGBS

WNEETIEGFRZEGFN E 2 Rl B BEBE b Z Ab LI - Rtk > FHAW

A AR EERINEE A F HSADA + AbB » AbC ~ AbD ~ AbG -

AbK ~ AbMJ AbPHI%IEGFR{SSEEE 477 -

% 40 B LA 60,000-80,000/ Fl, 3 $8 7 24 FL 4K & > = LA 100,000-
200,000/FLF o R 6FLABIE RN T - RERELERBREETEFB
® - E37TC TIIM/ARE24/NER > BEE @ SHMBEITC TAERB—
I H VN - R1EFE37C T A E4 ABEGF (R&D Systems)fill #1043
oo R K/ZPBSERM X » M H100-200 puL/FLZHRE 2

C188140PA.docx -173 -



201623332

/INBUZE [ i #1141 750 58 & B (Complete Mini Protease Inhibitor Cocktail »
Roche) 52 0.1% NP40 (Tergitol®INP-40 ; T E XS R B LK HE L)
4 Bfl 24 %2 4% &1 /R (Cell Signaling Technolgy)H % - £-80C T & &E %
Z/P2057 5% 0 FEHTEAC T LL14,000 rpm [ 1057 88 5K (58 4 Al 3 7
Y &EE - &KHBCAE H E 77 # (Pierce_Thermo Scientific)fl| & & /& £
mANBEY 2 EABERE - $¥HSDS-PAGE(E A 4-12%% -Tris, MidigE
(Life Technologies)f@ M4l AEYI (10 pg) - A {# A iBlotiZ 2 % %
4t (Life Technologies)F HER ZWMEBERE L - H5%Z T /Tween-
Triség BT EE /K (TTBS) 2B E =R THE 1N » ATTBSE ==K -
REBEEICTHEE —RBWBERBKEBEJAWGIOEZE S
(Millipore) > 1:1000 % ¥ )& - A3 7 4% M 8% B {£ EGFR % $it -EGFR
(Lifespan Biosciences) @ 1:2000%5 %% » A N AI4EEGFR ; S 12l
#% 5 (Cell Signaling Technology) > 1:1000% 2R » F 7 ARl A &0 %
BABER) - KEBEFBRER HH-BNE—EEFARE  KFR2E
FETTBS S 3K S5 8 A% 7 28 T 8 8 41 & 51 #8 (Jackson
Laboratories, 1:2000%F B /R )— B F I/ NF AR A YBEGFRE AL 81 &
B NE#EBINEYWERED-HRPE S Y (KPL, 1:1000% 87K )— 5
B L A BEBZ{EEGFR - 2R 1% 1% 2 BE FH TTBS/A 32K » ff. F§ West Dura
{b 2 3% 5% % B (Thermo Scientific)jz # - 35 i (£ /] LAS-4000 1% # %
(Fuji)fF ## 2R (£ & B85 7] 87 1L -

{B5 F Ab21E &[5 M %1 B8 (B » EGFRESR{L 2 HI &I B B (FE H HB1
NEFEERUEHIBE  FESEGFRE N ¥ BB {LEGFRESZ L) -

ERSCC- 1S 2 EMMFE T FREI N ZERBHNE
TAS Hi57R » Abl R H B2 AbA - AbB - AbC K AbDF £ B Z 1 %I SCC-
1540 fE + ~ EGFR{E 57 & » MMBEER{LEGFRZEE T HT#ETR - M
Ko METAT ISR Z B BB {LEGFRZ B/ 8= > B K B B {L EGFR
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SERYNEEYREKAVIREAHEGHEHBAR)EERE » 8
AbG - AbK - AbP K AbMP& (K )E B2 P SCC-1540 B b > EGFRE 4 - &
It ZEALVIZEEBESHEBNAbVIZERINGE -

ERAH2HMZ ERI AR ZATBH SN2 EREERNETB
b BB ZEERIER 0 Abl K HiRE AbA - AbB - AbCR AbD7EERE
SPH292 4B P B R WEGFRIESFE B 2 R/ V& » HEA2RILE
AbG ~ AbK - AbM K AbPHHLL » BEBE{LEGFRIEEEFIK - HIABADG -
AbK - AbM K AbPFEHI | H2924H il 2 EGFR Z Fg i B B B L T I 52
B (2 RETB) > ERAbL - Ab2 (F5 ¥ IR)RANH EGFREFEE 1L - 40
B 7B ATl - MEKEAL2HEEZ &R » BEHRBEBIRE)ER~Y
B BE b % v] A R HN ]

WAL - BEREMEREG TR Z B AbIMEL » EEHR
AbA¥T it 1 5 A S I 6 5 4= B EGFR 5 ¥4 40 i (H292) § 2 EGFRES B b
M MIEN  EAVAREEER AN ZEMEZ SRR 1L -

Hit > MR BE7TARTBR 2 EBINE RIE R BT AbA
AbB ~ AbC + AbD ~ AbG + AbK - AbM K AbPEEGFR 2 4 & 3 /i (FH %t
RAbL) » B—LAbIZ RS HUAS (B » AbG ~ AbK + AbM K AbP)RE 72 /& 78
o SEFRAHEEARATEZNAEEREGFN B2 EHREE - — /%

s > FrRlslAblZ RS 138 72 "E B8 JM SCC-15 K H292 41 g o # %] EGFR

Z EGF 18 7 B i B. B3 BE b 2 B8 7 B2 ¥4 EGFRVIII K #; 55 EGFR(1-525)

TRZBRTMEIER  NEHREBEEIRATAE -

B 62 £ Abl ~ Ab2 R AbI 188 Y EGFR(1-525) 2 & & H 14

Z At - (B 65 2 W B BR 5 Bl B 7S Hi B8 FE H292 48 AR 5 SCC- 154

AR o HD I EGFRER BE b Z B8 T (FE R B EGFRIE M Z {1 #l) 2 b it 7E #8 4%

GSREBEOUNRZER) - WE6FFTM > FAIFALIEBIB I E RN

HBIERSE24) ERNBETPRHER > BEEMAKEEAR
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%t OR H0 41 5% B8 SFEGFR/S 5% {8 2 3% (D FE Ab] - AbA - AbB - AbD -
AbER; AbF ; {EE6H 15 E B 5 14H) » LUK 40 B 7 B it > 1 % 18 A
5% B 969 4 P % of 04600 B8 SF EGFR{Z %% (8 8 % (4 #5 AbG ~ AbH -
AbL - AbK -~ AbJ - AbM ~ AbN ~ ABOK AbP ; FE 6T 5 E & £ 2
4H) - E6PIME I LBIETR - FiEAbI 2 8 b B8 & B 7 81 AbL#f L 8%
&2 $fEGFR(1-525) 2 Bfit - BB 7R 2R LRI > HEK,
INFAT x 107 s (BB 24 ) RE BEE MBS B4 SN EGFR- (S92 2 - 1@ 6P
it > AbIZ VBRI EEAAERE 2 M EE Y AbIZE -
A431 JE A % 2 E B 57

IR FE A431 A b 57 % 40 B 1 FA B 8% -EGFR ELISA%Y #7 B3t Ab1
B Abl B T B8 HI S/ EGFR X EGF N B Y BB L 2 B 77 - A43 141 %
I8 ¥ 4= ZUEGFR -

67 40 D 2 20,000/ 7L S R BB R B 5 2 96FLEE th 2 £ B R &
choo 24/NBE 1% 0 1F 4% 005 B8 2 o 5 R 0 D X6 6 I O 6 6 4/IN RS
ERE o WU R TEEE NS - KB E37C T B E A EGF
Fl 38 10453 88 - {EEGFH M % » % 40 A A /K 4 PBSYE M X » 36 F 100
WAL R A E QR AR R R - B E-80C T &
HAREN204 8 - FEH S0 pLii-EGFRELES (R&D systems » {5
841402 » 0.8 pg/mL)TA R M FLIK 4 B 4K » 2 7% FIPBS/1% BSAE &
FFE 1/NBE > FL 75 Tween-Tris48 & B /K (TTBS) 5 i M8 370 - 445 40 By 24 4
VIRMERBERLEEIC THEBRE - BRETTBSH MK » i &
pTry-Bi 1R 8 & (LB (R&D Systems, DYC1095)—#E %5 1/NGF - HIR1E
TTBSth % 5K %100 pL 3,3,5,5-00 B A Bt 5 B2 (TMB) R I E S 7L
BEEZBTHEEEES - EHBFMIN HCUL IEF FE » H1E450 nm
THEOD

A3 LI T 25 2 65 SR Wi A B SA R 8B FLEE T » AblEE i s
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BrHAIH A4 ZEGFRIEM ZRE T EE - WESAFFIw »
BI{EF£ 1333 nMITEEZ BE T » Abl R B2 AbA ~ AbB ~ AbC ~ AbD -
AbE K AbF7R7E flll il A43 14 B & 2 EGFR{Z 5% {8 & (35 H EGFR Z EGF 4}
HZBBRAKRAE) TEEN - HK > IEESRARZEET » Abl
§% B 17 B8 AbG « AbH - AbJ + AbK + AbL + AbM + AbN + AbO  AbPR
AbQEXAbIE[HETEGFREFEE(E T EB W - A 455 ZEGFRZ B IR 17
fe B A43 140 R & Z EGFRAN | fE X FE -

B 8BE N ESAF FriRth 2 BRI ZF M HiAS Abl ~ AbP K Ab2 » HI[E
8B il » BZAb2ECADPARLE » AbIEE/RRINFIFEE » BIFH10%HE
K - EEHEAbINFA43 14038+ 2 EGFRIE SR {H & 7 ICsofH K FH 1333
nM » {HAbPZICsofE K240 nM » EAHERAVIFF®XE » Ab2ZICs
A 2.3 0M
HHIS: HEERBIIATGHHRSEE TP H-EGFRER ZFACSS T

EAEHEFACSE ST UNEAVIERBNBHIEYE NERE
AE W NHEK) 4 A 2 45 5 8 F1 M - NHEK4H i 5= 35 %7 4 ZUEGFR -

FELI80% 5 m i (E AR BB QO ESUR FE 4 AR » AL EPBS/1% FBS
(FACSEE M) P HME—K - A% LL2.5 x 10°40H/mLFE & 3 N FACSEE
FERSE o & 100 pLARR/FLARINZBEEI6FLIR - A0 uLZ 10x2
ZAb (REREIITRPREF)LEIRELIC TEE /N - FFLAFACS
REBARMR - REBERBRIZNS0 \LFERFACSEE R 2 Z 4R Ab
(AlexaFluor 488)ch « J#RIE4°C THE B NG - 247 FE FACSSE B i
B R o ART& G 40 A B B 0F 7Y 100 uL 2 PBS/1% FF B o 3 7F Becton
Dickinson LSRIUJT ZL4H R4 & o3 4 - {F A3 WinList )7 = 40 B2 1 53 #7 &k
e KT ER
. EBSAEARESSNZEREMEREIT » HiET > BMEL
ZECAbA ~ AbG ~ AbK - ADM K AbPHIEE Z B E 0 > AT & & ¢ i
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NEESAEME EZEGFRME I - EHAREREGUHHRAELE
ERPIAEAINZENHEKAIEMEMZZY - IEESHERET »
APIRETRBERERZES -

EOFERZERET  FIAGRAVIERIBESABEAB LY
FAZEGFREABIER A\BERKABMAMZBRMERRAbL (kiztE
iR~ BRI - BOP ZERIFER - JIAEADA » AbG ~ AbK ~ ADM
KAGPETEE ABREAEWARZESHAP2HLE®RE - ZFERE

 ADIZRHNEHEAEMAN - 2 ETEGFRZESREENADL
'Hl6: Di-EGFRUIBHEEZERBADIH

FERANEEEEEY ST HALVISBBETHEANNEEER
ZIE -

& Charles River (Wilmington, MA)JE 72 SCID & # g 2 CD-1 &
B - BHREREI0E/NE - NRIERZEBERIB20 g- IEERE
{5 TR 482 B 12 % 4= B 72 Bt (National Institutes of Health)® 5 = 8h¥) & H
5 {5 3 #5 B4 (Guide for Care and Use of Laboratory Animals)#i & £ & &g
Y B M K Y EE B € (Association for the Assessment and
Accreditation of Laboratory Animal Care)iZ 57T ER - BN &
—HTHRAE  ERBORFBEARLTHEEZ/NBGRIE - THEEE
0.2 mL » §S-MEM#i £ & B (Matrigel) (BD, Franklin Lakes, NI) 1:1
REVIMER - L49200-250 mm’ ¥ FE B8 HE T A/NUITAC o 1E R/ T
FoBREZ R 24/NRpFABHEE - ERAAHIGREEYHRBEREESH
BRCELIN NS A Z @16 A% 1gG ; Innovative Research) « FE AR
B - NEBERY2S g BEFBR{MGTERER  SHETHAR
wEAEEREOQREEMW) BERBEUTEXGFERE 'V = (L x
W?)/2 o fEREE RS TE £ 503,000 mm RE S & & SR B I /N E %
St - BEEEZHERBEREHENBEREEEE KT - 0EF
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Frissw - MEREPIREEEY) - E REBEWFE PERH292 JEIE/N
4 B B 8 (NSCLC)) 4l g -

EEMANERZERET 0 ADIZEITISADA - AbG + AbK + ABM
KAbPHE RN AbIGEEZAFIEEER(2RE10) - EAbIMELEL » Abl
EENBEIEESNEREFHNZWANE  fly - EXHERARE
GEEME BB & RICEHERE) - AbAYE 75 18 45 75 /N R 500 mm’ 3% 29
X > B Z AL AL BB /NS00 mmP 418K - @ 10 FR
™ 20X 0 ESTAVAZ NEERL300 mm Y BEREME  MES
20K > GESADIZ NEEREELAT0 mm* EE - BEH29X &
APAE ST Z /NEBERIE RS R B 20K (AN » 49300 mm’)ME ELIE ML
M&ADUES 2 /NE 2 FE AR I £ 491000 mm” -

HEEEE RN TS (%TGD L8 LB 100 /it > & 2 -
10 7 it 3 B 2 %TGIAN T

AbA =74
AbG = 88
AbK =90
AbM = 84
AbP = 86
Abl =31
Ab2 =173

%TGUE AN ENEICHBAEZ N ERERTS - o
LA - AbIMEH R A BIgCH BE431% TGl > MAbAEHF K E
74% TGl - (EBEBMNE > AbIEBETBETHENARES B A
%TGI -

APARETEERNEH2NEERE BB EY PR 5 K FEm A K
AR /NE R R R (AN B 10h Fr k) - EEEREAEHBERE AR D RED
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% EGFRE B2 1L - WD E B4R E 7 Fr it - & & ¥ EGFR(1-525) &
EGFRVIIIZ & &M MM E K > EHIBAVAZ ER- NG M IR E 48
AbG ~ AbK + ADMK APPHE (2 RIE3) - Hit » BEEH LAPAKES
Aa SN IR/ B A RS St B & (HADATEIE B8 P9 DUE B E Ath
AAEMRMMEZHi-EGFRE B 5 #8 (F 0 AbK + ABDM K AbP)Z 75
ARG H22EREARE R -

BH7: EAAbAADCZ/ERBAERE 4 RNE SH

EAEEN/NEERELEY DA Z AbA-vcMMAE  ADCH{]l i fiE
BERZESN - WEHIFFTHADA ADCAHIRE E B8 Fr il AR &
& BRRBAXFLZ o # @6 E ML - BLE F B AbA
ADCHH S Z FHIDARK3.7 - /NEEBEREY 5 7 GEHELR 8 F Rl it
REGI6% & )% 6 FH MR FEINSCLC4H i 2 NCI-H1703 &, EBC1 K &
i - MEREMHEAZERERNREL4F -

0 [E 14AF BT8R © AbA-veMMAE (f£1 mg/kgBBEZ B & T)FE
NCI-H1703di iR/ NEE R TE iR e R IEM A M 77 E & Abl (F£10
mg/kgie B Z B & )UK &HAbl RMMAF K mcE# 58 2 Abl ADC -
BEEZAbl (10 mg/kgHIE T)EHERH = EREBEG > Mgk
HREHE2 GiGREENB)EM 0 XE10 mg/kgHE TR
HIEELER -

JNEE FHEBCLIAH RN 2 RIEMHE Y/ B 2 P B 58 AbA-vcMMAE
ADCZ ke - AL RBERINE 14Bh HI57~ » AbA-mcMMAF ADC
(£3 mg/kgleBEZHIE T)ER/NEERBE KRS KB A M%7 A
Abl (f£3 mg/kghe B Z K& T)MELL K8 & F Abl R MMAF K mci# 1% 8
ZAbl ADC (f£3 mg/kgfe EZ K& TIMELLEB R -

WZ B4R ZERE T HHE RN EHZ Abl 5 Abl-MMAF
ADC : i f& R [5 AbA B 78 #7 fth ;T ADC (AbA-vcMMAE E AbA-
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mcMMAFR)TEER AR/ NEERERESREMAEITEER -
HHI8: & LPi-EGFRULBEYESY(ADC)
FIEGNREYESYWADC)E S K AR - B (ve) B 58
HEZFERERERMTE (MMAE)Z AbAGLAG - [LLADC (7% {F AbA-
veMMAE)” B R A B 11k o
APATIBE BEvcMMAEZ & & HBNAVAZ T BIR » 2R ETH
Val-Cit-MMAE (veMMAE)” K FE - # B X I TCEP (TCEP:mAb” B H
EBR2DZHBEOC THEBEKEALAHIE (20 mg/mL)EHEE -
REEBREREYAHRE2TC - HESHERE » RIIvecMMAEZE &
BVvCMMAE: B ECysEHEEB1.15 - £ SR EAELI0% vivZDMSORFE
FETETHEFE20C THEETODTE -
EEERER  RANEERFENCERE)-FHREEBEQCER H HY
P VEMMAEZE 157 ) BLIZ R & K2 FE 2 veMMAE L, 2 4 Cys-Val-Cit-MMAE
O] - BEFCysERR EE20C THEETLI0DE - IREB T XM
{ECysER 2 K FEREY) -
EHEEE AR HREmcMMAFSE & 218 -
S HEAE
® {ER 4L T A4 {EAbA ADC - i E & Z /K% Bu-HICH fg
(ToyoPearl ; Tosoh Biosciences)iR R FE'R &Y » B TE & Z B 5 R
NMERESY  REE/KRKERESYEHEERME  BEHSTERK
HMEFRAENSENEYEEYEY ZBER  CSHEERGARRSA
B WHEHWEREE SR 0.28 MEALS - 7 mMEEEZEF > pH 7)
ke SHEEHREREPEREFEBHIC HPLCITEYRE - #H
B/ REME 215 nM4H KL & & %2 8 (UF/DF)E 15 mM4H %
BR(pHO)TRELSHRERLFARETRERIHE -
EE&EaRdb: > BHFATESADCEESMZ oME S - BN
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{58 F B 7K A8 B F 8 -2 OB AR J8 A (HIC-HPLC) 2R 43 47 - Fr AR & 4%
B TSKEE T ZE-NPRE (4.6 mm ID x 3.5 ¢cm, 2.5 um, 30°C ; Tosoh
Bioscience LLC, Japan) H {4 LL0.8 mL/minZ JRE{ER - BB E
A : 25 mM Na,HPO, (pH7) - 1.5 M(NH,),SOEB : 25 mM Na,HPO,
(pH7) (75%)ZEIPA (25%) - Fr A E R0% BAH2 8 » 12508 0E
100% B » HIRFF157 8 -

ERUVOHRRIIMELSESE - HICERE 2 TR » AbA-
veMMAEY Frfg 9 B2 Y i RS EE R (DAR) B 3.1 » 0T 3R4AKE 12
AT o LI DARGFEHEKO 123456 TR3EADCEY)
iRl - FELAPA% (PA%AIEE BB LL - MFEHTTEY & EHIE Ao
RZETENZEHBEKEE) > BRAI00KEE

#z4: FEHSHEA /L ZAbA-veMMAE Z HICSY #7 (PA%) Z &% B

280 nm T 2 HIC pa%#& 5
P BRI ] i
min DAR | &7 | (Gr#)
6.7 0 427 6.15
7.6 1 0.67 1.43
8.6 2 24.74 34.27
9.6 3 1.95 3.94
10.4 4 35.28 45.88
11.5 5 4.67 5.37
11.9 6 13.90 2.09
12.4 7 6.40 0.88
12.9 8 8.12
3 (>E6), pa% 280nm =| 28.4 3.0
E4/E2=| 14 1.3
DAR= | 4.1 3.1

WMERAKE 12T R > AbA-veMMAEZ 3 it #{EE £ TR 2-4Z
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[l ZDAR - 148 F39DARR4.1 » PR Z &K FIDARK3.1 -

JREE B R ~F HEBR B #7 (SEC)4 T AbA-veMMAE ADCIE& %) - SEC
HPLC/{4 (£ F§ Tosoh TSKgel GS3000SWXLA #£(7.58 x 30 cm, 5 pm)3k
B - £H03 mL/minZ R - BEMHEEFE2.5% 225 mM Na,PO,
(pH 6.8) ~ 350 mM NaClx7.5%2Z 2R EE(IPA) - R (% &M B
T ARE214 nmZ UVTEHE - £214 nm T ZSEC pa%E RIEHAN T
NERSH - SECERETRNEL3SP -

5 : AbA-veMMAE 2 SEC%E B (PA%)

=maTE Hig KT &
® B 3.2 96.8
&b 2.2 97.8
DAR 2 0.4 99.6
DAR4 1.0 96.2 2.8
mAb
AbA 95.9

7£214 nmF 22 SEC PA%%E 5 |
Kt > AbA-veMMAEZ 73 #t #i{L E £ N 2-42 ] ZDAR » A
@ mEr31-
TH9: {FFAAbDA-MMAE ADC & 8 /N BB 4 B & 247
MEFSH AT » B HADA-veMMAEY @i{L4E &Y EEESE
NADCZ g DARK3.1 - BB AMEEESHEYHEI AR 4L
ADCLURIE #i{LAbA ADCHE R EENGERNEBERFIEER
M-EREMS  BEREESHEHYEBERNHE MU FELAL
AbA-veMMAE (Abl-veMMAEDp)¥f NCI-H292 4 il (A i NSCLC#Z 41 f

R)ZHIE -
B 1SATRHEZERBR 0 HERMA{LADA-vcMMAEMELE » AbA-
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veMMAED (7£3 mg/kghe E Z Bl & T )FENCI-H292 40 A 5/ & g e TR
FERREFETHEEREMAE)TEEER - H{lt - E15B
B » EADA-veMMAEZ R AL = AHEL » &1L AbA-veMMAEp (1£6
mg/kglBEZRET)EANFEEEETETEAN - WEEISAK
1SBZ & prat » 4i1{EAbA-veMMAETE B/ i 88 38 18 R it & R FE <7 48
I 7 Em A e R R (BB EE & EMMAE) ~ ER4{LE4
A2 & & EMMAEE(MMAFZ AbIEH R - HIR2IBHAE S
EGFRZ i B R ERIIAR -

£ 5718 4 {b AbA-veMMAE (Abl-veMMAEp) % NCI-H292 4H A1 (i
FEH4HA % 0 ATCC® CRL-1843™) Y W EY 55 — W F » R E3
mg/kgf 6 mg/kgHl B T Z #i{b AbA-veMMAEH £ S0V E & T Z Abl-
mcMMAF - [LENSCLCHERE & 2 55 "W 52 2 45 R e L 2 (21 18
¢t HE/REBLAbA-veMMAERFLE » (L AbA-veMMAEp#E #ll &l FE & &
RITEBERXN °
B H110 : AbA-veMMAEZ i 8 R WZ 41k

FERARANXMNEZRE TS AbA-veMMAE ADCK B R Z FHifEve-
MMAEZ> T2V A& ZEHEY) - AbA-veMMAE ADCYZ R R LKL
XEHITH -

41 5 DARE[E (1-8) Z ADCZ AbA-veMMAE4H & ¥ 2 7 i3 =
BEGREBE T OKRER - 54428 mM NaCl ~ 7 mM#; % 5% (pH 7)
S #Bu-HICKEIfE 25 mLEME - BB ERBE Z1/6(E/ 1.95 M NaCl »
50 mMBEEESR(pH MR EREY) » LA E L4100 mgZE H'E /mL
RS 2 b= D1 mL/min 35 3 (495 min% % IF 5236 cm/hr&R )D&
ZRIAEF - MNE 1 RANEE 1047 (AR 5T)28 mM NaCl ~ 7 mM#E;
B8R (pH NER P ARETYNRERBEZAL - ENIEHERHE
BREREEY  EREUVERFEERELEHTFTUSEHTUWE) -
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F#EHIC HPLCO P EH > BN HEEhABEREE LA FEH
TFF (JEmBRK)RME > HRI102 ERE I HREBEEERIBRELS
mM4EFZ BE (pH 6)F - TRORUEKERSYEA L ZAIRZBAE
GER -

=6 FHMBAARMILZAbA-vcMMAEZ HICS3 17 (PA%) & R

1£280 nm | ZHIC PA%%E R
a1t
Rt,min | DAR | E7#i | (i)
6.4 0 3.89 5.25
P 7.2 1 0.67 0.99
8.4 2 22.36 30.21
9.4 3 2.95 4.04
10.2 4 39.82 52.76
11.3 5 5.41 4.67
11.8 6 12.52 1.42
12.3 7 5.31 0.67
12.9 8 7.07
T (>E6), pa% 280nm =| 24.9 2.1
E4/E2=| 18 1.7
® DAR = 4.1 3.2

BEFS PRz AL AL - 8 — @ EEX (O AR B
AL ZCECEHGEZEAHEE - oM A@EHED » ENFEH
ThHR N ADCERH2260EE 2 fifE - BilEEE H&0.23 g/ml - [J
I Bla - EFEMA10 g ADC > RI{ER98.2 mififfls - FRA&#E K (10 g
x 1000 ml/L)/98.2 ml = 102 g/LE& & - HiBX (L ZELL100 g/LA
HEE - EE-BEF  NEBZREEBAREEE  BRBR ML
BB 1%10% IPA v/v -

B E B8 Pl oy HL &AL 7T /A B 1§ Z AL ADA-veMMAESH & ¥
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BLfEF £l

BN HEERS Z A EAVA-veMMAESE &Y Z M Z tE 8

RERETF -

%7 AbA-veMMAE 77 i & 16 3 7t 18 R 46 Z HIC 73 #7 (PA%) 4

R
7£280 nm T Z HIC PA%4EER
il o il
Rt, min DAR | (Batch) | (Ciid®)
6.4 0 4.99 5.25
7.2 1 1.02 0.99
8.4 2 30.99 30.21
9.4 3 4.61 4.04
10.2 4 50.75 52.76
11.3 5 5.5 4.67
11.8 6 2.1 1.42
12.3 7 0.67
2 (>E6), pa% 280nm=| 2.1 2.1
E4/E2=| 1.6 1.7
DAR = 3.2 3.2

Mz RAXARSTHALCHE _ZFEIEFESE2480% DAR
F52-4Z ADCZHEY) » HPDARKO0-1HS-8ZADCZ EZRNES
Y DR EI20% 2 SBADCER RS » WIBILRTPFTIR »

THI11: EFAbA MMAE ADC & 88 N B B 4 R W& 2 47

FERERAN/NREESEY 27 KA E AbA-veMMAE ADCH[I |
HEBTDHREEBERZIEN - NEREEBED S HELCNRESE
EBEBl6H B & )% (£ A USTMGde2-7 41 g (H 3R 3R EGFRVIID) 2K B
W o USTHAR R B A BB M & B 'S B (ATCCHR 5t HTB-14™) - ¥ 30
ZWE o BREREMAEES0%EE B (BD BioSciences, Franklin Lakes,
NIVREE BESOXRME3 x 1040 A 57 T 1 78 2 6-8 48 i Nu/Nultfy /N 8l 2
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A7 & (Nu/Nullf /s 8, {4 & Charles River (Wilmington, MA)JiS) « &
HEFHCERIERERLOREEWILRBU TSRt Em
V= (L x W)/2 - 7EFB R BE R 503,000 mm’BF BU7E 8 4 B B 5 05 16
INGLVEEEESE o B 19T R (i 2 4 AT o 1 10050300 AT B S AT B 4 P 4
F o AbA-vcMMAEp#Xfe i 3 BB (W B2H 8 M ERRE)ES

;& °
FF 51 B i
SEQID |:&iH
NO:
¢ 1 Abl VHEEERL 5
2 Abl ~ AbC + AbDJ;AbE VH CDRI1JZEEE 51
3 Abl ~ AbC ~ AbD - AbE ~ AbF - AbJF,AbN VH CDR2FFEFE 5
4 Abl ~ AbC + AbDAbE VH CDR3ERSFES |
5 AblJy AbA VLEZEFEFES]
6 Abl ~ AbA - AbB + AbCFAbF VL CDRI1BZEEEFEF ]
7 Abl ~ AbA ~ AbBAbCK AbF VL CDR2BZEFEFES
8 Abl ~ AbA - AbBJADF VL CDR3FZEFEFES!
9 AbA VHREEERZFS
10 AbA ~ AbFFAbK VH CDRI1BEEFEFFS
® 11 AbA ~ AbH + AbK - AbL  AbM + AbOAbQ VH CDR2EEFEER
5l
12 AbA ~ AbF ~ AbM - AbNAbO VH CDR3JEEFE |
13 Abl Jz AbARR Gl B 5 |
14 Abl E#ERE AL T
15 AbAE HERE ALY
16 AbBAbG VH CDRI1JZEFE S
17 AbBAbG VH CDR2BZEE 5
18 AbG ~ AbH - AbJF;AbL VH CDR3FZEFEFES
19 AbBAbK VH CDR3BZEFLFES]

C188140PA.docx
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20 AbME; AbN VH CDRI1BZEFE RS

21 AbP VH CDRI1EHEFL 7]

22 AbP & AbQ VH CDR3BZERE 7|

23 AbG - AbHF;AbJ VL CDRI1BERL 5

24 AbG ~ AbH K AbJ VL CDR2FZEFLFES |

25 AbG ~ AbHF; Ab] VL CDR3FZEFEFES!

26 AbK ~ AbL ~ AbM ~ AbNJ,AbO VL CDRIFFEFLFES
27 AbE + AbK ~ AbL + AbM + AbNK;AbO VL CDR2BZE:BL RS
28 AbK ~ AbL + AbM + AbNE;AbO VL CDR3BERE: 51l
29 AbP K AbQ VL CDRIFZEEEFF5

30 AbP K AbQ VL CDR2JEEEL 3]

31 AbD - AbP R AbQ VL CDR3JZEE S|

32 NEBEGFRIEEEBEFI (BB EHF)

33 NERFEE RETFZRERI (WEGFRVIIDEEREFFS
34 NIHEGFRAMAESMEBIS(ECD) AR 75|

35 AbA ~ AbG * AbK + AbBM K, AbP> VH CDR1EHE ]
36 ADbA ~ AbG ~ AbK + AbM K, AbPZZ VH CDR2LHEF]
37 AbA ~ AbG ~ AbK + AbMAbP” VH CDR3H FEF
38 AbA - AbG ~ AbK + AbBMEAbP VL CDR1EH 5]
39 AbA ~ AbG + AbK - AbMFAbP2Z VL CDR2EH 5]
40 AbA -~ AbG ~ AbK + ABMJAbPZ VL CDR3 A 5|
41 Ig y- 1 E &

42 Ig y-VE E & Ze 858

43 Ig KA E &

44 Ig M E &

45 EGFRZ AL

46 EGFRVIIIfZERL FF 51> ECD

47 EGFR 1-525R A BE 75|

48 R ERE T YI|Ab2

49 R B 751 Ab2
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50 VHREZE L 75| AbE
51 | VLEEEBSFFIABE
52 | VHREEBSRFSIALF
53 | VLEREBEFFFIADF
54 | VHEREEEFFSIADH
55 | VLEEABEFFSIAbH
56 | VHEREEEFESIAD]
57 | VLEREEEFFSIAD]
58 | VHEREBSFESIADL
59 | VLEEEESFFSIADL
@ 0 | VHESEBFFIAN
61 | VLEEEEEFFFIALN
62 | VHEREBEFFSIADO
63 | VLEZEBSRFSIADO
64 | VHERABESFFSIADB
65 | VLEZEBAFF5IADB
66 | VHEEEBEFFFIALC
67 | VLEEEBEFFFIALC
68 | VHEEEBEFFFIADD
69 | VLEZEESFFIADD
@ 0 | VHEERFHIAK
71 | VLEEEESFFIADQ
72 | VHEREEEFESIALG
73 | VLEEEEEFFIALG
74 | VHEREBSFFSIADK
75 | VLEREBSFFSIALK
76 | VHEEEBEFFSIADM
77 | VLEEEESFFIADM
78 | VHEREEEFEFIALP
79 | VLEREBEFFFIALP
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80 AbH - AbJ + AbLFAbO VH CDR 1 B E:fE 51|
81 AbQ VH CDRIFFEFE T

82 AbDFAbE VL CDRI1JEFLFES

83 AbD VL CDR2BZEFE 5|

84 AbC VL CDR3FEFE Y

85 AbE VL CDR3BZEFEFES ]

86 AbAEFELTEFFY

87 AbAREIZ L5

88 E AR RIEFY

89 R A BRI SRS

BASI R T 6FA
AHBFRTERSIIAZAESEXR B - fFREMNHFE
RAORBMZAEGHIUSIH T BEHF AR P -
FRHEA
PVE BLTH I i & (F A F AR B B B ET 58 58 B BKAE B B A DA
ZAZHRBERBRPIIZZEERRA - ZEERRABTKEENRT X
HESMNEER -
[FF5eaRn ]

o
hiiin
VAR
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[F31%]

<110> FEBHBLAIRAT

<120> i-EGFR Hifll R yIEIES
<130> 117813-06220

<140>
<l41>

<150> 61/968,819
<151> 2014-03-21

<160> 94
<170>
Q10> 1

<211> 116
<212> PRT

213> AR5

<220>
<221> source

' Q23> =T ATFYIZEREA © SRRk

<400> 1
?ln Val Gln Leu gln Glu Ser Gly Pro Géy Leu Val Lys Pro Sgr Gln
1 1

Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Tyr Ser Ile Ser Ser Asp
20 25 30

Phe Ala Trp Asn Trp lle Arg Gln Pro Pro Gly Lys Gly Leu Glu Trp

35 40 ‘ 45
Met Gly Tyr lle Ser Tyr Ser Gly Asn Thr Arg Tyr Gln Pro Ser Leu
50 55 60

Lys Ser Arg lle Thr lle Ser Arg Asp Thr Ser Lys Asn Gln Phe Phe

65 70 . 75 80

Leu Lys Leu Asn Ser Val Thr Ala Ala Asp Thr Ala Thr Tyr Tyr Cys

85 90 95

Val Thr Ala Gly Arg Gly Phe Pro Tyr Trp Gly Gln Gly Thr Leu Val

100 105 110

Thr Val Ser Ser
115

<210> 2
211> 11
<212> PRT

<23> ATFF

<220>
<221> source

223> [iE= " ATFFFIZEREA SRk

<400> 2
?ly Tyr Ser 1le ger Ser Asp Phe Ala Tap Asn
1

<210> 3
211> 16

C188140SEQA.docx -1-
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<212> PRT
Q213> AT

<220>
<221> sour

2% Fe T AT : SR

<400> 3
?yr lle Ser Tyr ger Gly Asn Thr Arg T5r Gln Pro Ser Leu Lys Ser
1 15

210> 4

Q> 7

<212> PRT
Q213> ATFRY

<220>
<221> sour

0% fk= T A THFIZIRE © SRk

<400> 4
Ala Gly Arg Gly ghe Pro Tyr
1

10> 5
<211> 107
<212> PRT

<213> ATFF5

<220>
<221> source

<223> [iF=T AT Z R0 © SRFRK

<400> 5
Asp Ile Gln Met ghr Gln Ser Pro Ser Sgr Met Ser Val Ser Val Gly
1 1 1§

Asp Arg Val Thr lle Thr Cys His Ser Ser Gln Asp Tle Asn Ser Asn
20 25 30
1le Gly Trp Leu Gln Gln Lys Pro Gly Lys Ser Phe Lys Gly Leu Ile
35 40 45
Tyr His Gly Thr Asn Leu Asp Asp Gly Val Pro Ser Arg Phe Ser Gly
50 55 60
Ser Gly Ser Gly Thr Asp Tyr Thr Leu Thr Tle Ser Ser Leu Gln Pro
65 70 75 80
Glu Asp Phe Ala Thr Tyr Tyr Cys Val Gln Tyr Ala Gln Phe Pro Trp
85 92 ' 95
Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys
100 105

<210> 6
Q21> 11
<212> PRT

Q23> AR5

<220>
<221> source

<23 [iFE= T AIFFFIZERH © SRk

<400> 6
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His Ser Ser Gln ésp Ile Asn Ser Asn Iée Gly
1 1

<210> 7

211> 7

<212> PRT
213> AR5

Q20>
<221> source

QB> =T NTRFHIZEREA © SBREK

<400> 7
Tis Gly Thr Asn %eu Asp Asp

<210> 8
<2li> 9
<212> PRT

Q13> ATFHF

<220>
<221> source

. 223> fiF=" ATFFIZEREA : BREK

<400> 8
Val Gln Tyr Ala Gln Phe Pro Trp Thr
1 5

<210> 9
<211> 116
<212> PRT

Q3> AIFFFY

<220>
<221> source

<223> [iF=" ARSI Z R0 « &Rk

<400> 9

?lu Val Gln Leu gln Glu Ser Gly Pro ?éy Leu Val Lys Pro Sgr Gln

|

Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Tyr Ser Ile Ser Arg Asp

20 25 30
‘ Phe Ala Trp Asn Trp lle Arg Gin Pro Pro Gly Lys Gly Leu Glu Trp
35 40 45
Met Gly Tyr lle Ser Tyr Asn Gly Asn Thr Arg Tyr Gin Pro Ser Leu
50 55 60

Lys Ser Arg 1le Thr lle Ser Arg Asp Thr Ser Lys Asn Gln Phe Phe

65 70 75 80

Leu Lys Leu Asn Ser Val Thr Ala Ala Asp Thr Ala Thr Tyr Tyr Cys

85 90 95

Val Thr Ala Ser Arg Gly Phe Pro Tyr Trp Gly Gln Gly Thr Leu Val
100 105 110

Thr Val Ser Ser

115

<210> 10
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211> 11
<212> PRT

213> AR5

<220>
<221> source

23> [iF=T NIFFFIZEREA © BRik

<400> 10
?ly Tyr Ser Ile %er Arg Asp Phe Ala ¥6p Asn

<210> 11
211> 16
<212> PRT

Q13> AT

<220>
<221> source

<23 [F= T NIRFIZERE © &Rk,

<400> 11
?yr Ile Ser Tyr ésn Gly Asn Thr Arg ¥5r Gln Pro Ser Leu Lys Ser
15

<210> 12
<?21> 7
<212> PRT

Q213> ANLF5

<220>
<221> source

Q3> [iF= T A T3 288 © Sk

<400> 12
Ala Ser Arg Gly ghe Pro Tyr
1

<210> 13
211> 214
<212> PRT

<213> A5

<220>
<221> source

%> 5= T ANTFFIZRE | BREHK

<400> 13
Asp Ile Gln Met ghr Gln Ser Pro Ser §8r Met Ser Val Ser Vg] Gly
1 1

Asp Arg Val Thr Tle Thr Cys His Ser Ser Gin Asp Tle Asn Ser Asn
20 25 30
Ile Gly Trp Leu Gln Gln Lys Pro Gly Lys Ser Phe Lys Gly Leu 1le
3s 40 45
Tyr His Gly Thr Asn Leu Asp Asp Gly Val Pro Ser Arg Phe Ser Gly
50 55 60
Ser Gly Ser Gly Thr Asp Tyr Thr Leu Thr Tle Ser Ser Leu Gln Pro
65 70 75 8

Glu Asp Phe Ala Thr Tyr Tyr Cys Val Gln Tyr Ala Gln Phe Pro Trp
85 90 95
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Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys Arg Thr Val Ala Ala
100 105 110

Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln Leu Lys Ser Gly
115 120 125

Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala
130 135 140

Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln Ser Gly Asn Ser Gin
145 150 155 160

Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser
165 170 175

Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val Tyr
180 185 190
Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro Val Thr Lys Ser
195 200 205
‘ Phe Asn Arg Gly Glu Cys
210

Q210> 14
Q211> 445
<212> PRT

213> AR5

<220>
<221> source

Q23> fiF=T ALFFSIZEREE : ERZRE

<400> 14

?ln Val Gln Leu g]n Glu Ser Gly Pro ?éy Leu Val Lys Pro ?gr Gln

Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Tyr Ser Ile Ser Ser Asp
20 25 30

Phe Ala Trp Asn Trp Ile Arg Gin Pro Pro Gly Lys Gly Leu Glu Trp

‘ 35 40 as
Met Gly Tyr Ile Ser Tyr Ser Gly Asn Thr Arg Tyr Gln Pro Ser Leu
50 55 60

Lys Ser Arg Ile Thr lle Ser Arg Asp Thr Ser Lys Asn Gln Phe Phe

65 70 75 80

Leu Lys Leu Asn Ser Val Thr Ala Ala Asp Thr Ala Thr Tyr Tyr Cys

85 90 95

Val Thr Ala Gly Arg Gly Phe Pro Tyr Trp Gly Gin Gly Thr Leu Val

100 105 110

Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala
115 120 125

Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly Cys Leu
130 135 140
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Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly
145 150 155 160

Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu Gln Ser Ser
165 170 175

Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu
180 185 190

Gly Thr Gln Thr Tyr lle Cys Asn Val Asn His Lys Pro Ser Asn Thr
195 200 . 205

Lys Val Asp Lys Lys Val Glu Pro Lys Ser Cys Asp Lys Thr His Thr
210 215 220

Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser Val Phe
225 230 235 240

Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro
245 250 255

Glu Val Thr Cys Val Val Val Asp Val Ser His Giu Asp Pro Glu Val
260 265 270

Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr
275 280 285

Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser Val
290 295 300

Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys
305 310 315 320

Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr lle Ser
325 330 335
Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro
340 345 350

Ser Arg Asp Glu Leu Thr Lys Asn Gin Val Ser Leu Thr Cys Leu Val
355 360 365

Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly
370 375 380

Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp
385 390 395 400

Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp
: 405 410 415

Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His
420 425 430

Asn His Tyr Thr GIn Lys Ser Leu Ser Leu Ser Pro Gly
435 440 445
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210> 15
<211> 445
<212> PRT

<2U3> ALFF

<220>
<221> source

<2023> [F=T AILFFFIZEREE : EMRBAK

<400> 15
Glu Val Gln Leu gln Glu Ser Gly Pro ?6y Leu Val Lys Pro ?gr Gln
]

Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Tyr Ser lle Ser Arg Asp
20 25 30
Phe Ala Trp Asn Trp lle Arg Gln Pro Pro Gly Lys Gly Leu Glu Trp
35 40 45
Met Gly Tyr Ile Ser Tyr Asn Gly Asn Thr Arg Tyr Gln Pro Ser Leu
50 55 60

. Lys Ser Arg lle Thr lle Ser Arg Asp Thr Ser Lys Asn Gln Phe Phe
65 70 75 80

Leu Lys Leu Asn Ser Val Thr Ala Ala Asp Thr Ala Thr Tyr Tyr Cys
85 90 95

Val Thr Ala Ser Arg Gly Phe Pro Tyr Trp Gly Gln Gly Thr Leu Val
100 105 110

Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala
115 120 125

Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly Cys Leu
130 135 140

Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly
145 150 155 160

Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu Gln Ser Ser
‘ 165 170 175

Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu
180 185 190

Gly Thr Gln Thr Tyr lle Cys Asn Val Asn His Lys Pro Ser Asn Thr
195 200 205

Lys Val Asp Lys Lys Val Glu Pro Lys Ser Cys Asp Lys Thr His Thr
210 215 220

Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser Val Phe
225 230 235 240

Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met 1le Ser Arg Thr Pro
245 250 255

Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro Glu Val
260 265 270
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Lys Phe Asn Trp Tyr Va) Asp Gly Val Glu Val His Asn Ala Lys Thr
275 280 285
Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser Val
290 295 300

Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys
305 310 315 320

Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr 1le Ser
325 330 335
Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro
340 345 350
Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val
355 360 365
Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly
370 375 380

Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp
385 390 395 400

Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp
405 410 415

Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His
420 425 430

Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly
435 440 445

<210> 16
<211> 11

<212> PRT
213> ALFF5I

<220>
<221> source

<223> /iF= " AIFFIZEHRA S0k

<400> 16
Gly Tyr Ser Ile ger Asn Asp Phe Ala ¥6p Asn
1

<210> 17
<211> 16
<212> PRT

213> NP5

<220>
<221> source

Q23> /F= T ATFSIZERER © SERK

<400> 17
Tyr 1le Ser Tyr Lys Gly Asn Thr Arg Tgr Gln Pro Ser Leu %gs Ser
1 5

<210> 18
Q211> 7
<212> PRT
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Q213> A5

<220>
<221> source

223> /iF= " ALFFIZEREA © SR,

<400> 18
?la Ser Arg Gly %eu Pro Tyr

<210> 19
211> 7
<212> PRT

Q23> AR5

<220>
<221> source

223> =T ATFFIZERER : &AL

<400> 19
?Ia Ser Arg Gly ghe Pro Trp

‘ <210> 20

211> 11
<212> PRT
213> ALFF3

<220>
<22]1> source

Q23> F= T ATFFIZEREA © Sk

<400> 20
?ly Tyr Ser lle gly Arg Asp Phe Ala T6p Asn
1

210> 21

211> 11

<212> PRT
<213> AR5

<220>
<221> source

<023> [iF= T ATFFIZE8A * SRR

‘ <400> 21

?]y Tyr Ser 1le gis Ser Asp Phe Ala Tap Asn
1

<210> 22
Q211> 17
<212> PRT

Q13> A THH

<220>
<221> sour

% K= T ATESIZ | AR,

<400> 22
?la Ser Trp Gly %eu Pro Trp

<210> 23
211> 11
<212> PRT

Q213> AILF%)
<220>
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<221> source

<223> fi¥=T N\ IFFSIZ 5088 © SRAK

<400> 23
His Ser Ser Gln ésp Ile Thr Tyr Asn Ile Gly
1 10

210> 24

QLI> 7

<212> PRT
Q213> ALF5I

<220>
<221> source

223> /iF=" NIFFIZER0E ARkt

<400> 24
His Gly Ala Asn ls,eu Asp Asp
1

<210> 25

211> 9

<212> PRT
213> ATF5!

<220>
<221> source

<223> S¥=T ATFFI 208 © SRk

<400> 25
Val Gln Tyr Asp (Silu Phe Pro Trp Thr
1

Q210> 26

211> 11

<212> PRT
Q23> AL

<220>
<221> source

223> F= T NIRFFIZE88H SRk

<400> 26
His Ser Ser Gln /;sp Ile Thr Tyr Asn Vgl Gly
1 1

Q10> 27

QLlI> 7

<212> PRT
Q13> A%

<220>
<221> source

Q23> [iF=T NIFFIZHRH © SRRk

<400> 27
His Gly Ser Asn Is.eu Asp His
1

<210> 28
211> 9
<212> PRT

Q1% AR

<220>
<221> source

Q23> F=T AIFFIZ088 © &AL
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<400> 28
Yal Gln Tyr Asp ésp Phe Pro Trp Thr

<210> 29

<L21> 11

<212> PRT
Q213> ALF%

<220>
<221> source

<223> fF=T ATFRFIZEREA © &REAK

<400> 29
His Ser Ser Gin ésp Tle Asn Met Asn VS] Gly
1 1

<210> 30
<211> 7
<212> PRT

Q23> ALFF
<220>

<221> source
' Q23> =T ATEFIZ5 © &Rk

<400> 30
His Gly Ala lle %cu Asp Asp
1

<210> 31

Q1> 9

<212> PRT
Q213> ALK

<220>
<221> source

Q23> fF=" ALFFIZER0E : SRRk

<400> 31
Val GIn Tyr Ala g]u Phe Pro Trp Thr
1

<210> 32
<211> 1210
. <212> PRT
Q213> 8 A
<400> 32
Met Arg Pro Ser gly Thr Ala Gly Ala Aéa Leu Leu Ala Leu %gu Ala
1 1

Ala Leu Cys Pro Ala Ser Arg Ala Leu Glu Glu Lys Lys Val Cys Gln
20 25 30
Gly Thr Ser Asn Lys Leu Thr Gln Leu Gly Thr Phe Glu Asp His Phe
35 40 45
Leu Ser Leu Gin Arg Met Phe Asn Asn Cys Glu Val Val Leu Gly Asn
50 55 60
Leu Glu 1le Thr Tyr Val Gln Arg Asn Tyr Asp Leu Ser Phe Leu Lys
65 70 75 80

Thr 1le Gin Glu Val Ala Gly Tyr Val Leu lle Ala Leu Asn Thr Val
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85 90 95

Glu Arg 1le Pro Leu Glu Asn Leu Gln Ile lle Arg Gly Asn Met Tyr
100 105 110

Tyr Glu Asn Ser Tyr Ala Leu Ala Val Leu Ser Asn Tyr Asp Ala Asn
115 120 125

Lys Thr Gly Leu Lys Glu Leu Pro Met Arg Asn Leu Gln Glu Ile Leu
130 135 140

His Gly Ala Val Arg Phe Ser Asn Asn Pro Ala Leu Cys Asn Val Glu
145 150 155 160

Ser Ile Gln Trp Arg Asp Ile Val Ser Ser Asp Phe Leu Ser Asn Met
165 170 175

Ser Met Asp Phe Gln Asn His Leu Gly Ser Cys Gln Lys Cys Asp Pro
180 185 190
Ser Cys Pro Asn Gly Ser Cys Trp Gly Ala Gly Glu Glu Asn Cys Gln
195 200 205

Lys Leu Thr Lys Ile Ile Cys Ala Gln Gln Cys Ser Gly Arg Cys Arg
210 215 220

Gly Lys Ser Pro Ser Asp Cys Cys His Asn Gln Cys Ala Ala Gly Cys
225 230 235 240

Thr Gly Pro Arg Giu Ser Asp Cys Leu Val Cys Arg Lys Phe Arg Asp
245 250 255

Glu Ala Thr Cys Lys Asp Thr Cys Pro Pro Leu Met Leu Tyr Asn Pro
260 265 270

Thr Thr Tyr GIn Met Asp Val Asn Pro Glu Gly Lys Tyr Ser Phe Gly
2175 280 285

Ala Thr Cys Val Lys Lys Cys Pro Arg Asn Tyr Val Val Thr Asp His
290 295 300

Gly Ser Cys Val Arg Ala Cys Gly Ala Asp Ser Tyr Glu Met Glu Glu
305 310 315 320

Asp Gly Val Arg Lys Cys Lys Lys Cys Glu Gly Pro Cys Arg Lys Val
325 330 335

Cys Asn Gly lle Gly lle Gly Glu Phe Lys Asp Ser Leu Ser Ile Asn
340 345 350

Ala Thr Asn Ile Lys His Phe Lys Asn Cys Thr Ser Ile Ser Gly Asp
355 360 365

Leu His Ile Leu Pro Val Ala Phe Arg Gly Asp Ser Phe Thr His Thr
370 375 380

Pro Pro Lew Asp Pro Gln Glu Leu Asp lle Leu Lys Thr Val Lys Glu
385 390 395 400

C188140SEQA.docx -12-

Yo



201623332

I1le Thr Gly Phe Leu Leu Ile
405
Leu His Ala Phe Glu Asn Leu
420
His Gly Gln Phe Ser Leu Ala
435
Gly Leu Arg Ser Leu Lys Glu
450 455
Gly Asn Lys Asn Leu Cys Tyr
465 470
Phe Gly Thr Ser Gly Gln Lys
485
Asn Ser Cys Lys Ala Thr Gly
500
Glu Gly Cys Trp Gly Pro Glu
515
Val Ser Arg Gly Arg Glu Cys
530 535
Glu Pro Arg Glu Phe Val Glu
545 550
Glu Cys Leu Pro Gln Ala Met
565
Asp

Asn Cys Ile Gln Cys Ala
580

Thr Cys Pro Ala Gly Val
595

Lys

Lys Tyr Ala Asp Ala Gly His
610 615

Thr

Tyr Gly Cys Thr Gly Pro
625 630

Pro Lys Ile Pro Ser Ile Ala
645
Leu Leu Val Val Ala Leu Gly
- 660
Ile
Val

690

Arg

Q

C188140SEQA.docx

Val Arg Lys Arg Thr Leu Arg Arg Leu Leu Gln Glu Arg
675 680

Gln Ala Trp Pro Glu Asn Arg Thr Asp
410 415
Glu Ile lle Arg Gly Arg Thr Lys Gln
425 430

Val Val Ser Leu Asn Ile Thr Ser Leu
440 445

Ile Ser Asp Gly Asp Val Ile 1le Ser
460
Ala Asn Thr Ile Asn Trp Lys Lys Leu
475 480
Thr Lys Ile Ile Ser Asn Arg Gly Glu
450 495

Gln Val Cys His Ala Leu Cys Ser Pro
505 510

Pro Arg Asp Cys Val Ser Cys Arg Asn
520 525

Val Asp Lys Cys Asn Leu Leu Glu Gly
540

Pro

Asn Ser Glu Cys lle Gln Cys His
555 560

Asn Ile Thr Cys Thr Gly Arg Gly Pro
570 575
His Tyr Ile Asp Gly Pro His Cys Val
585 590
Met Gly Glu Asn Asn Thr Leu Val Trp
600 605

Val Cys His Leu Cys His Pro Asn Cys

Gly

Gly Leu Glu Gly Cys Pro Thr Asn
635 640

Thr Gly Met Val Gly Ala Leu Leu Leu
650 655
Arg His

Ile Gly Leu Phe Met Arg Arg
665 670

Glu Leu
685

Glu Pro Leu Thr Pro Ser Gly Glu Ala Pro Asn Gln Ala Leu Leu
695 700

11e Leu Lys Glu Thr Glu Phe Lys Lys Ile Lys Val Leu Gly Ser
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705 710 15 720

Gly Ala Phe Gly Thr Val Tyr Lys Gly Leu Trp 1le Pro Glu Gly Glu
725 730 735

Lys Val Lys Ile Pro Val Ala Ile Lys Glu Leu Arg Glu Ala Thr Ser
740 745 750

Pro Lys Ala Asn Lys Glu Ile Leu Asp Glu Ala Tyr Val Met Ala Ser
755 760 765
Val Asp Asn Pro His Val Cys Arg Leu Leu Gly Tle Cys Leu Thr Ser
770 775 780

Thr Val Gin Leu Ile Thr Gln Leu Met Pro Phe Gly Cys Leu Leu Asp
785 790 795 800

Tyr Val Arg Glu His Lys Asp Asn Ile Gly Ser Gln Tyr Leu Leu Asn
805 810 815

Trp Cys Val Gln Ile Ala Lys Gly Met Asn Tyr Leu Glu Asp Arg Arg
820 825 830

Leu Val His Arg Asp Leu Ala Ala Arg Asn Val Leu Val Lys Thr Pro
835 840 845

Gln His Val Lys Ile Thr Asp Phe Gly Leu Ala Lys Leu Leu Gly Ala
850 855 860

Glu Glu Lys Glu Tyr His Ala Glu Gly Gly Lys Val Pro Ile Lys Trp
865 870 875 880

Met Ala Leu Glu Ser Ile Leu His Arg lle Tyr Thr His Gln Ser Asp
885 890 895

Val Trp Ser Tyr Gly Val Thr Val Trp Glu Leu Met Thr Phe Gly Ser
900 905 910
Lys Pro Tyr Asp Gly Ile Pro Ala Ser Glu Ile Ser Ser 1lle Leu Glu
915 920 925
Lys Gly Glu Arg Leu Pro Gln Pro Pro Ile Cys Thr lle Asp Val Tyr
930 935 940

Met Ile Met Val Lys Cys Trp Met Ile Asp Ala Asp Ser Arg Pro Lys
945 950 955 960

Phe Arg Glu Leu lle Ile Glu Phe Ser Lys Met Ala Arg Asp Pro Gin
965 970 975

Arg Tyr Leu Val Ile Gln Gly Asp Glu Arg Met His Leu Pro Ser Pro
980 985 990

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 Tyr Leu Ile Pro Gln Gln Gly Phe
1010 : 1015 1020
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Phe Ser Ser Pro Ser Thr Ser Arg Thr Pro Leu Leu Ser Ser Leu
1025 1030 1035

Ser Ala Thr Ser Asn Asn Ser Thr Val Ala Cys Ile Asp Arg Asn
1040 1045 1050

Gly Leu Gln Ser Cys Pro Ile Lys Glu Asp Ser Phe Leu Gln Arg
1055 1060 1065

Tyr Ser Ser Asp Pro Thr Gly Ala Leu Thr Glu Asp Ser lle Asp
1070 1075 1080

Asp Thr Phe Leu Pro Val Pro Glu Tyr Ile Asn Gln Ser Val Pro
1085 1090 1095

Lys Arg Pro Ala Gly Ser Val GlIn Asn Pro Val Tyr His Asn Gln
1100 1105 1110

Pro Leu Asn Pro Ala Pro Ser Arg Asp Pro His Tyr Gln Asp Pro
1115 1120 1125

His Ser Thr Ala Val Gly Asn Pro Glu Tyr Leu Asn Thr Val Gln
1130 1135 1140

Pro Thr Cys Val Asn Ser Thr Phe Asp Ser Pro Ala His Trp Ala
1145 1150 1155

Gln Lys Gly Ser His Gln Ile Ser Leu Asp Asn Pro Asp Tyr Gln
1160 1165 1170

Gln Asp Phe Phe Pro Lys Glu Ala Lys Pro Asn Gly Tle Phe Lys
1175 1180 1185

Gly Ser Thr Ala Glu Asn Ala Glu Tyr Leu Arg Val Ala Pro GIn
1190 1195 1200

Ser Ser Glu Phe Ile Gly Ala
1205 1210

‘ <210> 33

<211> 943
<212> PRT

<213> & A

<400> 33
Met Arg Pro Ser 21y Thr Ala Gly Ala Aéa Leu Leu Ala Leu Lgu Ala
1 1 1

Ala Leu Cys Pro Ala Ser Arg Ala Leu Glu Glu Lys Lys Gly Asn Tyr
20 25 30
Val Val Thr Asp His Gly Ser Cys Val Arg Ala Cys Gly Ala Asp Ser
35 40 45

Tyr Glu Met Glu Glu Asp Gly Val Arg Lys Cys Lys Lys Cys Glu Gly
50 55 60

Pro Cys Arg Lys Val Cys Asn Gly lle Gly Ile Gly Glu Phe Lys Asp
65 70 75 80
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Ser Leu Ser Tle Asn Ala Thr Asn Ile Lys His Phe Lys Asn Cys Thr
85 90 95

Ser Ile Ser Gly Asp Leu His Ile Leu Pro Val Ala Phe Arg Gly Asp
100 105 110

Ser Phe Thr His Thr Pro Pro Leu Asp Pro Gln Glu Leu Asp Tle Leu
115 120 125

Lys Thr Val Lys Glu Ile Thr Gly Phe Leu Leu 1lle Gln Ala Trp Pro
130 135 140

Glu Asn Arg Thr Asp Leu His Ala Phe Glu Asn Leu Glu lle lle Arg
145 150 155 160

Gly Arg Thr Lys Gln His Gly Gln Phe Ser Leu Ala Val Val Ser Leu
165 170 175

Asn lle Thr Ser Leu Gly Leu Arg Ser Leu Lys Glu Ile Ser Asp Gly
180 185 190

Asp Val 1le Ile Ser Gly Asn Lys Asn Leu Cys Tyr Ala Asn Thr Tle
195 200 205

Asn Trp Lys Lys Leu Phe Gly Thr Ser Gly Gln Lys Thr Lys Ile Ile
210 215 220

Ser Asn Arg Gly Glu Asn Ser Cys Lys Ala Thr Gly Gln Val Cys His
225 230 235 240

Ala Leu Cys Ser Pro Glu Gly Cys Trp Gly Pro Glu Pro Arg Asp Cys
245 250 255

Val Ser Cys Arg Asn Val Ser Arg Gly Arg Glu Cys Val Asp Lys Cys
260 265 270

Asn Leu Leu Glu Gly Glu Pro Arg Glu Phe Val Glu Asn Ser Glu Cys
275 280 285

Ile Gln Cys His Pro Glu Cys Leu Pro Gln Ala Met Asn 1le Thr Cys
290 295 300

Thr Gly Arg Gly Pro Asp Asn Cys Tle Gln Cys Ala His Tyr Ile Asp
305 310 31§ 320
Gly Pro His Cys Val Lys Thr Cys Pro Ala Gly Val Met Gly Glu Asn
325 330 335
Asn Thr Leu Val Trp Lys Tyr Ala Asp Ala Gly His Val Cys His Leu
340 345 350
Cys His Pro Asn Cys Thr Tyr Gly Cys Thr Gly Pro Gly Leu Glu Gly
355 . 360 365

Cys Pro Thr Asn Gly Pro Lys Ile Pro Ser Ile Ala Thr Gly Met Val
370 375 380

Gly Ala Leu Leu Leu Leu Leu Val Val Ala Leu Gly Ile Gly Leu Phe

C188140SEQA.docx -16 -

0



201623332

385 390 395 400

Met Arg Arg Arg His lle Val Arg Lys Arg Thr Leu Arg Arg Leu Leu
405 410 415

Gln Glu Arg Glu Leu Val Glu Pro Leu Thr Pro Ser Gly Glu Ala Pro
420 425 430

Asn Gln Ala Leu Leu Arg Ile Leu Lys Glu Thr Glu Phe Lys Lys Ile
435 440 445

Lys Val Leu Gly Ser Gly Ala Phe Gly Thr Val Tyr Lys Gly Leu Trp
450 455 460
1le Pro Glu Gly Glu Lys Val Lys Ile Pro Val Ala lle Lys Glu Leu .
465 470 475 480
Arg Glu Ala Thr Ser Pro Lys Ala Asn Lys Glu Ile Leu Asp Glu Ala
485 490 495
. Tyr Val Met Ala Ser Val Asp Asn Pro His Val Cys Arg Leu Leu Gly
500 505 510
Ile Cys Leu Thr Ser Thr Val Gln Leu Ile Thr Gin Leu Met Pro Phe
515 520 525
Gly Cys Leu Leu Asp Tyr Val Arg Glu His Lys Asp Asn Ile Gly Ser
530 535 540
Gln Tyr Leu Leu Asn Trp Cys Val Gln Ile Ala Lys Gly Met Asn Tyr
545 550 555 560
Leu Glu Asp Arg Arg Leu Val His Arg Asp Leu Ala Ala Arg Asn Val
565 570 575
Leu Val Lys Thr Pro Gln His Val Lys Ile Thr Asp Phe Gly Leu Ala
580 585 590
Lys Leu Leu Gly Ala Glu Glu Lys Glu Tyr His Ala Glu Gly Gly Lys
595 600 605

Val Pro lle Lys Trp Met Ala Leu Glu Ser lle Leu His Arg Ile Tyr
610 615 620

Thr His Gln Ser Asp Val Trp Ser Tyr Gly Val Thr Val Trp Glu Leu
625 630 635 640

Met Thr Phe Gly Ser Lys Pro Tyr Asp Gly lle Pro Ala Ser Glu lle
645 650 655
Ser Ser Ile Leu Glu Lys Gly Glu Arg Leu Pro Gln Pro Pro 1le Cys
660 665 670

Thr 1le Asp Val Tyr Met lle Met Val Lys Cys Trp Met Ile Asp Ala
675 680 685

Asp Ser Arg Pro Lys Phe Arg Glu Leu Ile Ile Glu Phe Ser Lys Met
690 695 700
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Ala Arg Asp Pro Gln Arg Tyr Leu Val Ile Gln Gly Asp Glu Arg Met
705 710 715 720

His Leu Pro Ser Pro Thr Asp Ser Asn Phe Tyr Arg Ala Leu Met Asp
725 730 735
Glu Glu Asp Met Asp Asp Val Val Asp Ala Asp Glu Tyr Leu Ile Pro
740 745 750

Gln Gln Gly Phe Phe Ser Ser Pro Ser Thr Ser Arg Thr Pro Leu Leu
755 760 765

Ser Ser Leu Ser Ala Thr Ser Asn Asn Ser Thr Val Ala Cys Ile Asp
770 775 780

Arg Asn Gly Leu Gln Ser Cys Pro Ile Lys Glu Asp Ser Phe Leu Gln
785 790 795 800

Arg Tyr Ser Ser Asp Pro Thr Gly Ala Leu Thr Glu Asp Ser 1le Asp
805 810 815

Asp Thr Phe Leu Pro Val Pro Glu Tyr Ile Asn Gln Ser Val Pro Lys
: 820 825 830

Arg Pro Ala Gly Ser Val Gln Asn Pro Val Tyr His Asn Gln Pro Leu
835 840 845

Asn Pro Ala Pro Ser Arg Asp Pro His Tyr Gln Asp Pro His Ser Thr
850 855 860

Ala Val Gly Asn Pro Glu Tyr Leu Asn Thr Val Gln Pro Thr Cys Val
865 870 875 880

Asn Ser Thr Phe Asp Ser Pro Ala His Trp Ala Gin Lys Gly Ser His
885 890 895

GIn Ile Ser Leu Asp Asn Pro Asp Tyr Gln Gln Asp Phe Phe Pro Lys
900 905 910

Glu Ala Lys Pro Asn Gly Ile Phe Lys Gly Ser Thr Ala Glu Asn Ala
915 920 925

Glu Tyr Leu Arg Val Ala Pro Gln Ser Ser Glu Phe Tle Gly Ala
930 935 940

<210> 34
<211> 645
<212> PRT
Q13> 8 A

<400> 34
Met Arg Pro Ser gly Thr Ala Gly Ala ?éa Leu Leu Ala Leu %gu Ala
1

Ala Leu Cys Pro Ala Ser Arg Ala Leu Glu Glu Lys Lys Val Cys Gln
20 25 30

Gly Thr Ser Asn Lys Leu Thr Gln Leu Gly Thr Phe Glu Asp His Phe
35 40 45
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Leu Ser Leu Gln Arg Met Phe Asn Asn Cys Glu Val Val Leu Gly Asn
50 55 60

Leu Glu Tle Thr Tyr Val GIn Arg Asn Tyr Asp Leu Ser Phe Leu Lys

65 70 75 80

Thr Ile Gln Glu Val Ala Gly Tyr Val Leu Ile Ala Leu Asn Thr Val

85 90 95
Glu Arg Ile Pro Leu Glu Asn Leu Gln Ile 1le Arg Gly Asn Met Tyr
100 105 110
Tyr Glu Asn Ser Tyr Ala Leu Ala Val Leu Ser Asn Tyr Asp Ala Asn
115 120 125

Lys Tgr Gly Leu Lys Glu ng Pro Met Arg Asn Leu Gln Glu Ile Leu

130 )

140

His Gly Ala Val Arg Phe Ser Asn Asn Pro Ala Leu Cys Asn Val Glu

145 150 155 160

‘ Ser Ile Gln Trp Arg Asp lle Val Ser Ser Asp Phe Leu Ser Asn Met
165 170 175

Ser Met Asp Phe Gln Asn His Leu Gly Ser Cys Gln Lys Cys Asp Pro

180 185 190
Ser Cys Pro Asn Gly Ser Cys Trp Gly Ala Gly Glu Glu Asn Cys Gln
195 200 205
Lys Leu Thr Lys lle Ile Cys Ala Gln Gin Cys Ser Gly Arg Cys Arg
210 215 220

Gly Lys Ser Pro Ser Asp Cys Cys His Asn Gln Cys Ala Ala Gly Cys

225 230 235 . 240

Thr Gly Pro Arg Glu Ser Asp Cys Leu Val Cys Arg Lys Phe Arg Asp
245 250 255

. Glu Ala Thr Cys Lys Asp Thr Cys Pro Pro Leu Met Leu Tyr Asn Pro

260 265 270
Thr Thr Tyr GIn Met Asp Val Asn Pro Glu Gly Lys Tyr Ser Phe Gly
275 280 285
Ala Thr Cys Val Lys Lys Cys Pro Arg Asn Tyr Val Val Thr Asp His
290 295 300

Gly Ser Cys Val Arg Ala Cys Gly Ala Asp Ser Tyr Glu Met Glu Glu

305 310 315 320

Asp Gly Val Arg Lys Cys Lys Lys Cys Glu Gly Pro Cys Arg Lys Val
325 330 335

Cys Asn Gly Ile Gly lle Gly Glu Phe Lys Asp Ser Leu Ser 1le Asn
340 345 350

Ala Thr Asn Ile Lys His Phe Lys Asn Cys Thr Ser 1le Ser Gly Asp
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355 360 365

Leu His Ile Leu Pro Val Ala Phe Arg Gly Asp Ser Phe Thr His Thr
370 375 380

Pro Pro Leu Asp Pro Gln Glu Leu Asp Ile Leu Lys Thr Val Lys Glu
385 390 395 400

Ile Thr Gly Phe Leu Leu lle Gin Ala Trp Pro Glu Asn Arg Thr Asp
405 410 415

Leu His Ala Phe Glu Asn Leu Glu Ile Ile Arg Gly Arg Thr Lys Gin
420 425 430

His Gly Gln Phe Ser Leu Ala Va] Val Ser Leu Asn lle Thr Ser Leu
435 440 445

Gly Leu Arg Ser Leu Lys Glu Ile Ser Asp Gly Asp Val lle Ile Ser
450 455 460

Gly Asn Lys Asn Leu Cys Tyr Ala Asn Thr Ile Asn Trp Lys Lys Leu
465 470 475 480

Phe Gly Thr Ser Gly GIn Lys Thr Lys Ile Ile Ser Asn Arg Gly Glu
485 490 495

Asn Ser Cys Lys Ala Thr Gly Gln Val Cys His Ala Leu Cys Ser Pro
500 505 510

Glu Gly Cys Trp Gly Pro Glu Pro Arg Asp Cys Val Ser Cys Arg Asn
515 520 525

Val Ser Arg Gly Arg Glu Cys Val Asp Lys Cys Asn Leu Leu Glu Gly
530 535 540

Glu Pro Arg Glu Phe Val Glu Asn Ser Giu Cys Ile Gln Cys His Pro
545 550 555 560

Glu Cys Leu Pro Gln Ala Met Asn Ile Thr Cys Thr Gly Arg Gly Pro
565 570 575
Asp Asn Cys lle Gln Cys Ala His Tyr lle Asp Gly Pro His Cys Val
580 585 590

Lys Thr Cys Pro Ala Gly Val Met Gly Glu Asn Asn Thr Leu Val Trp
595 600 605

Lys Tyr Ala Asp Ala Gly His Val Cys His Leu Cys His Pro Asn Cys
610 615 620

Thr Tyr Gly Cys Thr Gly Pro Gly Leu Glu Gly Cys Pro Thr Asn Gly
625 630 635 640

Pro Lys Ile Pro Ser
645

<210> 35
<2l1> 1
<212> PRT
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Q13> ATFF

<220>
<221> source

Q23> [iF= " AIFFIZERER © SRAK

<220>

<221> VARIANT

<222> (5)..(5)

<223> /&= TGly, = "His

<220>

<221> VARIANT

<222> (6)..(6)

Q23> /g{R= " Arg, B "Asn,

<220>
<221> misc_feature
<222> (1)..(11)

QB> =T FHIh Y SRS EARNN 2R
h=esde Labds 2l S c

<400> 35
‘ Gly Tyr Ser lle ger Ser Asp Phe Ala ’]I(r)p Asn
1

<210> 36
211> 16
<212> PRT

Q3> AR5

<220>
<221> source

Q23> =T \TRFIZHEE + Sk

<220>

<221> VARIANT

<222> (5)..(5)

<223> /(= TAsn, 5 "Lys

<220>
<221> misc_feature
<222> (1)..(16

)
QB> [F=TFFIREH BRREANN2E
BT b 2 RERE M

‘ <400> 36

Tyr lle Ser Tyr §er Gly Asn Thr Arg }gr Gln Pro Ser Leu Lgs Ser
1 1

<210> 37
211> 7
<212> PRT

<213> ALFF5

<220>
<221> source

Q23> [iF=T NIFFIZER8H © EEAK

<220>
<221> VARIANT
<222> (3)..(3)

Q25> [ER= T Tip

<Q20>
<221> VARIANT
<222> (5)..(5)

<223> /% {t="Leu 3
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<220>

<221> VARIANT
<222 (7). .(7)
<223> /&= "Trp,

<220>
<221> misc_feature
<222 (1)..(1)

Q> [iF= T FFIhs T SRR 28
(VA=RES S Lopg? 2-2ut - St el

<400> 37
?la Ser Arg Gly ghe Pro Tyr

<210> 38
<211> 11
<212> PRT

<213> AILFF5!

<220>
<221> source

23> /E="T ATFFIZERE © SRk

<220>

<221> VARIANT
<2225 (7). .(7)
<223> /&= " Thr

<220>

<221> VARIANT

<222> (8)..(8)

223> F{= "Met , 5 " Ser |

<220>

<221> VARIANT

<222> (10)..(10)
<223> /(= "Vval,

<220>
<221> misc_feature
<222> (1)..dD)

<23 [F= T FIPGH Z SRR R R e
(rE G 2 RERE M

<400> 38
His Ser Ser Gln ésp Ile Asn Tyr Asn %ée Oly
1

<210> 39
Q1> 7
<212> PRT

23> NLFFF

<220>
<221> source

<223> /iF= " A3 ZE0EH © SRRk,

<220>

<221> VARIANT

<222> (3)..(3)

QB> (B = TAla ) B¢ " Ser

<220>

<221> VARIANT
<222> (4)..(4)
<223> = Tlle

<220>
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<221> VARTANT
222> (7). .(7)
Q23> /&%= "His

<220>
<221> misc_feature
<222> (1)..(7)

<223> [iF= T FRFhia Y BARTR AR B A BEAS
I EFRP ZBERELME

<400> 39
?is Gly Thr Ala %eu Asp Asp

<210> 40
<211> 9
<212> PRT

213> ALF5

<220>
<221> source

23> [F=" AIFFIZEREA : SRR,

‘ <220>
<221> VARIANT
<222> (4)..(4)
<223> /E=TAsp,

<220>

<221> VARIANT

<222> (5)..(5)

<223> /Z=TGlu, ¢ MAsp

<220>
<221> misc_feature
<222> (1)..(9)

<223> =T FRFhas 2 SRRTE A A RS
B X 2 BEEELM

<400> 40
Yal Gln Tyr Ala gln Phe Pro Trp Thr

<210> 41
<211> 330
<212> PRT

. Q13> & A

<400> 4]
Ala Ser Thr Lys gly Pro Ser Val Phe ?60 Leu Ala Pro Ser ?gr Lys
1

Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr
20 25 30
Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser
35 40 45
Gly Val His Thr Phe Pro Ala Val Leu GIn Ser Ser Gly Leu Tyr Ser
50 S5 60
Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gln Thr

65 70 15 80

Tyr 1le Cys Asn Val Asn His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 95
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Lys Val Glu Pro Lys Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys
100 105 110
Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro
115 120 125
Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys
130 135 140

Val Val.Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp
145 150 155 160

Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
165 170 175

Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu
180 185 190

His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
195 200 205
Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly
210 215 220

Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu
225 230 235 240

Met Thr Lys Asn GIn Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
245 250 255
Pro Ser Asp Tle Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn
260 265 270

Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe
275 280 285

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn
290 295 300

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr
305 310 315 320

Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
325 330

<210> 42
<211> 330
<212> PRT
Q13> A

<400> 42
Ala Ser Thr Lys gly Pro Ser Val Phe Pao Leu Ala Pro Ser Sgr Lys
1 1 1

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

Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser Gly Ala Leu Thr Ser
35 40 45
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Gly Val
50

Leu Ser

65

Tyr 1le
Lys Val
Pro Ala

Lys Pro
130

Val Val
145

. Tyr Val

Glu Gln
His Gln

Lys Ala
210

Gln Pro
225

Met Thr

. Pro Ser

Asn Tyr

Leu Tyr

250

Val Phe
305

Gln Lys

His Thr Phe Pro Ala Val Leu Gln Ser Ser Gly Leu Tyr Ser
55 60
Ser Val Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gln Thr
70 75 80
Cys Asn Val Asn His Lys Pro Ser Asn Thr Lys Val Asp Lys
85 90 95

Glu Pro Lys Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys
100 105 110

Pro Glu Ala Ala Gly Gly Pro Ser Val Phe Leu Phe Pro Pro
115 120 125

Lys Asp Thr Leu Mgg 1le Ser Arg Thr ?28 Glu Val Thr Cys
]

Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp
150 155 160

Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
165 170 175

Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu
180 185 190

Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
195 200 205

Leu Pro Ala Pro Ile Glu Lys Thr ile Ser Lys Ala Lys Gly
215 220

Arg Glu Pro GIn Val Tyr Thr Leu Pro Pro Ser Arg Glu Glu
230 235 240

Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
245 250 255
Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn
260 265 270

Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe
215 280 285

Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn
295 300

Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr
310 315 320

Ser Leu Ser Leu Ser Pro Gly Lys
325 330

<210> 43
<211> 107
<212> PRT

213> FA
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<400> 43
?rg Thr Val Ala éla Pro Ser Val Phe {6e Phe Pro Pro Ser A;p Glu
1

Gln Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe
20 25 30
Tyr Pro Arg Glu Ala Lys Val Gin Trp Lys Val Asp Asn Ala Leu Gln
35 40 45
Ser Gly Asn Ser Gln Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser
50 55 60
Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu
65 70 75 30

Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser
85 90 95

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
100 105

<210> 44
<211> 105
<212> PRT
Q213> B A

<400> 44
Gln Pro Lys Ala é]a Pro Ser Val Thr Lgu Phe Pro Pro Ser Ser Glu
1 1 15

Glu Leu Gln Ala Asn Lys Ala Thr Leu Val Cys Leu Ile Ser Asp Phe
20 25 30
Tyr Pro Gly Ala Val Thr Val Ala Trp Lys Ala Asp Ser Ser Pro Val
35 40 45
Lys Ala Gly Val Glu Thr Thr Thr Pro Ser Lys Gln Ser Asn Asn Lys
50 55 60
Tyr Ala Ala Ser Ser Tyr Leu Ser Leu Thr Pro Glu Gin Trp Lys Ser
65 70 75 80
His Arg Ser Tyr Ser Cys Gln Val Thr His Glu Gly Ser Thr Val Giu
85 90 95

Lys Thr Val Ala Pro Thr Glu Cys Ser
100 105

<210> 45
Q211> 16
<212> PRT
QLB BA

<400> 45
Cys Gly Ala Asp ger Tyr Glu Met Glu Géu Asp Gly Val Arg %gs Cys
1 1

210> 46
<211> 350
<212> PRT
213> A
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<400> 46

Leu Glu Glu Lys %ys Gly Asn Tyr Val Ysl Thr
1

Val Arg Ala
Arg Lys Cys
35

lle

Ile
65

Lys His

Leu Pro Val

Asp Pro Gln

Phc Leu Leu

115

Phc
130

Phe
145

Ser Leu
Ser Leu Lys
Leu Cys

Asn

Gly Gln
195

Ser

Ala Thr
210

Lys

Trp Gly Pro
225

Gly Arg Glu Cys Val Asp Lys Cys Asn
245
Glu Phe Val Glu Asn Ser Glu Cys Ile
260
Pro Gln Ala Met Asn Tle Thr Cys Thr
275
1le Gln Cys Ala His Tyr Ile Asp Cly
290 295

Pro Ala Gly Val Met Gly Glu Asn Asn
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Cys Gly
20

Lys Lys

Gly Ile Gly Glu Phe Lys Asp Ser
50 55

Phe Lys
Ala Phe

85
Glu Leu
100

Ile Gln

Glu Asn Leu Glu Ile {%g Arg Gly

Ala Val

Glu Ile
165

Tyr Ala
180
Lys Thr

Gly Gln

Glu Pro

Ala Asp Ser ;gr Glu Met

Cys Glu Gly Pro Cys Arg
40

Leu Ser

Ile Ser

Asn Cys Thr Ser
70 75

Phe Thr
90

Arg Gly Asp Ser
Asp Ile Leu Lys Thr Val
105
Ala Trp Pro Glu Asn Arg
120

Arg Thr

Val Ser Leu Asn
150

Ile Thr
155

Val Tle
170

Ser Asp Gly Asp

Asn Thr Ile Asn
185

Trp Lys
Asn Arg

Lys Ile Ile Ser
200

Val Cys His Ala
215

Leu Cys

Ser Cys

Arg Asp Cys Val
230 235

Leu Leu
250

Gln Cys
265

Gly Arg
280

Pro His

Thr Leu

Asp His Gly ?gr Cys
Glu Glu Asp Gly Val
30
Lys Val Cys Asn Gly

45
Ile Asn Ala Thr Asn
60
Gly Asp Leu His lle
80
His Thr Pro Pro Leu
95
Lys Glu Ile Thr Gly
110
Thr Asp Leu His Ala
125
Lys Gln His Gly Gln

140
Ser Leu Gly Leu Arg
160
Ile Ser Gly Asn Lys
175
Lys Leu Phe Gly Thr
190
Gly Glu Asn Ser Cys
205
Ser Pro Glu Gly Cys
220
Arg Asn Val Ser Arg
240
Glu Gly Glu Pro Arg
255
His Pro Glu Cys Leu
270
Gly Pro Asp Asn Cys
285

Cys Val Lys Thr Cys
300

Val Trp Lys Tyr Ala
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305

Asp Ala Gly His Val

325

Cys Thr Gly Pro Gly
340

210> 47
<211> 525
<212> PRT
213> FA

<400> 47
Met Arg Pro Ser gly
]

Ala Leu Cys Pro Ala
20
Gly Thr Ser Asn Lys
35
Leu Ser Leu Gln Arg
50
Leu Glu Ile Thr Tyr
65
Thr Tle Gin Glu Val
85
Glu Arg Ile Pro Leu
100
Tyr Glu Asn Ser Tyr
115
Lys Thr Gly Leu Lys
130
His Gly Ala Val Arg

145

Ser Ile Gln Trp Arg
165

Ser Met Asp Phe Gln
180
Ser Cys Pro Asn Gly
195

Lys Leu Thr Lys Tle
210

Gly Lys Ser Pro Ser
225

Thr Gly Pro Arg Glu
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310

Cys His Leu Cys

Leu Glu Gly Cys
345

Thr Ala Gly Ala

Ser Arg Ala Leu

25

Leu Thr Gln Leu
40

Met Phe Asn Asn
55

Val Gln Arg Asn
70
Ala Gly Tyr Val

Glu Asn Leu Gln
105

Ala Leu Ala Val
120

Glu Leu Pro Met
135

Phe Ser Asn Asn

150

Asp 1le Val Ser

Asn His Leu Gly
185

Ser Cys Irp Gly

200
1le Cys Ala Gln
215

Asp Cys Cys His
230

Ser Asp Cys Leu

315 320

His Pro Asn Cys Thr Tyr Gly
330 335

Pro Thr Asn Gly Pro
350

Ala Leu Leu Ala Leu Leu Ala
10 15
Glu Glu Lys Lys Val Cys GIn
30
Gly Thr Phe Glu Asp His Phe
45
Cys Glu Val Val Leu Gly Asn
} 60
Tyr Asp Leu Ser Phe Leu Lys
75 80
Leu Ile Ala Leu Asn Thr Val
90 95
Ile 1le Arg Gly Asn Met Tyr
110
Leu Ser Asn Tyr Asp Ala Asn
125
Arg Asn Leu Gln Glu Ile Leu
140

Pro Ala Leu Cys Asn Val Glu
155 160

Ser Asp Phe Leu Ser Asn Met
170 175
Ser Cys Gln Lys Cys Asp Pro
190
Ala Gly Glu Glu Asn Cys Gln
205
Gln Cys Ser Gly Arg Cys Arg
220

Asn Gln Cys Ala Ala Gly Cys
235 240

Val Cys Arg Lys Phe Arg Asp
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245 250 255

Glu Ala Thr Cys Lys Asp Thr Cys Pro Pro Leu Met Leu Tyr Asn Pro
260 265 270

Thr Thr Tyr Gln Met Asp Val Asn Pro Glu Gly Lys Tyr Ser Phe Gly
275 280 285

Ala Thr Cys Val Lys Lys Cys Pro Arg Asn Tyr Val Val Thr Asp His
290 295 300

Gly Ser Cys Val Arg Ala Cys Gly Ala Asp Ser Tyr Glu Met Glu Glu
305 310 315 320

Asp Gly Val Arg Lys Cys Lys Lys Cys Glu Gly Pro Cys Arg Lys Val
325 330 335

Cys Asn Gly Ile Gly Ile Gly Glu Phe Lys Asp Ser Leu Ser lle Asn
340 345 350

‘ Ala Thr Asn Tle Lys His Phe Lys Asn Cys Thr Ser 1le Ser Gly Asp
355 360 365

Leu His Tle Leu Pro Val Ala Phe Arg Gly Asp Ser Phe Thr His Thr
370 375 380

Pro Pro Leu Asp Pro Gln Glu Leu Asp Ile Leu Lys Thr Val Lys Glu
385 390 395 400

Ile Thr Gly Phe Leu Leu Ile Gln Ala Trp Pro Glu Asn Arg Thr Asp
405 410 415

Leu His Ala Phe Glu Asn Leu Glu Ile Ile Arg Gly Arg Thr Lys Gln
420 425 430

His Gly Gln Phe Ser Leu Ala Val Val Ser Leu Asn Ile Thr Ser Leu
435 440 445

Gly Leu Arg Ser Leu Lys Glu lle Ser Asp Gly Agg val Ile Ile Ser
4

‘ 450 455

Gly Asn Lys Asn Leu Cys Tyr Ala Asn Thr Ile Asn Trp Lys Lys Leu
465 470 475 480

Phe Gly Thr Ser Gly Gln Lys Thr Lys Ile Ile Ser Asn Arg Gly Glu
485 490 495

Asn Ser Cys Lys Ala Thr Gly Gln Val Cys His Ala Leu Cys Ser Pro
500 505 510

Glu Gly Cys Trp Gly Pro Glu Pro Arg Asp Cys Val Ser
515 520 525

<210> 48
Q11> 452
<212> PRT

23> NLFF

<220>
<221> source
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<223%> [F=T ALFFIZERA - SREEEK

<400> 48
Gln Val Gln Leu %ys Gln Ser
1

Ser Leu Ser %6e Thr Cys Thr

Gly Val g;s Trp Val Arg Gln

Gly Val lle Trp Ser Gly Gly
S0 S5

Ser

Arg Leu Ser Ile Asn Lys
65 70

Lys Met Asn Ser %gu Gln Ser

Arg Ala Leu Thr Tyr Tyr Asp
100

Thr Leu Y?é Thr Val Ser Ala

Leu Ala Pro Ser Ser Lys
130 135

Pro

Gly Cys Leu Val Lys Asp Tyr
145 150

Asn Ser Gly Ala Leu Thr Ser
165

Gln Ser Ser Gly Leu Tyr Ser
180

Ser Ser Leu Gly Thr Gln Thr

195

Ser Asn Thr Lys Val Asp Lys
210

215

Cys

Asp Lys Thr His Thr Cys
225 230

Gly Gly Pro Ser Val Phe Leu
245

Met Ile Ser Arg Thr Pro Glu
260

His Glu Asp Pro Glu Val Lys

275

Val His Asn Ala Lys Thr Lys
295

290
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Gly Pro Gly Leu Val Gln Pro Ser Gln
10 15

Val Ser Gly Phe Ser Leu

Thr Asn Tyr
25 30

Ser Pro Gly Lys Gly Leu Glu Trp Leu
40 45

Asn Thr Asp Tyr gan Thr Pro Phe Thr
Asp Asn Ser Lys Ser Gln Val Phe Phe

75 80
Asn Asp Thr Ala Ile Tyr Tyr Cys Ala
90 95
Tyr Glu Phe Ala Tyr Trp Gly Gln Gly
105 110
Ala Ser Thr Lys Gly Tag Ser Val Phe

120

Ser Thr Ser Gly ?Ag Thr Ala Ala Leu

Phe Pro Glu Pro Val Thr Val Ser Trp
155 160

Ala Val Leu

Gly Val His Thr Phe Pro
170 175

Val Pro Ser

Leu Ser Ser Val Val Thr
185 190

Tyr 1le Cys Asn Val Asn
200 205

His Lys Pro

Arg Val Glu Pro Lys Ser Pro Lys Ser
220

Glu Leu Leu

Pro Pro Cys Pro Ala Pro
235 240

Asp Thr Leu

Phe Pro Pro Lys Pro Lys
250 255

Val Thr Cys Val Val Val
265

Asp Val Ser
270

Phe Asn Trp Tyr Val Asp Gly Val Glu
280 285
Asn Ser Thr

Pro Arg Glu Glu Gln Tyr
300
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Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gin Asp Trp Leu Asn
305 310 315 320
Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro
325 330 335
Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gin
340 345 350

Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val
355 360 365

Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val
370 375 380

Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro
385 390 395 400

Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr
405 410 415
‘ Val Asp Lys Ser Arg Trp Gln GIn Gly Asn Val Phe Ser Cys Ser Val
420 425 430
Met His Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser Leu Ser Leu
435 440 445

Ser Pro Gly Lys
450

<210> 49
<211> 213
<212> PRT

213> A5

<220>
<221> source

Q23> [F=T NITFFIZEREE « SRFRK
<400> 49
Asp Ile Leu Leu ghr Gln Ser Pro Val }ée Leu Ser Val Ser ?go Gly
]
Glu Arg Val Ser Phe Ser Cys Arg Ala Ser Gln Ser lle Gly Thr Asn
20 25 30
I1e His Trp Tyr Gln Gln Arg Thr Asn Gly Ser Pro Arg Leu Leu Ile
35 40 45
Lys Tyr Ala Ser Glu Ser Ile Ser Gly Ile Pro Ser Arg Phe Ser Gly
50 55 60
Ser Gly Ser Gly Thr Asp Phe Thr Leu Ser Ile Asn Ser Val Glu Ser
65 70 75 80

Glu Asp Ile Ala Asp Tyr Tyr Cys Gln Gln Asn Asn Asn Trp Pro Thr
85 90 95

Thr Phe Gly Ala Gly Thr Lys Leu Glu Leu Lys Arg Thr Val Ala Ala
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100 105 110

Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln Leu Lys Ser Gly
115 120 125

Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala

130 135 140

Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln Ser Gly Asn Ser Gln

145 150 155 160

Glu Ser Val Thr Glu Gin Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser

165 170 ‘175
Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val Tyr
180 185 190

Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro Val Thr Lys Ser

195 200 205

Phe Asn Arg Gly Ala
210

<210> 50
211> 116
<212> PRT

Q13> A TFI

<220>
<221> source

<N fE=T A\TFIIZHRHE - SFHK

<400> 50
?lu Val Gln Leu gln Glu Ser Gly Pro ?éy Leu Val Lys Pro ?gr Gln

Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Tyr Ser lle Ser Ser Asp
20 25 30
Phe Ala Trp Asn Trp Ile Arg Gin Pro Pro Gly Lys Gly Leu Glu Trp
35 40 45
Met Gly Tyr 1lle Ser Tyr Ser Gly Asn Thr Arg Tyr Gln Pro Ser Leu
50 55 60
Lys Ser Arg 1le Thr Ile Ser Arg Asp Thr Ser Lys Asn Gln Phe Phe
65 70 75 80
Leu Lys Leu Asn Ser Val Thr Ala Ala Asp Thr Ala Thr Tyr Tyr Cys
85 90 95
Val Thr Ala Gly Arg Gly Phe Pro Tyr Trp Gly Gln Gly Thr Leu Val
100 105 110
Thr Val Ser Ser
115

<210> 51
<211> 107
<212> PRT

Q213> A L5
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<220>
<22]1> source

Q23> /F=" AIFFIZERE : 8FKFAK,

<400> 51
Asp Ile Gln Met Thr Gln Ser Pro Ser §8r Met Ser Val Ser Vgl Gly
1 5 1

Asp Arg Val Thr Ile Thr Cys His Ser Ser Gin Asp Ile Asn Ser Asn
20 25 30
Leu Gly Trp Leu Gln Gln Lys Pro Gly Lys Ser Phe Lys Gly Leu lle
35 40 45 )
Tyr His Gly Ser Asn Leu Asp His Gly Val Pro Ser Arg Phe Ser Gly
50 55 60
Ser Gly Ser Gly Thr Asp Tyr Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80
Glu Asp Phe Ala Thr Tyr Tyr Cys Val Gln Tyr Asp Gln Phe Pro Trp
' 85 90 95
Thr Phe Gly Gly Gly Thr Lys Leu Glu lle Lys
100 105

<210> 52

<211> 116
<212> PRT
<213> AR5

<220>
<221> sour

ce
<223> =T A\LFFIZEREA « BB
<400> 52
Glu Val Gln Leu Gln Glu Ser Gly Pro Gly Leu Val Lys Pro Ser Gln
1 b 10 15
Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Tyr Ser lle Ser Arg Asp
20 25 30
. Phe Ala Trp Asn Trp Ile Arg Gln Pro Pro Gly Lys Gly Len Glu Trp
35 40 45
Met Gly Tyr 1le Ser Tyr Ser Gly Asn Thr Arg Tyr Gln Pro Ser Leu
50 55 60
Lys Ser Arg Ile Thr Ile Ser Arg Asp Thr Ser Lys Asn Gln Phe Phe
65 70 75 80
Leu Lys Leu Asn Ser Val Thr Ala Ala Asp Thr Ala Thr Tyr Tyr Cys
85 90 95
Val Thr Ala Ser Arg Gly Phe Pro Tyr Trp Gly GIn Gly Thr Leu Val
100 105 )|

10

Thr Val Ser Ser
115
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<210> 53
<211> 107
<212> PRT

Q23> ATF3

<220>
<221> source

<223> fiF=T ATF¥IZER8 © SRR

<400> 53

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

1 5 "10 15

Asp Arg Val Thr Ile Thr Cys His Ser Ser Gln Asp lle Asn Ser Asn

20 25 30
Ile Gly Trp Leu Gln GlIn Lys Pro Gly Lys Ser Phe Lys Gly Leu 1le
35 40 45
Tyr His Gly Thr Asn Leu Asp Asp Gly Val Pro Ser Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Tyr Thr Leu Thr Ile Ser Ser Leu Gin Pro

65 70 75 80

Glu Asp Phe Ala Thr Tyr Tyr Cys Val Gln Tyr Ala Gln Phe Pro Trp
85 90 95

Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys
100 105

<210> 54
211> 116
<212> PRT

<213> AR5

<220>
<221> source

<23 fE=T \TFFIZH | SRS

<400> 54 .

Glu Val Gln Leu Gin Glu Ser Gly Pro Gly Leu Val Lys Pro Ser Gln
1 5 10 15

Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Tyr Ser lle Gly Lys Asp

20 25 30
Phe Ala Trp Asn Trp Ile Arg Gln Pro Pro Gly Lys Gly Leu Glu Trp
35 40 45
Met Gly Tyr Ile Ser Tyr Asn Gly Asn Thr Arg Tyr Gln Pro Ser Leu
50 55 60

Lys Ser Arg 1le Thr 1le Ser Arg Asp Thr Ser Lys Asn Gln Phe Phe
65 70 75 , 80

Leu Lys Leu Asn Ser Val Thr Ala Ala Asp Thr Ala Thr Tyr Tyr Cys
85 90 95

Val Thr Ala Ser Arg Gly Leu Pro Tyr Trp Gly Gln Gly Thr Leu Val
100 105 110
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Thr Val Ser Ser
115

<210> 55

<211> 107
<212> PRT
213> A5

<220>
<221> source

223> [F=T ATFFIZE8E « SRSk
<400> 55
?sp Ile Gln Met ghr Gln Ser Pro Ser ?gr Met Ser Val Ser Ygl Gly
Asp Arg Val Thr Ile Thr Cys His Ser Ser Gln Asp Ile Thr Tyr Asn
20 25 30
Ile Gly Trp Leu Gln Gln Lys Pro Gly Lys Ser Phe Lys Gly Leu Ile
35 40 45
. Tyr His Gly Ala Asn Leu Asp Asp Gly Val Pro Ser Arg Phe Ser Gly
50 55 60
Ser Gly Ser Gly Thr Asp Tyr Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80
Glu Asp Phe Ala Thr Tyr Tyr Cys Val Gln Tyr Asp Glu Phe Pro Trp
8s 90 95

Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys
100 105

<210> 56
<211> 116
<212> PRT

23> NILF%I

<220>
<221> source

23> fiF=T ALFFIZERE : RSk
. <400> 56
?lu Val Gln Leu gln Glu Ser Gly Pro ?éy Leu Val Lys Pro ?gr Gln
Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Tyr Ser Ile Gly Lys Asp
20 25 30
Phe Ala Trp Asn Trp lle Arg Gln Pro Pro Gly Lys Gly Leu Glu Trp
35 40 45
Met Gly Tyr Ile Ser Tyr Ser Gly Asn Thr Arg Tyr Gln Pro Ser Leu
50 55 60

Lys Ser Arg Ile Thr Ile Ser Arg Asp Thr Ser Lys Asn Gln Phe Phe
65 70 75 80

Leu Lys Leu Asn Ser Val Thr Ala Ala Asp Thr Ala Thr Tyr Tyr Cys
85 90 95
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Val Thr Ala Ser Arg Gly Leu Pro Tyr Trp Gly Gin Gly Thr Leu Val
100 105 110

Thr Val Ser Ser
115

210> 57

<211> 107
<212> PRT
Q213> AL

<220>
<221> source

223> /F=" NLFFFIZERE © SRR

<400> 57

Asp 1le Gln Met Thr Gln Ser Pro Ser Ser Met Ser Val Ser Val Gly

1 5 10 15

Asp Arg Val Thr Ile Thr Cys His Ser Ser Gln Asp Ile Thr Tyr Asn

20 25 30
1le Gly Trp Leu Gln Gln Lys Pro Gly Lys Ser Phe Lys Gly Leu lle
35 40 45
Tyr His Gly Ala Asn Leu Asp Asp Gly Val Pro Ser Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Tyr Thr Leu Thr Ile Ser Ser Leu Gln Pro

65 70 75 80

Glu Asp Phe Ala Thr Tyr Tyr Cys Val Gln Tyr Asp Glu Phe Pro Trp
&5 90 95

Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys
100 105

<210> 58

Q211> 116
<212> PRT
Q213> AL

<220>
<221> source

Q23> [F=" ATFFIZE080 - BRREHRK

<400> 58

Glu Val Gin Leu g]n Glu Ser Gly Pro ?éy Leu Val Lys Pro ?gr Gln

]

Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Tyr Ser lle Gly Lys Asp

20 25 30

Phe Ala Trp Asn Trp Ile Arg Gln Pro Pro Gly Lys Gly Leu Glu Trp

35 40 45

Met Gly Tyr Ile Ser Tyr Asn Gly Asn Thr Arg Tyr Gln Pro Ser Leu
50 55 60

Lys Ser Arg Ile Thr lle Ser Arg Asp Thr Ser Lys Asn Gln Phe Phe
65 70 75 80
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Leu Lys Leu Asn Ser Val Thr Ala Ala Asp Thr Ala Thr Tyr Tyr Cys
85 90 95
Val Thr Ala Ser Arg Gly Leu Pro Tyr Trp Gly GIn Gly Thr Leu Val
100 105 110

Thr Val Ser Ser
115

<210> 59
<211> 107
<212> PRT

Q213> ATEF

<220>
<221> source

D3> pp= T \TRFIZIRG SRS

<400> 59
?sp Ile Gln Met ghr Gln Ser Pro Ser Sgr Met Ser Val Ser Ygl Gly
1

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

Val Gly Trp Leu Gln Gln Lys Pro Gly Lys Ser Phe Lys Gly Leu Ile

35 40 45
Tyr His Gly Ser Asn Leu Asp His Gly Val Pro Ser Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Tyr Thr Leu Thr Tle Ser Ser Leu Gln Pro

65 70 75 80

Glu Asp Phe Ala Thr Tyr Tyr Cys Val Gln Tyr Asp Asp Phe Pro Trp

85 90 95

Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys
100 105

<210> 60

<211> 116

‘ <212> PRT

23> A5

<220>
<221> source

023> =T NTHFIZRE | SRS,

<400> 60
?lu Val Gln Leu g]n Glu Ser Gly Pro ?6y Leu Val Lys Pro Sgr Gln
v 1

Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Tyr Ser 1le Gly Arg Asp
20 25 30
Phe Ala Trp Asn Trp Ile Arg Gln Pro Pro Gly Lys Gly Leu Glu Trp
35 40 45

Met Gly Tyr 1le Ser Tyr Ser Gly Asn Thr Arg Tyr Gln Pro Ser Leu
50 55 60

C188140SEQA.docx -37-



201623332

Lys Ser Arg 1le Thr Ile Ser Arg Asp Thr Ser Lys Asn Gln Phe Phe
65 70 75 80

Leu Lys Leu Asn Ser Val Thr Ala Ala Asp Thr Ala Thr Tyr Tyr Cys

85 90 95 '

Val Thr A]é Ser Arg Gly Phe Pro Tyr Trp Gly Gln Gly Thr Leu Val
100 105 110

Thr Val Ser Ser
115

<210> 61
<211> 107
<212> PRT

Q1% AT

Q20>
<22}> source

<223 fiF=T AIFFIZERE SRk

<400> 61
Asp Ile Gln Met ghr Gln Ser Pro Ser §8r Met Ser Val Ser Vg] Gly
1 1

Asp Arg Val Thr lle Thr Cys His Ser Ser Gln Asp Ile Thr Tyr Asn
20 25 30
Val Gly Trp Leu Gln Gln Lys Pro Gly Lys Ser Phe Lys Gly Leu lle
35 40 45
Tyr His Gly Ser Asn Leu Asp His Gly Val Pro Ser Arg Phe Ser Gly
50 55 60
Ser Gly Ser Gly Thr Asp Tyr Thr Leu Thr lle Ser Ser Leu Gin Pro
65 70 75 80
Glu Asp Phe Ala Thr Tyr Tyr Cys Val Gln Tyr Asp Asp Phe Pro Trp
85 90 95
Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys
100 105

210> 62
<211> 116
<212> PRT

<2U> AIFF

<220>
<221> source

223> fiE= T ATFFIZIRE : SR,

<400> 62
Glu Val Gln Leu Gln Glu Ser Gly Pro Géy Leu Val Lys Pro Sgr Gln
1 5 1 1

Thr Leu Ser %eu Thr Cys Thr Val ggr Gly Tyr Ser Ile géy Lys Asp
0

Phe Ala Trp Asn Trp lle Arg Gln Pro Pro Gly Lys Gly Leu Glu Trp
35 40 45
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Met Gly Tyr Ile Ser Tyr Asn Gly Asn Thr Arg Tyr Gln Pro Ser Leu
50 55 60
Lys Ser Arg Ile Thr 1le Ser Arg Asp Thr Ser Lys Asn Gln Phe Phe
65 70 75 80
Leu Lys Leu Asn Ser Val Thr Ala Ala Asp Thr Ala Thr Tyr Tyr Cys
85 90 95
Val Thr Ala Ser Arg Gly Phe Pro Tyr Trp Gly Gln Gly Thr Leu Val
100 105 110

Thr Val Ser Ser
115

<210> 63
<211> 107
<212> PRT

Q3> ATFFI
<220>

<221> source
Q@ 3 rmnizmm amsn,

<400> 63

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

1 5 10 15

Asp Arg Val Thr lle Thr Cys His Ser Ser Gln Asp Ile Thr Tyr Asn

20 25 30
Val Gly Trp Leu Gln Gln Lys Pro Gly Lys Ser Phe Lys Gly Len lle
35 40 45
Tyr His Gly Ser Asn Leu Asp His Gly Val Pro Ser Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Tyr Thr Leu Thr lle Ser Ser Leu Gln Pro

65 70 75 80

Glu Asp Phe Ala Thr Tyr Tyr Cys Val Gin Tyr Asp Asp Phe Pro Trp
‘ 85 90 95

Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys
100 105

<210> 64
211> 116
<212> PRT

Q213> ATFY

<220>
<221> source

<U3> px= T NIFFIZIRE SRS

<400> 64
?1u Val Gln Leu gln Glu Ser Gly Pro Géy Leu Val Lys Pro Sgr Gln
1 1

Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Tyr Ser lle Ser Asn Asp
20 25 30
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Phe Ala Trp Asn Trp Ile Arg Gln Pro Pro Gly Lys Gly Leu Glu Trp
35 40 45
Met Gly Tyr Ile Ser Tyr Lys Gly Asn Thr Arg Tyr Gln Pro Ser Leu
50 55 60
Lys Ser Arg Ile Thr Ile Ser Arg Asp Thr Ser Lys Asn Gln Phe Phe
635 70 75 80
Leu Lys Leu Asn Ser Val Thr Ala Ala Asp Thr Ala Thr Tyr Tyr Cys
85 90 95
Val Thr Ala Ser Arg Gly Phe Pro Trp Trp Gly Gln Gly Thr Leu Val
100 105 110

Thr Val Ser Ser
115

<210> 65
<211> 107
<212> PRT

23> ATFFI

<220>
<221> source

QP =T NTFFIZRE : SRS

<400> 65
Asp 1le Gln Met ghr Gln Ser Pro Ser §8r Met Ser Val Ser Ygl Gly
1

Asp Arg Val Thr Ile Thr Cys His Ser Ser Gln Asp Ile Asn Ser Asn
20 25 30
1le Gly Trp Leu Gln Gln Lys Pro Gly Lys Ser Phe Lys Gly Leu Ile
35 40 45
Tyr His Gly Thr Asn Leu Asp Asp Gly Val Pro Ser Arg Phe Ser Gly
50 55 60
Ser Gly Ser Gly Thr Asp Tyr Thr Leu Thr 1lle Ser Ser Leu Gln Pro
65 70 75 80
Glu Asp Phe Ala Thr Tyr Tyr Cys Val Gln Tyr Ala Gln Phe Pro Trp
85 20 95
Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys
100 105

<210> 66
211> 116
<212> PRT

213> A7

<220>
<221> source

<3 fx=T ATFFIZRH : SRS

<400> 66
Glu Val Gln Leu gln Glu Ser Gly Pro ?6y Leu Val Lys Pro ?gr Gln
1
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Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Tyr Ser Ile Ser Ser Asp
20 25 30

Phe Ala Trp Asn Trp Ile Arg Gln Pro Pro Gly Lys Gly Leu Glu Trp

35 40 45
Met Gly Tyr Tle Ser Tyr Ser Gly Asn Thr Arg Tyr Gln Pro Ser Leu
50 55 60

Lys Ser Arg lle Thr Ile Ser Arg Asp Thr Ser Lys Asn Gln Phe Phe

65 70 75 80

Leu Lys Leu Asn Ser Va] Thr Ala Ala Asp Thr Ala Thr Tyr Tyr Cys

85 90 95

Val Thr Ala Gly Arg Gly Phe Pro Tyr Trp Gly GIn Gly Thr Leu Val

100 105 110

Thr Val Ser Ser
115

‘ 210> 67

<211> 107
<212>

PRT
<A3> AR5

<220>
<221> source

D3> o T ATREFIZINN SRS

<400> 67
Asp Tle Gln Met ;hr Gln Ser Pro Ser Sgr Met Ser Val Ser V;] Gly
1 1 ]

Asp Arg Val Thr Ile Thr Cys His Ser Ser Gln Asp 1le Asn Ser Asn
20 25 30
Ile Gly Trp Leu Gln Gln Lys Pro Gly Lys Ser Phe Lys Gly Leu lle
35 40 . 45
Tyr His Gly Thr Asn Leu Asp Asp Gly Val Pro Ser Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Tyr Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80

Glu Asp Phe Ala Thr Tyr Tyr Cys Val Gln Tyr Glu GIn Phe Pro Trp
85 90 95
Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys
100 105

<210> 68
Q11> 116
<212> PRT

23> AILFF!

Q20>
<221> source

Q> fx= T NTFFIZHRE - SRS,

<400> 68
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Glu Val Gln Leu Gin Glu Ser Gly Pro Gly Leu Val Lys Pro Ser Gln

1 5 10 15

Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Tyr Ser lle Ser Ser Asp
20 25 30

Phe Ala Trp Asn Trp Jle Arg Gln Pro Pro Gly Lys Gly Leu Glu Trp

35 40 45
Met Gly Tyr Ile Ser Tyr Ser Gly Asn Thr Arg Tyr Gln Pro Ser Leu
50 55 60

Lys Ser Arg lle Thr lle Ser Arg Asp Thr Ser Lys Asn Gln Phe Phe

65 70 75 80

Leu Lys Leu Asn Ser Val Thr Ala Ala Asp Thr Ala Thr Tyr Tyr Cys

85 90 95

Val Thr Ala Gly Arg Gly Phe Pro Tyr Trp Gly Gln Gly Thr Leu Val

100 105 110

Thr Val Ser Ser
115

<210> 69
<211> 107
<212> PRT

<23 AT

<220>
<221> source

<U> fx= T AIFFIZHEA SRSk

<400> 69
Asp Ile Gln Met ghr Gln Ser Pro Ser §8r Met Ser Val Ser Vgl Gly
1 1

Asp Arg Val Thr lle Thr Cys His Ser Ser Gin Asp lle Asn Ser Asn
20 25 30
Leu Gly Trp Leu Gln Gln Lys Pro Gly Lys Ser Phe Lys Gly Leu Ile
35 40 45
Tyr His Gly Ala '‘Asn Leu His Asp Gly Val Pro Ser Arg Phe Ser Gly
50 55 60
Ser Gly Ser Gly Thr Asp Tyr Thr Leu Thr Ile Ser Ser Leu Gin Pro
65 70 75 80
Glu Asp Phe Ala-Thr Tyr Tyr Cys Val Gln Tyr Ala Glu Phe Pro Trp
&S . 90 95
Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys
100 105

<210> 70
<211> 116
<212> PRT

213> ALF%I

<220>
<221> source
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<223> iF=T AILFFIZERE © SRRk,
<400> 70
Glu Val Gln Leu Gln Glu Ser Gly Pro Gly Leu Val Lys Pro Ser Gln
] 5 10 15
Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Tyr Ser lle Ser His Asp
20 25 30
Phe Ala Trp Asn Trp Ile Arg Gln Pro Pro Gly Lys Gly Leu Glu Trp
35 40 45
Met Gly Tyr Ile Ser Tyr Asn Gly Asn Thr Arg Tyr Gln Pro Ser Leu
50 55 60
Lys Ser Arg Ile Thr Ile Ser Arg Asp Thr Ser Lys Asn Gln Phe Phe
65 70 75 80
Leu Lys Leu Asn Ser Val Thr Ala Ala Asp Thr Ala Thr Tyr Tyr Cys
85 90 95
. Val Thr Ala Ser Trp Gly Leu Pro Trp Trp Gly Gln Gly Thr Leu Val
100 105 110
Thr Val Ser Ser

15

<210> 71
<L21l> 107
212>

PRT
Q13> ALFF

<220>
<221> source

Q3> fx=" ATFFIZIRE : ERZEK

<400> 71
Asp Ile Gln Met ghr Gln Ser Pro Ser Sgr Met Ser Val Ser Vgl Gly
1 1 ]

Asp Arg Val Thr Ile Thr Cys His Ser Ser Gln Asp Tle Asn Met Asn
‘ 20 25 30
Val Gly Trp Leu GIn GIn Lys Pro Gly Lys Ser Phe Lys Gly Leu Ile
35 40 45
Tyr His Gly Ala Ile Leu Asp Asp Gly Val Pro Ser Arg Phe Ser Gly
50 55 60
Ser Gly Ser Gly Thr Asp Tyr Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80
Glu Asp Phe Ala Thr Tyr Tyr Cys Val Gln Tyr Ala Glu Phe Pro Trp
85 90 95
Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys
100 105

Q210> 72
21> 116
<212> PRT
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23> ATFY!

<220>
<221> source

<223> fF= T ATFFIZERA © SRER

<400> 72

Glu Val Gln Len Gln Glu Ser Gly Pro Gly Leu Val Lys Pro Ser Gln

1 5 10 15

Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Tyr Ser Ile Ser Asn Asp
20 25 30

Phe Ala Trp Asn Trp Ile Arg Gln Leu Pro Gly Lys Gly Leu Glu Trp

35 40 45
Met Gly Tyr 1le Ser Tyr Lys Gly Asn Thr Arg Tyr Gln Pro Ser Leu
50 55 60

Lys Ser Arg Jle Thr Ile Ser Arg Asp Thr Ser Lys Asn Gln Phe Phe

65 70 75 80

Leu Lys Leu Asn Ser Val Thr Ala Ala Asp Thr Ala Thr Tyr Tyr Cys

85 90 95

Val Thr Ala Ser Arg Gly Leu Pro Tyr Trp Gly Gln Gly Thr Leu Val
100 105 110

Thr Val Ser Ser

115

<210> 73
211> 107
<212> PRT

23> ATFFI

<220>
<221> source

<2 fg= T NTHIIZHE SRS

<400> 73
Asp lle Gln Met ghr Gln Ser Pro Ser §8r Met Ser Val Ser Vgl Gly
1 1

Asp Arg Val Thr Ile Thr Cys His Ser Ser Gln Asp Ile Thr Tyr Asn
20 25 30
Ile Gly Trp Leu GIn Gln Lys Pro Gly Lys Ser Phe Lys Gly Leu Ile
35 40 45
Tyr His Gly Ala Asn Leu Asp Asp Gly Val Pro Ser Arg Phe Ser Gly
50 55 60
Ser Gly Ser Gly Thr Asp Tyr Thr Leu Thr lle Ser Ser Leu Gln Pro
65 70 75 80
Glu Asp Phe Ala Thr Tyr Tyr Cys Val Gln Tyr Asp Glu Phe Pro Trp
85 90 95

Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys
100 105
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210> 74
Q211> 116
<212> PRT

213> AR5

<220>
<221> source

<3 fx=" NIFFIZERE « SRS

<400> 74
?lu Val Gln Leu gln Glu Ser Gly Pro ?6y Leu Val] Lys Pro ?gr Gln

Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Tyr Ser lle Ser Arg Asp
20 25 30
Phe Ala Trp Asn Trp 1le Arg Gln Pro Pro Gly Lys Gly Leu Glu Trp
35 40 45
Met Gly Tyr lle Ser Tyr Asn Gly Asn Thr Arg Tyr Gln Pro Ser Leu
50 55 60
‘ Lys Ser Arg lle Thr Ile Ser Arg Asp Thr Ser Lys Asn Gin Phe Phe
65 70 75 80
Leu Lys Leu Asn Ser Val Thr Ala Ala Asp Thr Ala Thr Tyr Tyr Cys
85 90 95
Val Thr Ala Ser Arg Gly Phe Pro Trp Trp Gly Gln Gly Thr Leu Val
100 105 110
Thr Val Ser Ser

115

Q210> 75
<211> 107
<212> PRT

<2AU3> AT

<220>
<221> source

Q3> fx= T \THFFIZIH SRS

‘ <400> 75

Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Met Ser Val Ser Val Gly
1 5 10 15
Asp Arg Val Thr 1le Thr Cys His Ser Ser Gln Asp Ile Thr Tyr Asn
20 25 30
Val Gly Trp Leu Gln Gln Lys Pro Gly Lys Ser Phe Lys Gly Leu Ile
35 40 45
Tyr His Gly Ser Asn Leu Asp His Gly Val Pro Ser Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Tyr Thr Leu Thr Ile Ser Ser Leu Gin Pro
65 70 75 30

Glu Asp Phe Ala Thr Tyr Tyr Cys Val Gln Tyr Asp Asp Phe Pro Trp
85 90 95
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Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys
100 105

<210> 76
211> 116
<212> PRT

Q13> A\TFFI

<220>
<22]> source

Q> /E=T NIRFFIZERE © SRR

<400> 76
Glu Val Gln Leu g]n Glu Ser Gly Pro ?éy Leu Val Lys Pro Sgr Gln
1 1

Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Tyr Ser Tle Gly Arg Asp
20 25 30

Phe Ala Trp Asn Trp Ile Arg Gln Pro Pro Gly Lys Gly Leu Glu Trp

35 40 45
Met Gly Tyr 1le Ser Tyr Asn Gly Asn Thr Arg Tyr Gln Pro Ser Leu
50 55 60

Lys Ser Arg lle Thr Ile Ser Arg Asp Thr Ser Lys Asn GIn Phe Phe

65 70 75 80

Leu Lys Leu Asn Ser Val Thr Ala Ala Asp Thr Ala Thr Tyr Tyr Cys

85 90 95

Val Thr Ala Ser Arg Gly Phe Pro Tyr Trp Gly Gln Gly Thr Leu Val
100 105 110

Thr Val Ser Ser

115

Q10> 77
Q11> 107
<212> PRT

Q3> AIFFI

<220>
<221> source

Q3> jE= T ATFFIZI : SEEH

<400> 77
Asp Ile Gln Met ghr Gln Ser Pro Ser §8r Met Ser Val Ser Yg] Gly
1

Asp Arg Val Thr Ile Thr Cys His Ser Ser Gin Asp 1le Thr Tyr Asn
20 25 30
Val Gly Trp Leu Gln Gln Lys Pro Gly Lys Ser Phe Lys Gly Leu Ile
35 40 45
Tyr His Gly Ser Asn Leu Asp His Gly Val Pro Ser Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Tyr Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80
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Glu Asp Phe Ala Thr Tyr Tyr Cys Val Gln Tyr Asp Asp Phe Pro Trp
85 90 95
Thr Phe Gly Gly Gly Thr Lys Leu Glu Tle Lys
100 105

<210> 78
<211> 116
<212> PRT

Q3> AT

<220>
<221> source

<223> [iF=T NIFFIZIRA  EHEE

<400> 78
?lu Val Gln Leu gln Glu Ser Gly Pro ?éy Leu Val Lys Pro ?gr Gln

Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Tyr Ser 1le Ser His Asp
20 25 30
‘ Phe Ala Trp Asn Trp Ile Arg Gln Pro Pro Gly Lys Gly Leu Glu Trp
35 40 45
Met Gly Tyr Ile Ser Tyr Ser Gly Asn Thr Arg Tyr Gln Pro Ser Leu
50 55 60
Lys Ser Arg 1le Thr lle Ser Arg Asp Thr Ser Lys Asn Gln Phe Phe
65 70 75 80
Leu Lys Leu Asn Ser Val Thr Ala Ala Asp Thr Ala Thr Tyr Tyr Cys
85 90 95

Val Thr Ala Ser Trp Gly Leu Pro Trp Trp Gly Gln Gly Thr Leu Val
100 105 110

Thr Val Ser Ser
115

<210> 79

‘ Q11> 107
<212> PRT
213> AR5

<220>
<221> source

<23 fiF=T A\IFFFIZH « SRS

<d400> 79
Asp Tle Gln Met ghr Gin Ser Pro Ser Sgr Met Ser Val Ser Vgl Gly
1 1 ]

Asp Arg Val Thr Ile Thr Cys His Ser Ser Gln Asp Ile Asn Met Asn
20 25 30
Val Gly Trp Leu Gln Gln Lys Pro Gly Lys Ser Phe Lys Gly Leu lle
35 40 45

Tyr His Gly Ala 1le Leu Asp Asp Gly Val Pro Ser Arg Phe Ser Gly
50 55 60
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Ser Gly Ser Gly Thr Asp Tyr Thr Leu Thr lle Ser Ser Leu Gln Pro
65 70 75 80
Glu Asp Phe Ala Thr Tyr Tyr Cys Val Gln Tyr Ala Glu Phe Pro Trp
85 90 95
Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys
100 105

<210> 80
211> 1]
<212> PRT

213> A\TFF

<220>
<221> source

<> =T ATRFIZRT SRk,

<400> 80
Gly Tyr Ser Ile gly Lys Asp Phe Ala T6p Asn
1 1

<210> 81
<211> 1]
<212> PRT

Q13> A TH

Q205
<221> source

<23 fg=T ANTFSIZHT | SHHL

<400> 81
Gly Tyr Ser lle ger His Asp Phe Ala Tap Asn
1 1

<210> 82
211> 11
<212> PRT

Q1% A TF5

<220>
<221> source

QB> fg=T \TFEFIZEREA : SR

<400> 82
His Ser Ser Gln ésp Ile Asn Ser Asn Lgu Gly
1 1

<210> 83
<211> 7
<212> PRT

213> AT

<220>
<221> source

D> = T \TFFIZERI AR

<400> 83
His Gly Ala Asn %eu His Asp
1

<210> 84
Q211> 9
<212> PRT

Q13> ATFS
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<220>

<221> source

<223> [E=T AIFFIZERHA © SRk,

<400> 84

Val Gln Tyr Glu gln Phe Pro Trp Thr
1

<210> 85
211> 9
<212> PRT

Q13> ATFEF

<220>

<221> source

<A23> [x=T A\IFFIZEE © SRAK

<400> 8S

Val Gin Tyr Asp gln Phe Pro Trp Thr
1

<210> 86
<211> 1338
<212> DNA

23> ATF5

<220>

<221> source

Q3> =T ATFFIZHRG | SRSk

<400> 86
gaggtgcaac

acttgcactg
ccteceeggta
cagcectecc
ctgaaactca
agggggttce
ggeccategg
ctgggctgee

‘ gcectgacca
. ctcagcagcg
gtgaatcaca
aaaactcaca
ctettecece
grggtggtgg
gtggaggtgc
gtggtcageg
aaggtcteca
cagcececgag
caggtcagec
gagagcaatg

gactecttet

C188140SEQA.docx

tccaagagag cgggeecgge ctegtgaage

1gagcgggta
agggactgga
tgaagictcg
acagcgtgac
cttactgggs
tcttcceect
tggtcaagga
geggegteca
tggtgaccg!
agcccageaa
catgcceace
caaaacccaa
acgtgagcca
ataatgccaa
tcetcacegt
acaaagccct
aaccacaggt
tgacctgeet
ggcagecgga

tcctctacag

ticcatcage
glggatggge
cattaccatt
agcegetgac
ccagggcact
ggcaccctee
ctacttcccce
caccttcecg
gceetccage
caccaaggtg
gtgcccagea
ggacaccctce
cgaagaccct
gacaaagccg
cctgcaccag
ccecagececce
gtacaccctg
ggtcaaagge
gaacaactac

caagctcacc

agagacttcg
tacatcagct
agtcgcgata
accgccacct
clggteaccg
tccaagagea
gaaccggtga
gctgtectac
agcttgggea
gacaagaaag
cctgaactce
atgatctccee
gaggtcaagt
cgggaggage
gactggctga
atcgagaaaa
cccccatece
ttctatccca
aagaccacgc

gtggacaaga

cctetecagac
catggaactg
acaacggtaa
cctccaagaa
actactgcegt
trtettetge
cctctggggg
cggtgtegtg
agtcctcagg
cccagaccta
ttgagcccaa
tggggggace
ggaccectga
tcaactggta
agtacaacag
atggcaagga
ccatctccaa
gcgaggagat
gcgacatege
ctccegtact

gcaggtggca

-49 -

tctgteectg
gatccgecag
tacacgctat
ccagttcttt
gaccgecage
gtcgaccaag
cacagcggcc
gaactcaggc
actctactec
catctgcaac
atcttgtgac
gtcagtcrte
gatcacatge
cgtagacggc
cacgtaccgt
gtacaagtgc
agccaaaggg
gaccaagaac
cgtggagteg
ggactccgac

gcaggggaac

60
120
180
240
300
360
420
480
540
600
660
720
780
840
900
960

1020
1080
1140
1200
1260
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gtcttctcat getecgtgat gecatgagget ctgcacaacc actacacgca gaagagcctc 1320

tcectgtete cgggtaaa 1338

<210> 87
<211> 642
<212> DNA
213> AL

<220>
<221> source

QB> fx=T NI 2R © B8RSRk

<400> 87

gacatccaga tgacccagtc ccecctecagt atgtetgtgt ctgtgegega cegtgigace 60
attacctgec actcctccca ggacatcaat agcaatatcg gttggttgea acagaageca 120
ggcaagtect tcaaagggct gatttaccat ggtaccaace tggacgacgg ggttectagt 180
cgtttcageg geteeggglc cggaaccgat tacactctga ccatcageag tttgcagect 240
gaggactttg ctacctatta ttgtgtgecag tacgctcagt tcccatggac tttcggegg 300
ggcaccaaac tggagalcaa acgtacgglg gclgcaccat ctglcitcat ctteccgeca 360
tctgalgagc agttgaaatc tggaactgec tctgttgtgt geclgctgaa taacttctat 420
cccagagagg ccaaagtaca glggaagglg gataacgece tccaatcggg taactcccag 480
gagaglgtca cagagcagga cagcaaggac agcacclaca geclcageag caccctgacg 540
ctgagcaaag cagactacga gaaacacaaa gtclacgect gegaagtcac ccatcaggge 600
clgagctcge ccgtcacaaa gagettcaac aggggagagt gt 642
<210> 88

211> 19

<212> PRT

213> ANTFr3

<220>

<221> source

223> fig= T NIFFFIZER0 © AL

<400> 88
Met Glu Phe Gly %eu Ser Trp Leu Phe Lgu Val Ala Ile Leu %§s Gly
| 1

Val Gln Cys

<210> 89
<211> 20
<212> PRT

Q3> AR5

<220>
<221> source

B> =T ATEFIZIP Rk

<400> 89
Met Arg Val Pro gla Gin Leu Leu Gly %gu Leu Leu Leu Trp Pge Pro
1 1

Gly Ser Arg Cys
20

<210> 90

C188140SEQA doex -50-
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211> 7
<212> PRT

Q3> ATFFI

<220>
<221> source

<> [x=T NTRFIZHH - SREL

<400> 90
%eu Glu Ser Arg gly Pro Phe

<210> 91
<211> 11
<212> PRT

<2AU> ATFFY

<220>
<221> source

Q3> [x=T N\TFFIZERE : &ALk

<400> 91
Asn Met His Thr Gly His His His His ?65 His

@ MU

<210> 92
<2l1> 5
<212> PRT

23> ATFS

<220>
<221> source

<223> pE=T ATFEFIZREE SRR
<400> 92

Ser Arg Gly Pro ghe

1

<210> 93
<211> 98
<212> PRT

2> NIFFI

<220>
<221> source

‘ <23 px=T ATFFIZIRE © AREBHK

<400> 93
?ln Val Gln Leu gln Glu Ser Gly Pro ?6y Leu Val Lys Pro Sgr Gly
|

Thr Leu Ser Leu Thr Cys Ala Val Ser Gly Gly Ser 1le Ser Ser Ser
20 25 30
Asn Trp Trp Ser Trp Val Arg Gln Pro Pro Gly Lys Gly Leu Glu Trp
35 40 45
Thr Gly Glu Tle Tyr His Ser Gly Ser Thr Asn Tyr Asn Pro Ser Leu
50 55 60
Lys Ser Arg lle Thr lle Ser Val Asp Lys Ser Lys Asn Gln Phe Phe
65 70 75 80

Leu Lys Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys
85 90 95
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Ala Arg

<210> 94
<211> 95
<212> PRT

213> AIFFI

<220>
<221> source

Q3 fE=T NTFFIZHT SRS
<400> 94
Asp Ile GIn Met Thr Gln Ser Pro Ser Ser Met Ser Ala Ser Val Gly
1 5 10 : 15
Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Gly Ile Ser Ser Trp
20 25 30
Leu Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu lle
35 40 45
Tyr Ala Ala Ser Ser Leu Gln Ser Gly Val Pro Ser Arg Phe Ser Gly
S0 55 60

Ser Gly Ser Gly Thr Asp Glu Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80

Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Ala Asn Ser Phe Pro
85 90 95

C188140SEQA .doex -52-
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HH5R B A B E

—RBHABRRRERAFZREL-REGFRIBE XN KM REE S
a0 H

a) & FMHERFJICGADSYEMEEDGVRKC (SEQ ID NO:
ASYNZRAUNEZREHEEES TP EE —Hi-hEGFRULEH $ 45
EERHEERFZEEEI (EGFRVII) (SEQ ID NO: 33) » &
T3% 5% —Pi-EGFRYAE B & B 2 SEQ ID NO: 14 Ffy it i B % /7 5
T BTSSR R A S SEQ ID NO: 5t B it B B g R 5] 7 B 4
] AERE I

b) BI&Y1 x 10° MEGE (K 2 R % 8(Ko) % & ZEGFR(1-525)
(SEQID NO: 47) » MNFEHFE B LIRATME » B

c) EERANANEIE/NAIEHENSCLC)REME Y 57 i + 18
HRNHEGFRER B Z ABFIGHBUEDHS0% 2 EREE R
H% (TGI%)HNFIFER LR > Pz ANBEIgGHBENSCLCERER
YT PR EZ I -hEGFRINB K E R R E & o HE 2 B
BRRRKGH -
MBEBRBEIZHBREFELS SIS > HUNRYL x 10° MEY
1 x 107" M B 7 K% & ZEGFR (1-525) (SEQ ID NO: 47) » &
HREEFLRFAAE -
MHERBFIZABIERFELEEE S HUNRYL x 10° MBEL
1 x 107 M~ [ 7 K& & ZEGFR (1-525) (SEQ ID NO: 47) » 4
MREEBRELRFAAE -
MBERKFIBIPE-HZOBHERFERE ST S » HLULY8.2 x
10° ME, F (& 7 KokE & EEGFRvII (SEQ ID NO: 33) > {1 Mm%
HEZLIRAAE -

C188140PA.docx -1-
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10.

11.

MBEBRBFIZIFE-FHIZNBHNERFEGEEH T EUNMRY
8.2 x 10”° MEZ46.3 x 107" M B > Ku&t & £ EGFRVIII (SEQ ID
NO: 33) » MFEHREERF LR E -
MBFEKRKFIZIPE-FHZNBEXERELEES D EUANMRY
8.2 x 10° MEZ%92.0 x 10° M2 [ K% & ZEGFRVIII (SEQ ID
NO: 33)  MFEHFREEHZLIRFAAE -
MBEBKRFIZPE—HZMBRENFEE SNy HEEEN
NSEIE/INGH B B 2 (NSCLO) E E B E 1) 23 i P A ¥ 7 1 EGFR &
HEMEZ ABRGIBRKEREERNH Z/D460% -
MFKRFIZOPE—FEZNBHENLFEEEH Yy HEEREW
NBIE/NA AR At 8 (NSCLO) E @ ¥ o0 # A ¥ X ¥ EGFRIE
HEMZ ABGGHhBRERERNHZDLIT0% -
MFEFKRKFEIZOPE—FHZBHNENFEE SNy HETEN
N HE 3R /N4 B i 8 (NSCLC) B AE B 1 4 40 #r o 4 3 7Y # EGFR &
HEMEZ NBEGHBRERERINH Z/DLI80% -
WHEKRKFEIZIPE-—FHZNBHNENELEEH s HbZikE
NENFEEEH 7B S BESEQ ID NO: 129t e B FIIZ
EH # CDR345 1818 - A& SEQ ID NO: 11t fy it i B BE [y 51| 2 B i
CDR24 B, K B & SEQ ID NO: 10 it R F Y Z & #
CDRI%EHE © MUK A &SEQ ID NO: 8ty il fir £ BZ 7 1| 2 5 o
CDR3#%EH# 1% + A4 SEQ ID NO: 7+ Ff it fiz £ B - 5] Z #¢ §# CDR2
EREIE R & SEQ ID NO: 69 fruli i BBk 7 5] < #E ## CDR145 1S
iz o

MBEXREIZIPE—HZIBHENREEEH 2 HPZE
NENRESH 7B ESESSEQID NO: 9P Friltflg BB P32 &
OB KA SSEQID NO: STl iR BB 7| < B ] B 1% -

C188140PA.docx -2-
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12.

13.

14.

15.

C188140PA.docx

2

WHERBIZIPE-HIZINEHENREEEH Y EESEE
SEQ ID NO: 15 it i EBE 7 5| 2 E #8 k&2 SEQ ID NO: 13
P 4 B B BE P 1] 2 S 4

—EP-hEGFREBEHENFE XS HEa

&2 SEQ ID NO: 40 Frii lr B BE Fr 51| 2 S s CDR3G IR, ~ &
& SEQ ID NO: 39 Frut e BB 5 < IR CDR2E B KB &
SEQ ID NO: 38 Frii g B BE Fr 5| L S S CDRIKE 18 © K&

B &SEQ ID NO: 37 il i B BEFr 5| < EE # CDR3& &1 - &
ZSEQ ID NO: 36 Frut BB FF| 2 E# CDR2E BB K E S
SEQ ID NO: 35 it B B B 7 5| Z B ## CDRI4E 515
—REP-hEGFRILEHENIREE S 2  HEe82EBHMUT
R ZBEZERFI 2 E#TEE © 50~ 52~ 54~ 56~ 58 -
60 ~ 626466687072~ 74-76K78; REESEEHL
THRZBHEZEEABRFI ZRETERE © 51~ 53 55~ 57 -
59~ 61~63~65-~67~69~71~73~75~7TTK79-
—EH-hEGFREIEB AR FRE 6Ky B4

BEEHLLTHKZ B Z E#CDR4 (CDRI ~ CDR2 K CDR3) :
SEQ ID NO: 10 11%12; SEQ ID NO: 16 - 17518 ; SEQ ID
NO: 10~ 1119 ; SEQ ID NO: 20~ 11K 12 ; SEQ ID NO: 21 + 3
22 ; SEQ ID NO: 16 ~ 17819 ; SEQ ID NO: 2~ 3K4 ; SEQ ID
NO: 10~ 3512 ; SEQID NO: 80~ 1118 ; SEQ ID NO: 80~ 3%
18 ; SEQ ID NO: 20~ 3% 12 ; SEQ ID NO: 80 11} 12 ; K&SEQ
ID NO: 81 ~ 1122 &

% B B LT B Z B 2 & CDR4H (CDR1 ~ CDR2 K CDR3) :
SEQ ID NO: 6 * 758 SEQ ID NO: 23+ 2425 ; SEQ ID NO:
26 ~ 27528 ; SEQ ID NO: 29 ~ 30531 ; SEQ ID NO: 6 ~ 7K 84 ;

-3.
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16.

17.

18.

19.

20.

21.

22.

23.
24.

SEQ ID NO: 82 ~ 83 %31 ; K SEQID NO: 82~ 27k 85 »
HPZERERRESEH o A B 3SEQIDNO: 2~ 3K 4275
EFHCDR4H LA KSEQID NO: 6 ~ 7K 8 ZE#H CDR&E — & -
MBERFIZISTE-HZBXENRESH T HEa2Ea
SEQ ID NO: 41 F it i £ R i 5l 2 B o N € & k. /E( B & SEQ ID
NO: 43chFralt g B Fy | 2 W EREE -
WMFERKBIZISPE-HZABRRENREEH 2 > P &R
NETNAEEHN T e B EHU TERZEZCE#HEENRES
WEEREE  ABIgGREE B - ABIgMEESEEE - AE
IgEfR & 45 18 I8 Bt A\ S Ig AR TE &5 1 33K
WMHERFITZHBHENRESH T > P &IgGE E 4 #is#
BH T4 ZE  IgCUR E&& I ~ [gG2R E & ~ 1gG3
18 22 &5 188 95 e [g G AR TE 45 33K
WMBERHIZRPE—HIBREREE S M > HF
TR EERE
WHEREBEIZINE-RHZUBRENRESH T - P& HE]
FESH sEE BRI TEMZEE - Fab~ Fab’ ~ F(ab’), ~» Fv» —
Wi Fv > scFv E—ERBERBREEDRE -
M RKFIZ200 E—HZIBRERRESHT > EP&vikE
KENFEESHTEEEREHR -
MBRF2NNZ BN EGNEE S 7 > HPZGHEE B
THMRZEE WA EL - B > BOLIER » B0IER - EWE
R MHREREDE -
MBFERKFEL2ZNBREGNEESEH D » HPZ B R HB -
—EREASY)  HESWFRKFEIZEVPE-HZHBHET
FEEH s hBE ETHEZTZEN -

¥

2
i

i\

4

igll:

\

C188140PA.docx -4-
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25.

26.

27.

28.

29.

30.

31.

32.

33.

34, —

C188140PA.docx

2

—ENEENESYADC) HEGEes 22/ —EEYZWHF
RKBFIZIPFE-FHZAEXATEEESH T
WMEERKIF2SZADC HPZEV—BEYEESHUTHEHRLZ
BUAREATCE B4 oHUEE - UEBHER - 2EH
GiE - ARERBEEAEZZE - ELAE - imE EKE -~ 51
WY SHHEER - LBRER - REER - NUBERER - KE
HEEE  SLEHERE  BERER  BAEKER - RN B
Bl - 085 E 1 Ee A1 H1B] K B b B B ER N HI A -
MEFEKIA26ZADC  EFZES o R MBI EEHUTERLZ
Bf © ZHIATMIT (dolastatin) ~ B H )T (auristatin) ~ JHE B &R
(maytansinoid) 5 f85 ¥ i °

MFEKIFE2TZADC > HpZ BERM I THAEFEBELNMITF
(MMAF) = B B & B8 {th )T E (MMAE) -

MEFERKIF2TZADC HPZEEBRZEHHU TEBRZEE
DM1 » DM2 » DM3 k. DM4 -

WEFEKIH26ZADC AP ZhiERENEZEEHUTHRZ
B¥ © 4 & & (actinomycine) ~ EIR - K & 8 & (calicheamicin)
% K 7K £ (duocarmycin) -

—REZdEcsY HESBSHEHENFEKFESEI0PE—H
ZADCZADCEEY K B % F ol % 2 A -
WEFRKIAZBEASY)  HPZADCREY Z FIHEYH IR
Ae LR (DAR)R2E4 -

WMFEKFIZBEESY) 0 HhZADCES Y B EDARE R2E
82 ADC -

EERBARECERBZIE  EEBEBMHAKE2431E
VI E-HZBHEESYRAZER  EEZEFEEZER

-5-
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35.

36.

37.

38.

39.

40.

41.

42.

43.

44,

45.

46.

ZEEE o

MFEXKRIA3AZ A > EHPZEEEBHUTHBRZE @ AL E
i - MEBAREE - AIsIRE  REE - SBEE  BESE
KB

WEFKIF34ZTT7% > HPFZEEARBHRARE -
EEKIA36Z J5 7k o E o 5% B iR 4l BE R (4 0 IR il 28 B0 IR B 5
WEEKIAIMZ A HPZBEG=IHAE -
WERKIAAZ A > HPZEEGIE/NARAE -
WMFEKIEMEOPE-HZGTE EPZEEZREREER
EGFR# F3H °
—REAlHEER T EREREIEEZIERREERZI A A
Z AT EBERWFERIF24KIIEIBFE-FZBRHE S KA
BEZEREBZZER EFZERERBRERZIMFE
& -
—REAfNEEREEERERIERZERERBERZIGE
AR ZERERZZERREARNEZNHFKIE]
EVIHBEZIOFE—HITIBHADC  FRZEREREERR
21 #0  B R A

WHERIFHAIKA2ZT77% > EP R EREEGRRECFRZEERE
B AEGFRVIIIG M E G E A -

MAKIEANA2ZTTA > HF 2 EREEGBERBEGFRZERE
e -

MEFRKEAZMMPE—IHZ A HPRBERERGIE AR
PSR R AR -

MEERFEIMEASPE-IHZTTE > HP &bl - ADCEEBEH

i

C188140PA.docx -6-
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47.

48.
49.
50.

51.

52.

53.

54.

55.

57.

BV BN RIS IR ARSI -

WEFEXKIFA6ZT7%A > HPZ B/ ERESBHUTHEKZE & T
PDI#i %8 ~ LCTLA-4$1 58 - & E W f# (temozolomide) ~ bel-x1H]
FEl ~ KB B JE (ibrutinib) ~ 4 %8 Hr (duvelisib) ~ 3 fir 18 #y
(idelalisib) ~ 4k JE 7% 52 3 52 {7 (venetoclax) K 7% i B e ok BX 1% 1 &
W ENAMPT)HIH A -

WEFKIFA6Z Tk » PR BINRIEGES -
NEFKIF46Z 575 » HP I ERIREEGFE -
—HEoBZEE > EEBUOFRKFEIZIFE-HIZIHGERELE
EEET -

—HEEE  HESWHERESIZ XK -

—EETHE HESWFEKRESIZEHE -
EFRIES2ZE XA - HGEZSEXKAMN -
WEHEKRKIFSBZEEMEE  EPZEZEREEHRUTHRZ
B gYAR - RE4LEYAR EYARKEREMAME -
MFERIFSAZE LR EFZHYERESHUTHRKZ
B AWM RRMAEEESEAEMN -

. WREKIASSZE XN HbZHABYHARES B THK

Z B 1 CHO#MRE - COSHH K Sp2/04 A -
—HEPI-hEGFRBENE S (ADC) » HESE S EHE T
;T ZP1-hEGFREfE » HP i8S &8 &SEQ ID NO: 127 &
BEFF 52 B CDR3&GERE R - ©4SEQID NO: 117 BEEE S~
E@CDR2ZEMBH kB ESEQ ID NO: 0 REMFEY 2 &8
CDRI& &3 » LAK A& SEQ ID NO: 87 i £ Bz /7 5| 2 X §# CDR 3
4EHE - B2 SEQ ID NO: 727 MR EEs 771 2 8 % CDR24E 118 &
B SSEQID NO: 6 7 f Z L 75| 2 8§ CDR 145 RE 1, -

C188140PA docx -7-
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58.

59.

60.

61.

62.

63.

64.

65.

66.

67.

68.

C188140PA.docx

32

MEFERIASTZADC HP il E &8 &SEQ ID NO:9+ f 4l kg
B3 B8 E KR ESSEQ ID NO:SZ AR F 5| 2 & i
A& -

MEFEKIFSTHSSZADC HpZ BB fCEREEKER R
TE LTI

MEEKIHSIZADC » HpazlgG&RlgGleIgC4E # R EIREL K
TE GBI -

MFRIBESTEORE—IHZADC ) EPZEEHRMITHERE
BB TF (MMAF)E( B A B E Wt )TE (MMAE) -
WMFEKIESTHS8ZADC  HP Z I EEHEE&SEQ ID NO:15Z
PrEMFY 2 B K E S SEQID NO: 137 B ERE P3| 2 #E¢# -
MeEKE6IZADC  HfP ZiE#HFHEaEXREIKEACE
B G RE- N - W E YR 2 BB 88 (me-ve-PABA) L H
BmEZEEEMIT

WMEFEKIBSTE3FE—THZADC » HPZADCHEH EMHED -
MEEKIF64Z ADC » H P I RS HEl -

—EREEHSY  HESUWFEXRHETESHE—-HZADCKE
2 FEEZZER -

—EBEESY  HESASWHERESTESFE—IHZADC
ZADCEEY) > P ZADCEEY P FHIEYHHLAG LR (DAR)
#HEH224 -

—EREHEY > HES 8 & P-hEGFREEZEY 4 & ¥ (ADC)
ZADCEEMKBE L #ZZHE » HPZADCREEYZF
MEMHRBIERDAR) K224 HEPZADCEEE S EN-
hEGFRIif8 2 B H A BB Hr i TE (MMAE) » % 5i-hEGFREiEE &
28 &SEQ ID NO: 127 fFE M T3 Z E#CDRIGLEE - B8

-8-
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69.

70.

71.

72.

73.

75.

76.
77.

SEQ ID NO: 11Z AR FY| 2 E#ECDR2EE B K E & SEQ ID
NO: 10z g E B FF¥| 2 E# CDRIGEE © LIk &S SEQ ID NO:
B M AR P3| 2 W HECDR3GE I - &2 SEQ ID NO: 72 fig H g
FFol 2 B CDR2E B e & SEQ ID NO: 6 Z AR FI| Z &
# CDR1&E R -

MEEKRIFBZBEHEY) > HPZNMBZIZE#ETEEEESEQ
ID NO: 9 filt Z g BB 7% - HZPi-ECGFRYLEE Z sk I f 0] &
&8 = SEQ ID NO: ST it Z fr BE 75 -
EERKIA6BK OO BEEHSY) » HhZ MBS eCE#REIK
EHRESHEL -

WHRKFETOZBEESY) 0 HP&lgGRIgGIiIgG4E # & X
EHNEEEE -

MEFEKIEOBHOOZBEHSY) HPZIEBLBEBESEESEQ ID
NO: 15 Pl BB /75 2 B KA & SEQ ID NO: 137 B & B4
FrolZ 8 g -

MEEFKIRBET2PE—IHZ BEMEESY) » HPZMMAEEHE S
BHREBERECHEE -« val-cit - PABAZ BERESEZE

. —HEEFBRAREEZERBZ AL HEERKUFEKHESZETIF

E-HZBHESYKAZER  EEZBEEEZERZE
B

WMEEKREFETAZTF A ETZEEEESRUTHBRZE @ &E -
ffie - MERESARRE  AISIRE  BREE  SBE  HEE
WERKIATAZ A P ZEE G REEE -
SOSRKIATOZ T3k » H b 5% B R 4 AR 2 4 9% IR B 928 250 % IR BE 5

C188140PA.docx -9.-
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78.
79.
80.

81.

82.

83.
84.

85.

86.

87.

88.
89.

MFRIET4Z 5% HPZBEGZIRERLE -
MFERIETAZ IT % » HPEBEGRIE NS -
MBERFEIABIOPE—EZ HE  HPUBEZEMBER
EGFRiff & IH -

— BN EEEERER Y AR EEERER Y TR
ZHEBABNEREGCEB I —H BHESYREERE
DEBEE Y ZEE FERTREREESHMAREE -
MEEKIES1 2 J7 5%k » H b3 B 0B R (% JE /)N 40 B B O K o 45 R
R -

M EERIESL Y J7 5k » HoP 3 B B R R (4 B IR A B
MEERIESI E83h {F —IE 2 5 3% » H P 3% B A% i 5 {4 EGFRVIII
i 14 B B B R S (% R IHEGFRY H S -

MF KRB ERPE—FH Hk  HPZERBERAERR
EGFR -

MFKIETARSSPE—IHZ ik » Hh B E & {5 EES
B SN R AR

MFKIES6 Y ik HP RN EREE B TER B 5
PD1$7 88 « HICTLA-4$L B8 « BB EE - bel-xIiNHI B - KBS
B T - SR RIEET - 4B L 3T R ST R B o B P R
1 48 5 S 75 B (NAMPT) I 1 2 -

M KIE86 2 J7 3% + HPRBEINEEGES -
MERIES6Y J7 5k » KPS EE (L2 EEE -

C188140PA.docx -10-
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® o 0

CE

Gl :ON QI D3S 9dSISTISHOLIHNHTYIHHASOSIAND Yy
¥1 :ON Q1 03S 9dSTSTSADLAHNHTYIHHASISIAND LGV

OOMYSHAALTISATdSHASTIAA LIY ANNAADONSIMINY TASAXIDIATOLTSADNL NS AT Yay
OOMISHAALTIS AT ASOASATAAd LIN ANNEAODONSAMAAY IASAAIONATOLISAONIFEQESdaT Lay

LAAOEIA0ONRIS T INITAVd TRANS AN AMIONTMAOHTALTASAN S ALSNADEITI DN INUYNHATAD  YQY
LAADSHA0ONDISTINIIAYd TRINSAION XDIONTMAOHTALTASANIALSNADTTADIINYNHATAD 1Y

QAAMNDIATAATHSAGAADIATI LIS INTIMIANdATIASADDTIAAYIDIADIHINGISHAAADIAA YaOY ) E SR ZHE) 9
QARMNDIATIATHSAGAAADIATALNS INTIMIdNddATIASADDTTHIYADddOIHINADSHAAAMAA  LqY H

AINSIMHNAND IALOLOTSSSAAIAASSTSATOSSOTAVd ATHADS LTYOSNMSATAdHJIAMIATIOTY  Yqy
MINSEMHNAND IALOLOITSSSIALANSSTSATOSSOTAVd AIHADS LTYOSNMSAIAdAdAAMIATIOTY  LQY . N

<wam9mxmwmmqmm>mmwxem4mw>H>quszwmmwmm¢a>uwwhmHQ¢<H>mquqmmozxmBaMm vavy
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