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1. —Fhd14- 1BB/HIEGFRUE S bifa , HoAu s
(a) 4- 1BBHE A EB4y, HohH14-1BB scFv, A1

(b) EGFREE[FIES 3, HOMPEGFR U K JE 2, o, flrifi4-1BB scFvEl 2.
(1)H-CDR1, E:[SEQ ID NO: 1[5 3Eme 4 4k
H-CDR2, HLFHSEQ ID NO: 4[H S IR T A 4K,
H-CDR3, FLFSEQ ID NO: 7% EE/e A1 4H
L-CDR1, H.FSEQ ID NO: 12/ %L/ F 41 4H Ak,
L-CDR2, HHSEQ ID NO: 145 LR EA 4L, Al
L-CDR3, H:FHSEQ 1D NO: 16/ 5 E0E 7 411 2 i 5
(2)H-CDR1, E:FSEQ ID NO: 1[5 3Eme 4 4k
H-CDR2, HLFHSEQ ID NO: 4[H SR T A 4K,
H-CDR3, FLFSEQ 1D NO: 8% ELle 41 4H
L-CDR1, H.FSEQ ID NO: 12/ %L/ 41 4H Ak,
L-CDR2, HHSEQ ID NO: 145 LR E A 4L, Al
L-CDR3, H:FHSEQ 1D NO: 16/ 508 7 411 2 i 5
(3)H-CDR1, H:FISEQ ID NO: IR S EFR 1 4H
H-CDR2, HLFHSEQ ID NO: 4[H S /R T A 4K,
H-CDR3, FLFSEQ 1D NO: Of 2 Ll e A1 4H
L-CDR1, H.FSEQ ID NO: 12/ %L/ 41 4H Ak,
L-CDR2, HHSEQ ID NO: 145 LR EA 4L, Al
L-CDR3, H:FHSEQ 1D NO: 16/ 5 E0G 7 411 2 i 5
(4)H-CDR1, H:[SEQ 1D NO: 2[5 3Lfe 4 4k
H-CDR2, HLFHSEQ ID NO: 5[HESEIE T A 4K,
H-CDR3, FLFSEQ ID NO: 10fM 4L R 41 4k,
L-CDR1, H.FSEQ ID NO: 12/ %L/ F 41 4H Ak,
L-CDR2, HHSEQ ID NO: 145 LR E A 4L, Al
L-CDR3, H:H1SEQ D NO: 16f{)5A KERR A1 4 A 5
(5)H-CDR1, H:[ISEQ ID NO: 3[4 3Eme 4 4k
H-CDR2, H.FHSEQ ID NO: 6[H S /R T A 4K,
H-CDR3, H:FSEQ ID NO: 1 1RSI A 4k,
L-CDR1, HFSEQ ID NO: 13/ %L/ F 4 4H Ak,
L-CDR2, HHSEQ ID NO: 15[/ ILIRE A 4L, Al
L-CDR3, H:FSEQ 1D NO: 1715 L08R Fe A1) 48 1k - HL
o, BTk PiECFRETA 5 -

H-CDR1, F:FSEQ ID NO:65[M L R 7 41 4k
H-CDR2, FLFSEQ 1D NO: 6612 L R 7 41 4k
H-CDR3, FLFSEQ ID NO:67[M 5L R T4 41k,
L-CDR1, H:FHSEQ 1D NO: 6815 Lla 7 411 2 ik,
L-CDR2, FHSEQ ID NO:69[K) LR 741 41 , Al

()

()

()

()

o

()

()

()

o

()
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L-CDR3, L HISEQ ID NO: 701 2 LR 41 2H ik«

9 FRPEACH B3R 1R [K414 - 1BB/HiECFRAVE: e btk , Ho,

(1) piriR$i4-1BB scFvEl 5.

FRERTAR X, A A SEQ 1D NO: 18IS AR 741 5 gk nl AR IX, H A5 SEQ ID NO: 30
MRETR 71 5k

FHEATAR X, A A SEQ 1D NO: 241 B 5 R f 41 5 Fg nl AF X, H A5 SEQ 1D NO: 33
M LR 741 5

(2) FriA$i4-1BB scFvi 2.

FBERTAR X, A A SEQ 1D NO: 19 S 2R 41 5 gk il AR IX, H A5 SEQ 1D NO: 30
AR T4 5 ok

FRERTAR X, A A SEQ 1D NO: 25[1 B AR 7 41 5 gkl AF X, H A5 SEQ 1D NO: 33
AN AR T4 5

(3) frik$4-1BB scFviudr:

FRERTAR X, A A SEQ 1D NO: 201 AR 7 41 5 Flig nl AR IX, H A5 SEQ 1D NO: 30
3R AR T4 5

(4) Frik$4-1BB scFviudr:

FRERTAR X, A A SEQ 1D NO: 21 [ R 7 41 5 gk nl AR IX, H A5 SEQ 1D NO: 30

2R 715
FpE AT AR X, HA A SEQ 1D NO: 221 S FE IR Fr A1 5 i il AR X, HA A5 SEQ 1D NO: 31
2R 715

FHERT AR, A A SEQ 1D NO: 27 [ AR 7 41 5 gk AR IX, H A5 SEQ 1D NO: 33
MRETR 71 5k

FRERTAR X, A A SEQ 1D NO: 28[1 R f7 41 5 AR AT AR X, AU SEQ ID NO: 34
MRETR T 5k

(5) frik$i4-1BB scFviufr:

FRERTAR X, A A SEQ 1D NO: 23[R 7 41 5 gkl AF X, H A5 SEQ 1D NO: 32
MRETR T 5k

FRERTAR X, A A SEQ 1D NO: 291 S AR 7 41 5 Flgk nl AR IX, H A0 5 SEQ 1D NO: 88
SRR T o

3. *E#Effm%mﬁmmm 1BB/PLEGFRULES P Efiik, Forh, Brid$i4-1BB scFvid
O F il A AR XCRI R AT AR X 2 Rk

4. *E?Effﬁu%?*lﬁﬁ “PT4 - 1BB/HEGFRBES S PEpuiA , Hor , FriR HiEGFRPU A VY 2
HHPL

5 AR ZER TR (1474 - 1BB/4iEGFRAUK: Sk, Horh AR BiBGRRT A 2

E%T \[ﬁ@/\sm ID NO: T1[JZASEIR 1] il

BPERTARIX, HAUASEQ 1D NO: 72/ 5 SR 741 o

6. *ETE&%U%*U?ELE@H 1BB/HLEGFRAUFF SVt iAc, Horb, IR HiEGFREUA 5

Fk, HAUASEQ 1D NO: 73k 74 SR T 41 il

ik HAUSSEQ ID NO: 751 %L IR T4 .
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7 AR B R 1 2 6 T —T AR (B4 - 1BB/ JIEGFRBURE S E TR LE il 25 TR 77
JEERERI 20 i R

8 RIS EER TR ) FH I, Forh, Pl ORI A T EGFRIE s

O RIAA BORTFr ik i) FH g, Forhy, Frad e o de B b BB  FUBRE 5 S0 45
NSNS N I S I i D L Rl SN I E 7 LR

10 ARFACM ZR Tk (1 FH ik, Frpy, ik 2o S i i o

11— M AL TR , HL A HRAN 2R 1A 6 FP T — Ik (15714 - 1BB/HIEGFROBUEF 5
(EEANYNS

12— R A, A SRR EOR LR I 2 H TR -

13— P e 41400, HAO S AR EOR LRI 2 H R .

14—l 25 AR AN R 1 22 6 FP L — IS Tk O 5714 - 1BB/HEGFRAURF S MEDLIR N T
V5 R A Fh AR AN A ZOR T TR AL R -
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FEGFR/#14- 1BBRUFF MR B & 5 A R miD %1%
iR

[0001]  AHIE 2 H A H 202047 H27H , 15 5202080053851 .6, K BHAFR K “bi
EGER/ 714 - 1BBAURR - P FiAA M H FH ™ i i [l ) FR O 1 90 S 1

AR GuE
[0002]  $2fit | —Fifiid- IBB/HIEGFRAUR - EfUA 2L W S fil LR T R/ B 1L
JERE T -

BREA

[0003]  4-1BBEE FE INFSEAARGER SR (TNFRSF) [ D3 HU&— MLy 1, HAE e
i (R4 S B AR R W S B AR ) 5 e 20K o 4 - IBBAE YR 19 % R o R A ik
HAEC TR A Y o 4 - BBl 580 G B AN MR A7 4R PR -1 o3 T A & CD8 T
(O AH A AT 12 o VF 2 AT 5 0 7, 4 - IBBITE ALY 9 T S0 N 8, T IHRR 1 /BN
PRI o DAL, 274 - IBBIE i S B Fh A A BRI o - RYE 4 - 1BBUIA L A HufiRg )
AR EAT WEI R R A AT 5 [ F et o

[0004]  EGFREE Hye—Fhs i A , HoOZ A /b A AR A B AR R 5500k (BGF K JiK)
ISR, 25 B 5 R AES) 25 R  EGFR 2 — P ) 1) 57 (A SRR I (RTK) |, 47
FE TR, NI S A R RIE 2 I AR

[0005] [, S P AER B8 22 MR I 22 5 S ME DU L 2T A B R SEFIIE 2, 70
WPE Dy 5 B se UL B A L5167 7 R 2551k

[0006]  [Mitt, F5EI & —FIRERE B — Ry £ T Al b i o5 — R A2 T an e e 4o
OHABATIE LB RN EUR B 2R e TR, LU T AT SR 7

REAAE

[0007]  FR[Aj#E

[0008]  —Rhsije Jy AL T HIEGFR/ 14 - IBBIURE S MEPUIA 2B R BTkt 2

[0009] (1) {F JEGFREE IS5 HHUECFRIFU A s L0545 5 P BE, BL AR R MEIR BN/ ok
ZE T EGFREE H 5 A1

[0010]  (2) YF0y4- IBBEL AR 14 - IBBHUABR AU &5 5 1B, e hp Ul A/
R 4h54-1BBEH .

[oot]  —Rhscie s St 1S 2o T UAR 2O 5 - % 2L rT LAt
— BB 25 AT R R % AL T T R S B A ST TR
[0012]  Gj—Rhsichitn 7 AE2 Bt 1 TG A0/ Sl e A/ s FH T s S e B 51 209
HEW, A SRR

[0013]  Jy—haiciitn s B2 Bt 1 — R T 2 sl iy A BB e T %



CN 118221825 A W OB P 2/51 T

T B 2 SR AR Y E R ek 29 S e T 22 52 i 120 T AT AdE—20
FEAE i HD B 2 A% e T BB Ty AN/ sk e e ) 32 i D 3R

[0014] 5 —Fhsjt )y ARttt | — M 75 S s B T o e N B I 0 1 % T 1A
TR 5 SR RO e e ARk 25 e S Wi T 22 520 o %5 T AT A — D a7 e
B 2 % T8 75 G e N B 1 S P 3R

[0015] 55 —Fhait )y AFett 1 AURE iR sk 25l S 9697 A0/ sl B e i
o P 7 B TR UL il 25 9697 A0/ sl P i 259 v s
[0016] 5y —Fhsit )y S\ ARttt 1 AURE DR sk 250 A A T 0 S 2 B 2 1 ik »
— T B OB S UL £ T 0 R B B R 25 i i

[0017] iz /5 AER I, 1 i BURE S PR A% TR -

[0018]  —Fhsij /7 AHEHE 1005 2 AZ IR I B 21 A8k o TR A 2 fA ] TR B e
RN ZATRIN Rk A .

[0019] 55 —Fhat )y PRttt 1 S gt BURE e MDA 2 A% R 4 « 41 v] DAE
B S AL H RN B A AR A S 2 A0

[0020] A —Fhahe g sUER R 1 e R S e BRI 5 i AR AR R AL H TR -
FRDHAZHIRI P B LB AR RV AL IR R S5 MRS 2R (a2
WA TRAE 2 A ) IR AN kdEA T

[0021]  fRRBORIBINE AT %

[0022] RN THS SR TR M I T , BirdoBURE e P e A 1) A — Fhoa e 150 g
AAFEHUE (TAA; EGFR) 5 S [T AN 4 - 1BBS S [ T4 o X B8 BURs S VE D UA A A7 /EEGFR
TR O MG 4- 1BBIE S5 S T s sm Jo R A o FH T-HE e HEEGFRA T W S s 7
F, 54 - BB e UAAELL , o HDSURE e E U IR 2 MT 2

[0023]  {EARATTHR HEME T HIEGER /414 - 1 BB S bk J L g, HorPiZiEGER /474 -
IBBAURE S UA T DA 5

[0024] (1) {ENEGFREL[AHS /7 I PTECFRy TR P U g5 & B B, FL AR e e iR B A/ 1k
4L EGFREE T, FI

[0025]  (2) {Ehy4-1BBEEFIES T WS4 - IBBh UK Ui g5 & BB, L ae g e e R B AN/
ak4544-1BBEEH .

[0026]  f/F NICHT, Ky SR AR AL B

[0027] &M

[0028]  JUASCHT T, “HR P AT B b e A AR Bk “B0 35 417 il AR B 5% )7
SRRSO A E ATHEA BAEHEER B AR T2 71 2 SNP4I T O .

[0029]  GnASCRT L, ARAE “B2 HISEQ 1D NOTR B S 3Rk e 4k kh He 4R b4 A ik %
JIR” A0 “B 5 FHSEQ ID NOTABIMAZER F- 41 2l F L2 sl R 2R PR sk A% H IR P DAFE A T e
ZRSEIR 7 A LR Fr SV, ok S22 R e M Az YR A 2 090% V& /D91 % V&
192% E/D93%  E /D94 % 5 /D9I5% 5096 % 5 DIT % 5098 % ik E /D99 % 1 T A
[ — PR ORFE LA RIS PR/ sk DhRR & E 5T 20 sk N (k2 AZHTR -

[0030] AR H, ARG “PuiR” nT VAT S5 A DAAE AR B X & 28 2 K AR R A
DURFPRAR, BEEER T AN v e ke o 28125 (BN v 152 v 4 RRBEN#E 5 2 ek

6
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ZEEVEBTE TR 2317 53 B 1gG TeM TgA TgGuk TgE . fuis Bk I 2k (R
BlaNTgG1 186218631964 TgGH% UL AR F Ak, JF A T Dhae &1 1.

[0031]  FERPPUR IR S K BEEAN 2 K g, b sl — s 5 2)
B Z PR B S E e X AR S T X EERETH E X y a8k e B, Al —20 52k
My Iay 24y 34y 4ol 5Ral o REEIE X R 257,

[0032]  RqE “HgE” S fr e K EEEu I A B, B AR DU R e MR IO S R 41
FI AT AR X VH S A K =AM E X CHL L CH2FICH3 DL M R 5 o« RIE R SR K ptal = A
B, B4E R VAR A B R R e e 1 R P M A AR X VL LA S JERE X CL.

[0033]  RiE “HAMREX (CDR) ™ j& FEAE e Bk AR 1 1 EE Ak a1 AR X A ) e 2
& F- 4] o R R AT 5 ] DL 43 B A 55 =NCDR (CDRH1 . CDRH2ICDRHS ; L & CDRL1 . CDRL2]
CDRL3) - CORFJ VATRHEAEHUAR S P sl e (v 45 & ik BB E I Rk AL o Rl “RrsePE 4557 ok
“REFPEIR B ARG BN G EAL, IF H R s GRG0 b e AR B E FH A
PR .

[0034]  FEA T, Podkn] LA FRE AR T 22 se ik ok BR se B o A1/ sl Ao A
TRAEPTiR S (B, /NGRS 5 TR Bl S PR (BN - ARG DT o

[0035] s FTIRT RS DN ST e i = A= i sh P M bo e i - AL iRdY
Il 2 5 U HE R ROV, 80T & 1 G DAk X o e HE R SOV o ik St
YT i T2 R TR 5 3256 5 R P[RR ST (R s IR e AR IR E X 40 A Ak
ITEE X A o S B IR PEDUAAAEL IR E DRI TR SR 5 25 24 , (B shnili i
AR VIIRFAT T H AT, I E AR 2 FR U 8 S R 51 7 AR B VE - IR
PR HTIRE BT & T BeE e 2B E ] o xRl Bk S Dok T L X AU 45 G il
HEEEFIFCDR (FANRE X)) FEAE 2 AP AAE 2L i il i .

[0036]  GUASCHT T, ARGE “Bulish & B e 1504 B Se B BR e L G B i
B FERRE SE S U R, I ZICDR A A, Hu &5 Be T DA scFv (scFv) 2.Fab Fab’
okF (ab”) 2 fHAPR I AR AT R B S5 & B BT DU ITAE B P UARIN R B, s 5 /b —
AN HANRE X, a0t H scFv. (scFv) 2.scFv-Fe.Fab.Fab’ #lIF (ab’) 2.

[0037]  frpulid &5 B, Fab g A RR5E il AR XHTHERE AT AR X\ A 1E e DR G 2 —
TEEX (C,) Mg, HEA U g e .

[0038]  Fab’ SjFabl A 2 AL T EAE HEHEC, JRIM Cl B AT 15—k 2/ Dt 2R 7k
BRI F (ab”) 28T E il Fab " B BEIX (1 D R L ) i B kI -

[0039]  Fv @AV H A Fisi vl A5 X A AT AR X e/ MU B, I F U T = ARy R B R
PHBRAEAR A H A AT TR R o B i) LA Bk n] AR IX S gk nl AR X s A
BEEFEI S5, FREEFY (scFv) Wl HA R REEH , AnAUBEF v , F b Fdd n] AR X A4 il AR
DX IR LI E Bl e A e L Ol b L 2

[0040]  Hulhighs v BERT DA FHER IR ERAT (B, 3ok A IV s 1S 2 Fab
B, HEARHICSEIF (ab”) 27 B |, AT DAE SRR B BRI % -

[0041] AN TG REERE 1 (I A RFEER & 1) sk Piiksy 1Rl LUE R BEEREE 57 111
A2 (a0, TeG TgETgM. T1gD TgA TgYEE) s U 2s (Ban, 1gG1 . 1gG2.1gG3 . 1gG4 1G5,
TgA1.IgA2%F)
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[0042]  FEdupkek PR A Be, Bk 7 CDRek AT AR X 2 SIS 4y (e e [X) AT AT A |
B B, A TP DAATAE 4 1gG TgA gD IgE TgMuk IV, Al 411Gl . 1gG2. 1863k 18G4
[0043]  HufkekbulR 456 BT DU b sl A k) AERIRFEAED) o

[0044]  4- IBBHE I #34)

[0045]  ${EGFR/ 14 - 1BBIURE DU AT LA B S Hi4 - IBBHUAR S I 45 & BefE o4 -
IBBEE 55 -

[0046]  RiE “4-1BB”, thARACD137H TNFRSFO (TNFAZAAGH S Rk 519) , S TNFSZ MR 5 ik
(TNFRSF) I 51, - FLg — Pl iy -, FoAe sese gl (lAE G ie 4 A i M S e 4 it
P TS ik o 4 - IBBAE R £ P00 5 4R 117 2k ok B SR o WA SR L 4- 1BB R
VAR FIF FL s , 140 N (Homo sapiens) (A) (NCBIE:SS5NP_001552.2) o ffil4, A4-1BB
1 (NP_001552.2) AL S35 41 (SEQ 1D NO:89) 3o, 4 MHKR:

[0047] 1 mgnscyniva tlllvlnfer trslgdpcsn cpagtfcdnn rngicspcpp nsfssaggqr

[0048] 61 tcdicrqckg vfrtrkecss tsnaecdctp gfhclgages mceqdckqgq eltkkgckde
[0049] 121 cfgtfndgkr gicrpwtncs ldgksvlvng tkerdvvcgp spadlspgas svtppapare
[0050] 181 pghspqiisf flaltstall fll1ffltlrf svvkrgrkkl lyifkgpfmr pvqttgeedg
[0051] 241 cscrfpeeee ggcel

[0052]  E—Mhsiji /7 s, fia- IBBH AR Rt & BT e

[0053]  CDR (FAMJLEX) -H1 (H-CDR1) , HAISSEQ 1D NO: 1.2 3[1 54 R FF 41 5

[0054]  H-CDR2,HE4:SEQ ID NO:4. 55k 6/ ILE 741 ;

[0055]  H-CDR3, A5 SEQ ID NO:7.8.9.108k1 112 L8R 41 ;

[0056]  L-CDR1,J A7 SEQ ID NO: 128k 1311 2L R A1

[0057]  L-CDR2,HAU4:SEQ ID NO: 145k 15[ 5L 41 ; A1l

[0058]  L-CDR3, HAJ75SEQ ID NO: 16817 ELIE FE A1

(00591 $ji4- 1BBH AR SR 45 G Fr B CORIM AR Fr- 41 ik LT /s -

[0060]  [1]

SEQ SEQ SEQ
1D H-CDRI 1D H-CDR2 1D H-CDR3
NO NO NO
1
[0061] T o 7 DGQRNSMREFDY
1 SYDMS 4 ATRVEL 8 DAQRNSMREFDY
9 DAQRQSMREFDY
;. GYDMS 5 VIYPDDGNTY |10 HGGQKPTTKSSSAYG
YADSVKG MDG
EINPGNGHTN
3 SYWMH 6 Pe——— 11 SFTTARAFAY
SEQ SEQ SEQ
[0062] ID L-CDRI1 ID L-CDR2 ID L-CDR3
NO NO NO
12 i?SSSNIGNNY 14 ADSHRPS 16 ATWDYSLSGYV
13 RASQTISDYLH | 15 YASQSIS 17 QDGHSFPPT
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[00631 {5, $u4- 1BBHUMARE BT 4 5 BT

[0064] 5 A7SEQ ID NO: 1[%EER 7 A UH-CDR1, 25 F7SEQ ID NO: 4[¥) 2 518 7 H1I[1IH-
CDR2, & 45SEQ ID NO: 7(H5 LM 7 41 [10H-CDR3, 5 A SEQ ID NO: 121 S Lk F7 41 (1L -
CDR1.%ASEQ ID NO: 14[W) 2 5P R 7 AL -CDR2MIZATSEQ 1D NO: 1611 2 M v A1 1L -
CDR3;

[0065] & A7SEQ ID NO: 1% EER 7 A UH-CDR1, 2 /7 SEQ ID NO: 4[¥) 2 1R 7 H1I[1IH-
CDR2, & A/SEQ ID NO: 82 LR 7 I H-CDR3, 54 SEQ ID NO: 12/ % IL /R 7 YL -
CDR1. % 45SEQ ID NO: 1415 5E/R 7 41 UL -CDR2AIA 4T SEQ 1D NO: 1615 FE i 17 41 (L -
CDR3;

[0066] & A7SEQ ID NO: 1% R 7 A UH-CDR1, 25 /7SEQ ID NO: 4[¥) 2 LR 7 H1I[1IH-
CDR2, & ASEQ ID NO: 92 LR 7 I JH-CDR3, 54 SEQ 1D NO: 12/ % IL /R 7 YL -
CDR1. %A SEQ ID NO: 14[H 2 5P R 7 AL -CDR2MIZ AT SEQ 1D NO: 161 2 B/ 7 A1 L -
CDR3;

[0067] & A7SEQ ID NO: 1[%ERR 7 A UH-CDR1, 25 F7SEQ ID NO: 4[¥) 2 LR 7 H1I[1IH-
CDR2, & ASEQ ID NO: 7[5 R 7 4 JH-CDR3, 54 SEQ ID NO: I3[ % ILMR 7 YL -
CDRL#545SEQ ID NO: 15[ 8R4I [{IL -CDR2ATS 4G SEQ ID NO: 17K 5AERR 5 I fAIL -
CDR3;

[0068] & A7SEQ ID NO: 1% LR 7 A UH-CDR1, 2 F7SEQ ID NO: 4[¥) 2 1R 7 H1I[1IH-
CDR2, & ASEQ ID NO: 82 SER 74 H-CDR3, %4 SEQ ID NO: I3[ % AL/ 7 YL -
CDR1. % 45SEQ ID NO: 15/% 58 7 41 UL -CDR2AIS AT SEQ 1D NO: 175 FE 8 7 41 (L -
CDR3;

[0069]  4-45SEQ ID NO: 1[5 L F 41 [H-CDR1, &4 SEQ ID NO: 4145 3L 7 41 flH-
CDR2, & A7SEQ ID NO: 9% IR 7 71 [JH-CDR3, & A7 SEQ ID NO: I3[R 5 AL -
CDR1.%7SEQ ID NO: 15[ LR T A HL-CDR2FIS A SEQ ID NO: 17 R T A L -
CDR3;

[0070] & A7SEQ ID NO:2[ % 3EHL f7 A UH-CDR1, 2 F7SEQ ID NO: 5[¥) 2R 7 H1I[1IH-
CDR2, A SEQ ID NO: LOfZA LR 5 FIHJH-CDR3, & 4SEQ 1D NO: 12[1 2 LML A1 AL -
CDR1. & ASEQ ID NO: 14[H 2 B R 7 HIIHL-CDR2MIE AT SEQ 1D NO: 1611 2 3/ v 41 1L -
CDR3;

[0071] & A7SEQ ID NO: 21 %34 HL f7 A UH-CDR1, 5 F/7SEQ ID NO: 5[¥) 2 LR 7 H1I[1IH-
CDR2, ¥ HSEQ ID NO: 10[(J5 3R 4 IIH-CDR3, 2 47SEQ ID NO: L3[{ A SR 7 41l fIL -
CDR1. % 45SEQ ID NO: 15[% 58 7 41 UL -CDR2AIS AT SEQ 1D NO: 175 SR 17 41 (L -
CDR3;

[0072]  4-45SEQ ID NO:3[/ 5L F 41 [H-CDR1, &4 SEQ ID NO: 6145 3L 41 f1H-
CDR2, %A SEQ ID NO: 1112 ELR e 41 [lJH-CDR3, & SEQ ID NO: 1211 2 LR Fr 41 1L -
CDR1.%7SEQ ID NO: 145 LR T A HL-CDR2FN45 A SEQ ID NO: 16[ = R F 4 L -
CDR3; 5k

[0073]  {54HSEQ ID NO: 3[R LR 7 #IH-CDR1, 545 SEQ 1D NO: 6[1 2 4R 7 41 f1IH-
CDR2, &G SEQ ID NO: 112 ELlR e 41 [IJH-CDR3, & SEQ ID NO: 1312 LR Fr 41 1L -
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CDR1.Z4SEQ ID NO: 15[ 3 FL AL -CDR2AIE4TSEQ ID NO: 17124 3L 7 A L -
CDR3.

[0074]  5y—Fhst sy =, Hrd- IBBh ARk U &5 & B B 8 Bk il AR X, HAu sy
SASEQ ID NO: 1. 28k [ % 34 - A IUH-CDR1 &5 A7SEQ 1D NO:4.55k6[ 12 SR 741l f1JH-
CDR2FI7%5A7SEQ ID NO:7.8.9.108k 11 [ EEIR 7 HIH- CDR3; FlE2EE nf AZ X, A5 o
SEQ ID NO: 125k 13[H &L/ F AL -CDR1. 254 SEQ ID NO: 14k 15[/ 5 5% 741l [#JL - CDR2
FIEASEQ ID NO: 168k 1 712 FLfR 7 41 L -CDR3.

[0075]  fF ) —FhstE S, fud - IBBH UK Bk H Pl 655 A Bl (o FEpk AR X, Hofy
SPUTF A F DL R 415 :SEQ 1D NO:18.19.20.21.22.23.24.25.26.27 285k 291 543
FR 7 415 Al nT AR DX, A B DU kR B DA R 4% : SEQ ID NO:30.31.32.33.341k88
INE=E S IE I

[0076]  H4- IBBHUARB DU &5 F F B T AR X (1 2 5508 7 21 ANk 2 7

[0077]  [3k2]

10
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SEQ
D ¥ 4-1BBHEXTERK
NO

EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYDMSWVRQAPGKGLEWYV
18 SWISYSGGSIYYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCA
RDGQRNSMREFDYWGQGTLVTVSS
EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYDMSWVRQAPGKGLEWYV
19 SWISYSGGSIYYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCA
RDAQRNSMREFDYWGQGTLVTVSS
EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYDMSWVRQAPGKGLEWYV
20 SWISYSGGSIYYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCA
RDAQRQSMREFDYWGQGTLVTVSS
EVQLLESGGGLVQPGGSLRLSCAASGFTFSGYDMSWVRQAPGKGLEWV
21 SVIYPDDGNTYYADSVKGRFTISRDNSKNTLYLQMNSLRAEDAAVYYC
AKHGGQKPTTKSSSAYGMDGWGQGTLVTVSS
EVQLLESGGGLVQPGGSLRLSCAASGFTFSGYDMSWVRQAPGKGLEWV
23 SVIYPDDGNTYYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCA
KHGGQKPTTKSSSAYGMDGWGQGTLVTVSS

[0078] QVQLQQSGAEVIKPGASVKLSCKASGYTFSSYWMHWVRQAPGQGLEWI
23 GEINPGNGHTNYNEKFKSRATLTGDTSTSTVYMELSSLRSEDTAVYYCA
RSFTTARAFAYWGQGTLVTVSS
EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYDMSWVRQAPGKCLEWYV
24 SWISYSGGSIYYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCA
RDGQRNSMREFDYWGQGTLVTVSS
EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYDMSWVRQAPGKCLEWYV
25 SWISYSGGSIYYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCA
RDAQRNSMREFDYWGQGTLVTVSS
EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYDMSWVRQAPGKCLEWV
26 SWISYSGGSIYYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCA
RDAQRQSMREFDYWGQGTLVTVSS
EVQLLESGGGLVQPGGSLRLSCAASGFTFSGYDMSWVRQAPGKCLEWYV
7 SVIYPDDGNTYYADSVKGRFTISRDNSKNTLYLQMNSLRAEDAAVYYC
AKHGGQKPTTKSSSAYGMDGWGQGTLVTVSS
EVQLLESGGGLVQPGGSLRLSCAASGFTFSGYDMSWVRQAPGKCLEWYV
28 SVIYPDDGNTYYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCA
KHGGQKPTTKSSSAYGMDGWGQGTLVTVSS

29 QVQLQQSGAEVIKPGASVKLSCKASGYTFSSYWMHWVRQAPGQCLEWI

11
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GEINPGNGHTNYNEKFKSRATLTGDTSTSTVYMELSSLRSEDTAVYYCA
RSFTTARAFAYWGQGTLVTVSS

SEQ
ID $o) 4-1IBB W BETEK
NO

QSVLTQPPSASGTPGRRVTISCSGSSSNIGNNYVTWYQQLPGTAPKLLIY
30 ADSHRPSGVPDRFSGSKSGTSASLAISGLRSEDEADYYCATWDYSLSGY
VFGGGTKLTVL
QSVLTQPPSASGTPGQRVTISCSGSSSNIGNNYVTWYQQLPGTAPKLLIY
31 ADSHRPSGVPDRFSGSKSGTSASLAISGLRSEDEADYYCATWDYSLSGY
VFGGGTKLTVL

[0079] DIVMTQSPAFLSVTPGEKVTITCRASQTISDYLHWYQQKPDQAPKLLIKY
32 ASQSISGIPSRFSGSGSGTDFTFTISSLEAEDAATYYCQDGHSFPPTFGQGT
KLEIKR
QSVLTQPPSASGTPGRRVTISCSGSSSNIGNNYVTWYQQLPGTAPKLLIY
33 ADSHRPSGVPDRFSGSKSGTSASLAISGLRSEDEADYYCATWDYSLSGY
VFGCGTKLTVL
QSVLTQPPSASGTPGQRVTISCSGSSSNIGNNYVTWYQQLPGTAPKLLIY
34 ADSHRPSGVPDRFSGSKSGTSASLAISGLRSEDEADYYCATWDYSLSGY
VFGCGTKLTVL
DIVMTQSPAFLSVTPGEKVTITCRASQTISDYLHWYQQKPDQAPKLLIKY
88 ASQSISGIPSRFSGSGSGTDFTFTISSLEAEDAATYYCQDGHSFPPTFGCGT
KLEIKR

[0080] 341, u4- 1BBH UM H Bl 4 & B

[0081]  &-4SEQ ID NO:18.19.20.21.22.23.24.25.26.27 285k 2911 A F: /8 7 41 [ Bk
AIARX DL M 54 SEQ TD NO» 30RY S R BR - H1 R T AR X

[0082] &-HSEQ ID NO:18.19.20.21.22.23.24.25.26.27.285k 2911 S 508 741 [ Th gk
AR X DL M S5 A5 SEQ TD NO - 3 1A SA SRR - H1 i nT AR X

[0083] &-F4SEQ ID NO:18.19.20.21.22.23.24.25.26.27.285% 2911 A F: /8 741 [ Bk
AIARX DL M 545 SEQ TD NO» 3200 A SRR - F1 2 T AR X

[0084] &-FSEQ ID NO:18.19.20.21.22.23.24.25.26.27. 285k 2911 S 508 741 [1) Bk
AIARX DL M 547 SEQ TD NO» 33F0 S IR - F1 B T AR [X

[0085] & F4SEQ ID NO:18.19.20.21.22.23.24.25.26.27 285k 2911 A F: /8 741 I1) Bk
AJARX DA A ATSEQ 1D NO: 3411 S8 SR A1 ARk nT AR X 1k

[0086] &-FHSEQ ID NO:18.19.20.21.22.23.24.25.26.27 285k 2911 Sa 5/ 741 [1) Bk
AR DL M S5 A4SEQ 1D NO -« 881 S FEFR I A1 2k nT AR X

[0087]  Hu4 - 1BBHUAB UL 5 & F BERI P AR DX AR AL S S Fr 41 an e 3T «

[0088]  [33]

12
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SEQ SEQ SEQ (S)E

ID | H-FRI1 ID | H-FR2 ID | H-FR3 ™ H-FR4

NO NO NO s
EVQLLESGG RFTISRDNSK

45 GLVQPGGSL - gg(?f;\i ” NTLYLQMNS a5 WGQGTL

‘ RLSCAASGFT b LRAEDTAVY VTVSS
FS YCAR
EVQLLESGG RFTISRDNSK

g8 GLVQPGGSL - gggfg‘\: - NTLYLQMNS 13 WGQGTL
RLSCAASGFT o LRAEDAAVY VTVSS
FS YCAK
EVQLLESGG RFTISRDNSK

: WVRQAP
GLVQPGGSL NTLYLQMNS WGQGTL
[o089] %3 RLSCAASGFT 47 S’,SKGLEW 43 LRAEDTAVY v VTVSS

FS YCAK
QVQLQQSGA RATLTGDTS

o EVIKPGASVK o gggf}iﬁl 24 TSTVYMELS 13 WGQGTL
LSCKASGYT & SLRSEDTAV VTVSS
FS YYCAR
EVQLLESGG RFTISRDNSK

5 GLVQPGGSL - ggg]?;\a}: it NTLYLQMNS 43 WGQGTL
RLSCAASGFT b LRAEDTAVY VTVSS
FS YCAR
EVQLLESGG RFTISRDNSK

- GLVQPGGSL - gg?&ﬁ 45 NTLYLQMNS " WGQGTL
RLSCAASGFT i LRAEDAAVY VTVSS
FS YCAK

13
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EVQLLESGG WVRQAP RFTISRDNSK
- GLVQPGGSL 0 |cEeTEE |28 NTLYLQMNS A% WGQGTL
RLSCAASGFT & LRAEDTAVY VTVSS
FS YCAK
L A RATLTGDT
QVQLQQSG WVRQAP GDTS ‘

- EVIKPGASVK 40 | GQCLEWI |44 TSTVYMELS = WGQGTL
LSCKASGYT 5 SLRSEDTAV VTVSS
FS YYCAR

SE

SEQ SEQ SEQ 0

ID |L-FRI1 ID |L-FR2 ID |L-FR3 el LFR4

N N .

0 0 NO )

GVPDRFSGS
QSVLTQPPSA WYQQLP
KSGTSASLAI FGGGTKL
46 ngPGRRVTI 49 ;’;TAPKLL 51 T — 53 T,
(0090] s

b (e o vt |y [ksomsasua || racomi
s : Iy ' SGLRSEDEA TVL
’ DYYC

GIPSRFSGSG
DIVMTQSPAF WYQQKP
48 LSVTP(?ESKV 50 DQ}?I?KLL 52 Sk LI LETIN 54 i
' LEAEDAATY EIKR
TITC IK
YC
GVPDRFSGS

o e i (et |, |ksarsastar || racac

SC I¥ SGLRSEDEA TVL
DYYC
GVPDRFSGS

v |Srramn e | oE |, |ksorsasia | rcm
i Q Iy SGLRSEDEA TVL
’ DYYC

[0091] 135S 7y 2U, Pud - IBBUR s H PR &5 & Bl (5. digk , 55 DA Mk

FEAR FHPLU R4 :SEQ 1D NO:56.57.58.59. 6056 1 1) 5 LR 741 s Fsk , 04 DL R ek it

R F VA NI SEQ ID NO: 62,635k 6411 & 3ER 741 B, $i4 - 1BBH TR b 45 &

Bl s

[0092] T4k, A4 DL F kLA F P 4188 : SEQ ID NO:56.57.5859. 60561 [1) 5 Lk
Fr s Mt , A DA Nk A T 41k : SEQ ID NO: 62[1) & R 7715

[0093] iﬂfg,@ PLUREREEAS DA R4 : SEQ 1D NO:56.57.58.59.608k61 ()45 5Lk

Frails ARk, 0 DA FEl AR i PA M4 Ak: SEQ 1D NO: 6312 SR Fr 41 5 Bk,

[0094] @L,@ PLURERBEAS DA R4 : SEQ 1D NO:56.57.58.59.608k61 ()5 5L%
Jr s MAREE , 5 DA Nk P T 41 : SEQ ID NO: 6411 & R 71 .

[0095] {155 —Fhahi i, Pra- 1BBhuIA S H TR 455 B Bl LAE scFv (Bt Al AR By

B ik scFviai .

[0096]  FEh v AZIX , 05 & 47SEQ 1D NO: 1. 2831154 5 /7 FI UH-CDR1 . 245 SEQ 1D

14
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NO:4 .58 6124 3L 7> 41 [1JH-CDR2 . A5 45 SEQ 1D NO:7.8.9.108k 111124 3E0R 5 41 11 -
CDR3; A1

[0097]  Egk Al AFIX, 5 5 SEQ 1D NO: 128131 R T /I L -CDRL & A SEQ 1D
NO: 148 151 2 LR AL -CDR2 I A SEQ 1D NO: 165 1 711 S BE/& Fy 1] )L -CDR3,
[0098]  JHrhEEk n] AR X AEREE n] AR X AT LALMAEAT I B (B, o ki) sl k=L
PrbiERz.

[0099] 54, $714-1BB scFv A fufE:

[0100]  FFE4EAAFX , HAUASEQ ID NO:18.19.20.21.22.23.24.25.26.27 281k 29[1) 54 ik
R4 A

[0101] 4% 45X, HATASEQ ID NO:30.31.32.33. 345k 88[W &L IR 741 ok H A |
SEQ ID NO:30.31.32.33.345k88[) S LHa T 41 4 ik,

[0102] . rfradd rf AR DRI 5 P AR DX AT DAME A IR B el e Sk e 2
[0103] 454N, $714-1BB scFv AU

[0104]  FEfE, (A DL ek DL N4 SEQ 1D NO:24.25.26.27. 285k 29/ 2 JER
Jr A Mt , (5 LR B DA 41k SEQ 1D NO: 3311 S 35 741 5

[0105]  Higk, B DA Ml B L MR :SEQ ID NO:24.25.26.,27.285k 291 2 B
Fr ol Rk , A0 5 DL N sl BEA DA N4k : SEQ ID NO: 3492 SR 415 Bk

[0106]  FEEENIAR[X , fJ 5 SEQ ID NO:24.25.26.27 288k 2911 2 IR P 4] s LA M Bk ] AR
[X, 75 SEQ 1D NO: 88 LR 741,

[0107] L radd r] AR DR B P AR DX AT DAME A IR B el e Sk e 2
[0108]  FEAANTITH, F14-1BB scFv AT R T £ 13 B i A7 DO S i AR XA, 4 -
1BB scFv A LALE N 2 Clit 1 75 1) |0 S e AR DR T AR X o A 54, $14 - 1BB
scFv AT PR NSt 2 Clitg 1) 77 )b B0 2 Bl nl AR XA T AR X

[0109]  EGFRAE[A]H

[0110]  $TEGFR/ 4 - 1BBAURE - MEHUA T LA S EGFRY AR sk H P IH 25 & BE/E WEGER
5B -

[0111]  “EGFR (REZ A KA 32 A2 AR PR D ErbB- 15K HERD) ™ & — PSR 1, &
SENAIME A RO R A=A R - 505 (BECF S5 B AN A2 A4 o e B A= R - 32 A J2 ErbBS2
PRSI 51, FAE DA I DU DIAH D) 52 AT 2 R IS 1) 5 % : EGFR (ErbB-1) JHER2/
neu (ErbB-2) \Her3 (ErbB-3) FlHer4 (ErbB-4) o £F ¥ 28 25 i, SENAECFR Ak 5k i MY
ST GE S BUSE - 140, EGFRE 11 7 DL E DA GenBank & 355 NP_001333826.1.NP
001333827 . 15 i 22K, 545 B DA GenBank B35 NM_001346897 .2 NM_001346898 .2
ORI AZ R T4 (mRNA) £hi .

01121 fr—Fhalfie Jy o, TEGFRETIAR T LUE VU 20 8 P B EGFR I NPT [ HTEGFR
PRI HUR S5 5 DX DU STEGFRE AT 2 B P scFv . (scFv) 2.Fab.Fab’ &(F (ab’) 2,
[0113]  HECFRyTAR Sk K 45 & B B n] DS HUEGFRE T sk €0 25 78 22 AP/ 6 1~CDRITY
HpURgsia B

[0114] - —Fh it Jy U, PTEGFRETA S HTEGFRP UK N BT 45 & v B (Il , scFv .
(scFv) 2.Fab.Fab’ 5kF (ab’) 2) RILUE Y 2 R hial PR 85 & Bl L A k.

)
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[0115]  Bild, HUEGFRE TR HPTH 85 & BT LB 2

[0116]  H-CDR1, HAU5SEQ ID NO: 65/ % ILfR T4 ;

[0117]  H-CDR2, HAU4SEQ ID NO:66[124 EE1E 741 5

[0118]  H-CDR3, HAU75SEQ ID NO: 67/ % IEfR T4 ;

[0119]  L-CDR1, H{u?:SEQ ID NO:68[ZAILIE FH

[0120]  L-CDR2,HAU7SEQ ID NO: 6912 L 741 Fll

[0121]1  L-CDR3, HAU5SEQ ID NO: 701 23R 74 6

[0122]  HEGFRY UKL 455 F B CDRIV 2 1R 741 W AP s «
[0123]  [F24]

SEQ SEQ SEQ
ID |H-CDRI ID |H-CDR2 ID | H-CDR3
NO NO NO

(01247 |65 |[NYGVH 66 | VIWSGGNTDYNTPFTS |67 |ALTYYDYEFAY
SEQ SEQ SEQ
ID |L-CDRIL-CDR |ID |L-CDR2L-CDR ID |L-CDR3L-CDR
NO NO NO
68 |RASQSIGTNIH |69 |YASESIS 70 | QQNNNWPTT

[0125] Lt s s, JREGFRYTIKE bl g & P B T A & SR rT AR DX, 5
ASEQ ID NO: 651 % KL 7 I HUH-CDR1 &3 SEQ 1D NO: 6612 352 741 [JH- CDR2 A& A7
SEQ TD NO: 6715 FEER Fr A1 I{IH-CDR3 s AR HE M AE X, (05 A SEQ 1D NO: 68K A KR
BHIIL-CDR1Z7ESEQ ID NO: 691K S L R AL -CDR2AIE4GSEQ 1D NO: 70/ 54 LR 7 41)
[JL-CDR3 o ££ 55— Mt 5 sUH , HIEGFRE TR S L &5 B T e g v 2 X,
SEQ 1D NO: 7115 LR A B FEA | HISEQ 1D NO: 711 S LR 7 H1 24H Ak« Rl rT AR X,
EIESEQ ID NO: 7212 R 7 FI A I HHSEQ ID NO: 72/M 2 5 R 7 A Ak o

[0126]  PUEGFRPUIARE DU LS & B n] AR X S R 7 21 W5

[0127] [#5]

SEQ
ID NO

¥e%) EGFR 89 T4 % X

QVQLKQSGPGLVQPSQSLSITCTVSGFSLTNYGVHWVRQSPGKGLEWLG
71 VIWSGGNTDYNTPFTSRLSINKDNSKSQVFFKMNSLQSNDTAIYYCARA
LTYYDYEFAYWGQGTLVTVS

[0128] SEQ
o 5 é % o] AF A
T ¥e) EGFR W98 4 TE X
DILLTQSPVILSVSPGERVSFSCRASQSIGTNIHWYQQRTNGSPRLLIKYAS
72 ESISGIPSRFSGSGSGTDFTLSINSVESEDIADYYCQQNNNWPTTFGAGTK

LELKR

[0129] {55 —Fpailiit s Ui, DiEGFREUA S HPUR 455 B Al 5 Fle , 5 DA Mgt
A E DA N 41 : SEQ ID NO: 738k 7410 2 35 R 41 s Azt , o DA P el AR iDL 4l
i :SEQ ID NO: 75[ IR T A1) o £F 73— P adlit s sCHp , $EGFREUA S H U 45 & v BT LA
seschv (AR TAR BD |, FirdiscFviu i :

[0130]  FE4EATARIX , 104 . & 45SEQ 1D NO: 65K S ILR 41 [lJH-CDR1. & 45SEQ ID NO: 66
()2 EEL 741 Y H-CDR2 A2y 47 SEQ 1D NO: 6712 FE 41 [{JH-CDR3 5 A1

16
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[0131] Ak AT AR, 407 547 SEQ 1D NO: 6812 /R 7 41 UL -CDR1 . 47SEQ 1D NO:69
(2 EER e A1 L -CDR2 A5 45 SEQ 1D NO: 70154 ELfR 41 fJL - CDR3,

[0132] L rhdagh n] AR X AEREE nT 22 X AT LALAEAT I B (B, o ki) shoam k=%
WSz

[0133] 71 5 —Fh iy i, JIEGFRYUAR s Pl &5 & Byl DL scFv CRBETT AR B
B HrikscFvid

[0134]  H4EA[AF[X , HAUASEQ ID NO: 71 IR 74k LA |- FISEQ 1D NO: 71fH 53k
R 4 4 R 5 Al

[0135] Bk I AZ[X, HLAUESEQ ID NO: 725 R - M sl AR |- HISEQ 1D NO: 721152k
FRFF B ALK,

[0136]  JHrhudh nJ AR DO EE ] 22 DX AT PAME AR B e alam o e K e 2
[0137]  fE AN ITHI  HIEGFR scFv AT B 60 25 B ik i) A8 RS 5E A A2 X a0, 4t
EGFR scFv ] DA MNity 2 Caiig 1) 77 [ I 6325 i n] AR XA i AT AR X mIA% A, $TEGER
scFv AT PR NSt 2 Clitg 1) 77 1) _F B0 2 B nl AR XA T AR X

[0138]  UUERAIEDUA

[0139]  ARNTFHRML T HIEGER/$i4 - 1BBAUE Ed Tk 2Pk o

[0140] (1) YENEGFREL[AHS /7 I PTECFRY TR P U 45 & B B, FL AR e e iR B A/ 1k
SEAEGFREE T, Al

[0141]  (2) {E 4 1BBEE[FIES T W B4 - IBBh UK Ui &5 & B B, L ae g e R Bl An/
gt 54-1BBEA .

[0142]  $TEGFR/4t4 - 1BBAURE R E DU AT 24 55 R EGFRIV IR 41 i S IHE N 15 v 4 - 1 BB
ST AN, BRI T A B4 - IBBH LA S LB U S5 & BEIRHIE T DA X
LEMRR ORI (TME) HoE 7 AN/ sl , A1/ sl S A 1514 - IBBHUARHLEL 1 25 MBIk 25
PE , RIS 0 5 B s L/ sl e Ve s 7 i i

[0143]  fr—Fhalfie Jy = B3R e fu iR ] DLE 2 2 KB EGFRP TR t4 - IBBHUIARI Ht
BREEG B (B, scFv) |, i - IBBHUAIN DR 856 A Bl LB skl k=L e K
PLEGFRYTIAIIN - A ity « C - A b nl HL P B 42 o AE — Pl g s, SR e M TR AT DL B 4
K14 - IBBHUAFHEGFREUAIN DU 455 B (9140, scFv) , L FHECFREUAII DU 45
BT DA E Bl Bk 2 K i - IBBHUARITIN- R« C- ARy sl P 2

[0144]  fr sty 2 B8R iR Hb Br B 2 1 s e Py ] DU T i 0 25 Bl vl A2 XA
RV AR DX o A0, AURF SR UR TR B0 25 i s e Py T DAZE NSt BICHR A 7 1) 1 A0 S 04 mT
A E A AZ X, PASAT e S S A e AT 1 2 IR ISk, sl il R, AR e e pp
FIT A0 25 i scFv AT AR AN 21 Coig 1) 75 17 b 0 73 B AT AR XM B T AR X, DL M AT St (0 2
EEA T2 Rk -

[0145] V00K S PED TR QS 2 K HTEGFRY UM Ht4 - 1BB scFvI , SR BT T LA
I

[0146] (1) 55—Z K, 78 AN B 17 17 b 7

[0147]  HUEGFRPTIAIN Higk,

[0148]  fTfetth, ik GE— ki) L A

17
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[0149]  #714-1BB scFv;fil
[0150] (i) 28 —ZJIK, (0 & HUEGFRY TR I BE,
[0151]  Hrfi4-1BB scFvaMNl RCu Ay 1A F s
[0152]  Ju4- 1BBY UK FE5E
[0153]  fFhh, ik <*’“*Ei<if;<%> Al
[0154]  $4- 1BBHUIARM HEHE ] AR
[0155] W], 5&4’%@@?%7@%
[0156] (1) 55— 2 JIK, AE N I Cu 10 5 10 E A0 7y
[0157]  $74-1BB scFv,
[0158]  fFufetth, kdek B —iki=k) L Al
[0159]  HUEGFRPUMARI EsE ; A1
[0160]  (i1) ZE 2K, W EPECFRY AN EE,
[0161]  Hrfi4-1BB scFvaMN; RCu Ay 1A F s
[0162]  Fi4- 1BBHUAAR 5%
[0163]  fExkhh, BkFk (”’“*Ei(i‘;z%) A
[0164]  $4- 1BBHUIARM HEHE ] AR
[0165] W] ERACHE , AU S T%?&IKT@%
[0166] (1) Z5—Z2 K, AE MNiss B Cois PO 5 1) 025
[0167]  FUEGFRY AT EHHE,
[0168]  fTufetth, ik GE— ki) L Al
[0169]1  $7{4-1BB scFv;fll
[0170]  (i1) E 2K, B EPECFRY AN HE,
[0171]  Hrifi4-1BB scFvaMNl RCu Ay 1A F s
[0172]  $4- 1BBHUIARM HEHE ] AR
[0173]  fEkhh, ik <*’“*Ei<if;<%> Al
[0174]  PU4- 1BBY UK FE5E
[0175] ﬂ%1ﬁi&,ﬂﬂ¢#ﬁ‘f%ﬁ1¢ﬂ@%:
[0176] (i) 55—Z K, AE NS BICSm i A 1) B
[0177]  $74-1BB scFv,
[0178] (Tt Ak GE— ki) L Al
[0179]  HUEGFRYTIARN) HEBE ; A1l
[0180] (i) 28 Mk, (0 & PiBGFRP AN G,
[0181]  Hrfi4-1BB scFvaMN; RCu Ay 1A F s
[0182]  $p4- IBBHUIARM HEHE ] AR
[0183]  fFukhh, BkFk (”’“*Ei(i‘;z%) A
[0184]  Fi4- IBBHUARNYERSE M AR X .
[0185] YRR P FE 2 K ht4 - IBBHUACHIEGER scFviRy , AURE P EH AT (U4 .
[0186] (i) 25— Ik, A Nk B0 7y 1] A2
[0187]  $ju4- IBBHUIAMEEE,
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[0188]  fTufetth, kHek (BB —JikE=k) , Al

[0189]  $7{EGFR scFv; A/l

[0190]  (ii) SR 2K, 0 Pra- IBBHUAIREE,

[0191]  HH1$7{ECFR scFvaMNl RCu AT 1A F s
[0192]  HTEGFRPTIAIF2%E

[0193]  (Tdetth, ik @%:Ei@%k) A

[0194]  HUEGFRYTIARN) EpE 4R

[0195] AR, AU FE T ﬁﬂ@%

[0196] (i) ZE—Z0JIK, AE N B Ci 1 7 e A0 s
[0197]  ${EGFR scFv,

[0198]  fFfetth, ik GE— k=K L Al

[0199]  $i4- IBBHUIARHHHE ; FI

[0200]  (ii) 28 —ZJIK, fu & b4 - 1BBHUIRI G,

[0201]  HHHEGFR scFv ] £E Nt B Coti ) 7y 1) b
[0202]  HUEGFRYTIARIIFRE P AZIX

[0203]  fFufeith, Ak CGF _Eiii‘ﬁok) A

[0204]  HUEGFRYTIARI) HpE 4R

[0205] AR, AU R ﬁﬂ@%

[0206] (i) Z5—Z2 K, AE MNiss B Cois PO 5 1) 02
[0207]  #ju4- IBBHUIAEEE,

[0208] i, Bk GE—kESL) A

[0209]  $5{EGFR scFv;fll

[0210]  (i1) BB 2K, E o Pra- IBBHUAIREE,

[0211]  HA1$5{ECFR scFvaMNl RCu Ay 1A s
[0212]  HLEGFRP TR HLEE Al A

[0213] T, Bhazk (*’“:Ei(i‘%}) il

[0214]  HUEGFRP A EREE P AR[X

[0215] R, AURF MDA T (045 .

[0216] (i) Z5—Z0JIK, AE N B Ci 1 7 1A A0
[0217]  ${EGFR scFv,

[0218]  fFfetth, ik GE— k=K L Al

[0219]  $i4- IBBHUIARHHHE ; FI

[0220]  (ii) 2B 2Bk, fu 54 - 1BBRUARIERSE,

[0221]  HP$EGFR scFv A ZE AN BICHR ) Iy 1) 2
[0222]  B{EGFRPUMARIY HHE M AR X

[0223] (e, ik @%:Ei@%k) A

[0224]  HEGFRP AN H5E

[0225] *’“~Hiiif;<%%ﬂ”’**ﬁi(i%<%7uf BRSSPSR WA AR B AR, TR LA
EEEZNER
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[0226] 1 b — e 7y 2 BURE BT FR AT 5 (U EGFREE [ 543 14 - 1BBHE [] 5547
P A] DU e KPR ol & 8 BB kil SRR B B §BECDR R S CDR L A1 A 1)
PSS B

[0227]  fiscRE PUARHE T PSS F4 - 1BB (5 41 A\ 4 - 1BB) FIEGFR (5140 AEGER) P, A LKS
ASCHTATFRICDRFFF BV, GERERTARIX) v, (kT AR IX) 41 TR A RVCED” LA HoAth
[FTEGFR /4714 - 1BBLE & BUR: 445 1o

[0228]  Jikfzsk

[0229] T mali bR, AR TR T LB B AE 58— 2 I I BB Al s e v 2 [R] R R
Sk CGE—KEER) , M/ Bk At scPv A Bk AT AR XS BE n] AR X 2 TR IE: s (B8 k) -
[0230] AT, RGE “MRESS” AT DAFR R 1 22 100 SR , 5 A2 2 2 50 S SEFR 1)
SEIR B IR T DA R 1 i A AT B ) AT DA AT Bl AT 1 A8 1)
00 N AT i I KK AT R B 1 o A8 BRI 5056 7 20, I s T e & an
Gly Asnl/skSersR AL, Hl/ ol & & VRS B R AN Thr A1/ kA La o 1 FH T IIKEE SR I 2 3508 - 41
AL AR R o IR I B AT LAAE A2 i 22 KA/ 5 s e Fv DD BRI PR Y 1 24 ff
TE oA, K AT e R B AL 291 5 29100 A TR 2925 29502 IR 0k 495 % 2254
F,1.2.3.4.5.6.7.8.9.10.11.12.13.14.15.16.17.18.19.20.21.22.23.241525/") %A
SR TE R, A2 BRI H%e 1 FHGLy Asn.Ser ThrAllAlagl s 194 « £ —Fh 956 75 10
W KRBT AZR o G S ) | (s TRIng3 B “G7 L “S”AN“ (G, S,) ™ %S &L, H Ay sk 5 2
1EZ910, K53 2E1.2.3.4.5.6.7.8.95K10) o & —Fpsfite /5 27, kde I i PLJE (GGGGS) 2.
(GGGGS) 3+ (GGGGS) 45k (GS) I A L , (HASE T 11 o

[0231] P

[0232]  FR{L OBCRE DU ] T B o N B/ sl Ty M/ sl IS e R 1 s 5 i
[0233]  BHEL kM, —5056 5 AR 1A SRR S A U E DTG R I 25l 59 - 1%
ARG DA 5 25 b AT RS2 (N A % 2 A A e T T S T R N 2, R/
wi T as 7 A/ e b e e -

[0234] A —Fhaie s sUER T IR 7 R/ s i e e N 25 AL 5, I L S B 5
BRI UAAE s PR R T o

[0235]  Lj—aiii )y AR ik T —FioE A TR 2 TR e T A/ sl il e 1 3 7 74
T B 2 SR AR e E R s 2 A S e T 2 52 12005 1 AT DAdE—20 A
AL B 2 07 % € T2 G Y M/ s P E I A2 D R

[0236]  5y—Fhait s AFett AR DR sk WAl S 9697 A0/ sl B e e i
o P 7 B TR UL Tl 25 9697 0/ sl P i 259 v s
[0237] /265y 2 S E RFE FT DA EGFR A BREGFRIT #55k (S5 1EHAALL)
[0238] 5y —Fhat s Bt 1B sm S0 N B N AL S, ik 415 W) 0 5 AR 5
PEDUARLE GRS

[0239] 55— Fhait )y ARttt | — M T S sl T o e N B N T 1 % T TR
TR 252 U AR S E R sk 2 A S Wi T 22 2 - 1207 125 AT DAdE— 3D B 4E e )it
B 2 % T8 75 i o e N 5 1 S i 2P 3R

[0240] A —Fhshit s sNERHE 1T ACRE S Do iRk 299 41 54 1B o S e i 5 A FH s » )
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— ity B OB S UL 6 T 0 R B B R 25 R i i
[0241] e )y 2 SR P E DU s 29 A S W ] AAEAEAEEGFRIV A N g e
REN B BN, A5 o B N B 1 7 Tk, A2l vl L FL A Rk EGFREK i #E K EGFRIM 41 i
(B, R EGFREk 1 ZE R EGFRI A A1) o
[0242]  BURs PR ER 25 4L S T BRI/ B a T ISR E P BB 54 - 1BBHI/BREGER, G
HZEGFRF IR BREGFR I Foak [WIIRAE A 5% o it AT DA 1 S R o FirddJes i AT LR H
ANPR T2 PR FLBES S 45 R s B o e (90 an, Il DR 4 e /N gm A s  JE /N4 il
AN EIN T SN R N vy O N g R A 52 S SN S N 175 AN I 1 VAR S 2P i
BB NI N I B RS2 s B b e AR S R R e ek 2k
75 ~ PR E 4R P R R  HE 1 R e T e I B 4 MRg e e O B0 s
[ s A BRIEE R e 8 PN s ol 1 5 e MRV IIIRE B s ' U 1T 1 R
ANBFIEE  FEDR PRI « S 200089 « e « JIE s  EL 0 Jes 25 4 B 1) 4 o f) — ool 2 o S P DA
SElUR M RE B R I -
(02431 GuASCAT Y, RGE e RO PSS A1/ s0a T T ARSI 4R SE T Je A B g 410
Bl SREEASENOREIR O 28 AR e R RS I A 5
[0244] QAR H, KRB “GuRe N A3 A LAFE4 - 1BBS 5 30 « 554 - 1BBAHSCIAEAT
TN OGS, (514 - 1BBIE S 115 515 1 (B4, 4- 1BBIESFHINF -kBI5 535 14) 4 Al
FREHBOE N T AN R e R AN S AG RE A ST (AR T o £E— 2850 7 U, AR T
SRR DA T8 B B B ] AAEEGERIVAEAE B ACAE o
[0245] [ T /EAIE PR OB HEDUIR 2 AN, 25 40 S Wk il 0 5 257 1 AT 2 M 2%
PR RSN/ BRI A 25752 1 AT 32 PO 38 R R AR RN/ sl 751 P LA 108 i FH B il
PRI AR R AR AT — Ao 540, 2527 b P82 B AR ] DL g I FR LIS A e b L
BB H 2 B TR BRI I B RS R 26 « DR RS b AT 4E 5 VR O
W& ST R4 25 K OB L FRIE 2144k 25 L OR R FR R R R PR P T T I TR R 6
AP 2 R 2 R R —Fhk 2 A AEANFR Tt
[0246]  ZGWAH Wik vl 405 156 L R 791 < 3 751 BT S Bk 791 L LA ) S B i 71 5
JESF A A B R A ) — il 2
[0247]  XREFPEH TR 250 S v] DA D sk 29 B i i H 22 28 - AE B it e H
ATV SR NS B2 R LT 3 RPN T 5 PN R Tt P Feas e T e PR e T S
e T 5k B Wit « ] 1 i S B30 A Bl ICpse i 4 , BRI o 230 1 1 o FH o 4
Peb O P R B0 A sk B A DA BT 17 B PR ISR o S A, AT DA PRI M Bl 47 RE 5 ish 15 22
it (BIAmsERn i) Ao e F ok i A 5
[0248]  4uACSCRT Y, ARIE “ o2 &80 A DRI PE Y A SR S HE B U FT DA TRB sk J6 T
T RE R ARG A B E IR & OBURE e PR D TR M 2522 A7 80, Bk FROBCR e PR DU T
HIERNZA SN GG, AT PR Fh R ZZ A& M5 2URE , a0 FE TR AR
PR VR B R A0 R S T R R/ ke SO A0 7R e PN TR Tt i 2 S T
5 AU, RS VDU 2557 380 sk 25 A S i) N S ) & ] AR R 290001
F291000mg CBURF A PEDTAIIED /kg (RFR) 250,01 ZE2J100me/keg 50 . 1 % 50me/ke [l
Mo
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[02491  Jits FHACKS e bk sk 25 41 G- W 32 i mT L2 s A AL s b i — i, 4l
IS IRER ZNER S HR0 B0 JACRR S B B /N AR AR5, s R RIS 4w sk 4 21
(BRI, AT LU AR S i

[0250]  Z5Wpdl Gl DA 252 b T 42 IR AR/l T 1) i b AR e BR N DA ) 55
JREIA 5 e ) i B A7 71 2R ke 22 (R R o 51280 ] DR I i s /KA BT TR 7 R WL
VTR BRI 0 7 SRR R sl fise e, I HLAT DARE— 25 G g o5 BRI sl fsE 741l .

[0251] AR AL TRl 2%

[0252]  —Fhsie /7 B T 4 AR R D URI ZAZ TR U0, Z2 KT 05« iy B4
e P ok N SR B AT AR [ HTEGE R I B BE AN AL TR 10714 - 1BBEH LA scFv
58— ZAZHTR s LA MG P EGFRETIK I R BEIN 88— A% H TR » AL EARHE, Z KT 55 G
05 L B B ol i IR S e B A S TR (14704 - 1 BB AR I B AU S AT [ FTEGFR S 4
[1scEVI S8 — 2 AZ IR s LA G id - IBBEUAIN R SEN S — 2 A% H TR

[0253] 5y —Fhalfie Jy Bt 1 & AL RN AU a0, SR 2k T LA & — e e —
AR B BIFE A AR I 58— ZAZ R 8 A% R 7 — Pty e dt 1T/
R —Z RN 2 TR I T4 40 . 51 40, B4l 40P mT DL FH o 21 3R s e i 441
ioe

[0254] S —Fhahe g sUER L 1 e R e M E BRI 5 i AR AR RE AL H TR,
BIANEE — ZAZH RS 2SR « Rk 2RI BT LAE A AL e v 2% H IR PR 1)
M PR EE 2R BIANZ2AZHER AR A AR gnfsk it 712 5 1k T DAt —
SRR ERR I PBR 2 a , N setrh o B9 AN/ sk gtk b4 - 1BBh Ak b &5 &
FE

[0255]  Rif “Gfk” & F8 Ao s L4 rh SR SERL DR L, a0 Bokr 20 KRz 288
995 5 A8, 151 nGE TRT A B s 2 AR 3 s SRy g 2 AR R D B 2l o T2 285k
AT DA A A R 5ok (91 40pSC101 . pGV1106..pACYC177.ColE1pKT230.pME290.
pBR322.pUC8/9.pUC6pBDI.pHC79.pIJ61 pLAFRL .pHV14.pGEX &4 pET &4 FpUC19) I
AR (1 a0Ag t4AB A -Charon A A z 1 FIM13) Sl R 8 (FIA1SVA0%5) AL 2

[0256]  frEidlaifhrh, 2R HFR /T LA E I B 2 )R 8 1 ROE “Rl EE B B AE
U NP R e 4 5 2k 5 Fe 4 (BN, JE s 1 41 2 [ DhRE M R o 24 “T] HefF i
B, PR e nT AT AL A FR I B R A/ k18

(02571 g ] DAKS 5 2H A8 A Bk me B 2k A ol ik ik o 6T B2 Rk Ak, T LA
ARSI P T AEAE Y S el i A= P 4 Hh 0k AN 11 BT P A o AN AU AT
B AT AL S E 2 A

[0258] 1451 E Az ek FAZ A F i 1T, T LAAR S i 3 o 21 AR o 54, 2R A
RN T IZ 4 F2 v R ek 2RINS 2 3 Rl i B 15 T T3 SR s 5 31 (B 4 pLkd S
g f, W RN 1, trpR 81, lacJ38h -, tac)38h 1, TTR 80 155 , T iR Bl bk
SN DA S S /R 2 E e A S — 0 T, T R I R AR e i Az i Hm]
ERVEM IS A5, 91 a0 1A D A SVAO B AL i pMB1 AR il x5 i 25 &2 fl AT . (adeno
origin of replication) «AAVE i A FIBBVA HliE A (H AR Tt . S48, 38k dkam i
BRI FE FL B Al 3L R AL B 21 (B, < B &5 B 20 1) ss 8 W FLEh s 2511
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B (B, R 22l 01 sh 7 AR E2T L 5K sl - SVA0 I B - B A itsis 25 5 sh -
HSVIItkJFED 1) PAMAE N SR 20 E P AI R R H R AL 741 .

[02591 W PLa b 4 2 A A S NS i A S 4RI FR SR ) 28 B ZH AN o A AT T a] DA
FHAIE LRI AT AR 1 2 4ii , Sz 4iie se v PARRE 19 75 2 v A R 2 08 H 21 A Ak o
AL A T A4 S A i S0k B R AT B 2R A 11 & 49 G0 A B 2 S A 1
(Bacillus subtilis) MIgpz 4 2E Uk B (Bacillus thuringiensis) , LAMJATBIF} R Ak
AN AG 2901 1A (Salmonella typhimurium) K5 B7PFREGE (Serratia marcescens)
A2 B B o W Bl o AT T e A 1 B A S AN i R 2k B R AN B T T e B
(Saccharomyce cerevisiae) - ANNEAIZIIZNNE, f51401Sp2/0 CHO (FH R[5 FRUOM 8) -K1 .
CHO DG44.PER.C6.W138.BHK.COS-7.293.HepG2.Huh7.3T3 RINFIMDCK.

[0260]  WTLUf FHAHSCAUISEAN Iy TR AL H IR T Z 2 H IR EH A TN
4 E 5 AN A, 245 An 2 Az An e, AT LA FCaCL, sk UZE FL T T T %
e O T EAZ s E A, AT UAE B AR T 2 a3 43 B FR S IUIE « FEL 27 AL TR PR S e
L e e SOMY Ui [ AN

[0261] T e BFEHAL I 1E 40, AT LR PR AU 7 R T S e B mid A 2
AU AU, B BRI IR TR E DrA eI RN, 1 E Al vl AAE RS 7R rh e Pt
AEFWINGAL B AR, W B T H AR

[0262] A —Fhsht s sER 1AL P B e D UAR I 5 1 125 TR ARG AE s A rh 3k
A TR o A BRI P R o A — PP ity =0, A2 00 5 AT AR RS R 15 B 2SR L
FAH A AN, AT BRI o A/ sl sl b o

[0263] 575304

[0264] RN THIS SR TR ML T , BrdoBURE e e A 1) A — Fhoa e 150 g
AHSCHU (TAA; EGFR) i s (I HTAARINS 4 - IBBAE S T o X BB M U AR AE /- AFEGFR
TR O MG 4- 1BBIE S5 I TG sm Jo R A o FH T-E e HEEGFRA T I S s i/
%, P54 - 1BBER so S UAAALL , i ADSCR TR S 1 2 MR

B (&1 352 BR

[0265] lasg W il ELTSAIU R 914 - IBBHUARISUR (\4-1BB) £5 5 1h PEIIA] .

[0266] 1byg W il ELTS AR 9714 - IBBHUARI AR ES SRR .

[0267]  [&]2a;¢ i it ELTSAT it A HTEGER/ 414 - 1BBRUR M EHUAIIH U CABGFR) 2515

TEMERIE

[0268]  [E]|2bid i 1My ELTSAT R HTEGER/ $i4 - 1 BBAUE: S MEH AT (AEGFR) 454
TEMERIE

[0269] &3 2 g i i ELTSAII & (1 HTEGER /4714 - 1 BBAUE: S ME TR BT (AN A4-1BB) 4%
HEYEIA.

[0270]  [&I3b )t i /il ELTSAI R (9 tEGFR /314 - 1BBXUEE S E BT 3t (A 4-1BB) 45
HEYEIA.

[0271]  [¥l4aj W RHTEGER/$i4 - IBBAURF A MED A /EMDA-MB23 1 411 5 (EGFR = 20k A1)
Hi¥4- 1BBfE S ACH I
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[0272]  [&]4b/& B /RETECFR/$i4 - 1BBRURF DT AR /EBT 47441 s R (EGFREAVEZNE) Hrfd)
4-1BBI5 56 LK F 1A

[0273]  [El5as¢ W/~ BTEGFR /414 - 1BBUUKS S EHUARE FkEGFRIMA43 141 A FH (194 - 1BBS
SRR o

[0274]  [&]5b 2 i /R PTIEGER/ $14 - 1BBIURR S M i MACfE F IR EGFRIHCC 1954 41 i A 4 -
IBBIF S im /K

[0275]  [E]5c52 W nBTEGER/$14 - 1BBIUKS P EHUALE FREGFRIF Calu- 341/ R FH 14 - 1BB
fESTE KA.

[0276]  [K]5d/& B ~PIEGFR/ 414 - 1BBAUR: A/ A EGFRIFDLD - 141 /it A Hr ()4 - 1BB
fESTE KA.

[0277]  [&]5e/2 /R PTIEGER/H14 - 1BBIURR S M i MACfE F IR EGFRIYISK - BR- 341 A 4 -
IBBI S im /K

[0278]  [&]5f 2 /R PTIEGER/H14 - 1BBIURR S M B AfE F IR EGFRNCT - NS T4 A 4 -
IBBIF S im /K

[0279]  [&]5g & B /RHTEGFR/Hi4 - 1BBIURR - MEH T/ E F R EGFRIFIMDA-MB- 23 1 41iJfd A H (1)
4-1BBI5 5 G L /K F 1A

[0280]  [X]5h; W/~ HTEGFR/H14 - 1BBIUKS P EHUAAE FREGFRIM Panc - 141 A FH 14 - 1BB
fESTE KA.

[0281]  [K|6a 2 {2 " PiEGFR/ P4 - IBBAURF P e AN S IAEGFRYCHO - k 1411 2 Hh g4 -
IBBIF S im /K

[0282]  [K6bsE W HTEGFR/$14 - 1BBIUKS e HEH AL AN AR EGFRIF SW6 2041 A H ()4 -
IBBI S im /K

[0283]  [Kl6c e W RHIEGFR/ 44 - 1 BBAURF DA AR EGFRIMC 384T A 114 - 1BB
fESTE KA.

[0284]  [K|6d 2 {2 " PTEGFR/ P14 - IBBAURF P AAE AN SR IAEGFR Y Jurka t 41 2 H)4 -
IBBI S im /K

[0285]  [&|7a-Tc i T RIF 4 2 T HiEGFR /i - IBBIUE: BBk (B 7a.7h) FIk a4
K (&]7c) [IJEGFR  sABCAII4- 1BBYE FINF-KBI5 514 5 AR HER AL

[0286]  [&]8afI8b 2 i x FHPTEGFR/H14 - IBBAURR A JTAARAL PR 1) 25 EGFRIYDLD - LA RE
JEIIEN- y 7K

[0287]  [&]9a-9d/& W HIPTEGFR/$14 - 1BBIU R MEH UL PR 1 55 EGFRIFIDLD - LA i 1)
SR A A,

[0288] 1052 W R HTEGFR/$14 - 1 BBAURR - MEHUAE #5717 DLD - 1 hPBMCEZ AR/ N FR I
NIRRT MR

[0289] 11af111bs2 W s HTEGFR/$i4 - 1BBAUR: R fu AL #5717 AEGFR/MC38/HR 194 -
1BBAEE N/ NP A PN 0 IRg 15 1 O P o S 4918 & SEM (n=5/4H) , #p<0. 01, %%p<0. 01 , *skp<
0.001, AE4T-hIgGLX A,

[0290]  [&[12/2 B /RHTEGFR/$i4 - 1BBRUFR - MEH AL £ HIEGFR/ $14 - 1BBIU - ME Bk
7 I NEGFR/MC38HRA Zn i F1B 16 F 10 JHra 4t PR ks 10 /N B FR O AR PN P Ivrg 7 M 1)
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38

[0291]  [&13,& W s BiEGFR/ B4 - 1BBAURF P E D TR I BoAR i I E 4 it #5:14: (ADCC) &R
38

[0292]  [K[14aj2 B sBHTEGFR/ 414 - 1BBAURE SR BRI e v RIThIR B4 - 1BBAE il & 25
R

[0293]  [&14b W /R PIEGFR/ $14 - 1BBRURF S E BRI Fe v RTTbAEMKHSIEA - IBBAEY N &
R,

BRsiEs =R

[0294] 5 3¢ R S hE B EI A AR T

[02951 DL N S BT 28I AL BH AR A A A BB 61 o

[0296]  =JiEfhll . Hi4- 1BBH A

[0297] 1. 172554 - 1BBIR 523 AR ek

[0298] i £ 44 - 1BBAIE BRI A S % (MKBio Heal th3R{S) G ik , ik 4 K IgGIE
I FE RN T D4 - IBBHUA R T W S #8451 FOWE R (A% , 3 4 - 1BB (NCBT 5%
“SNP_001552.2) G (1 e Jeib A T4 Tk o

[0299] Kok 3 —Fe 7t it FE 4N bR IR & AESB-FR - 25 2% (Biomatik cat#A2311-5g) (1Y
96IRALMH A KB ZE TR, 5101 pPuffIVCSMISARBIIE R /& (K-Bio Health) Z%INEIHEA
fLH  AE37°C N iR RE S (80rpm) JEAL /NI , N INT0pg /mL+ P25 2K, HH¥ 4ilie/E30°C
PL200rpmPE S5 7RI 1K -

[0300] &5 K, KEAR 25 O 4 A 0k R A 1 3 VRN N 22 FHAEPBS T (5T 20 O i
ZRIERIK) T3 % (v/v) BSA (I F 4 ) BI04 - 1IBBH U B IELTSARR H o 7 %500 T
B NN B FPBSTHER 3R, TN NP iMLI3F 144k (Sino Biological cat#11973-
MMO5) o KA B /N, FHPBSTUER 3R, - DY FHAEICR i (TMB) v 25 AT 2k

[0301] 34 - 1BBE: ik 45 S WA FH T BORI DNATI P o 434 4 e R R e 7] A5 (X (VLAIVH) 7
FNVA S T8 R e A1 B e 51 260, ane6 2R 13l 7 (N R £64K Kk : CDR1 . CDR2AI
CDR3) o LABMUR (BMSI1) 25y 2 Fit , SR L 1) 2557, 288, 6385) FornfHid - IBBHuIA ] T-Lb s
DA St s

[0302] [36]
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[0303]

[0304]

[0305]

1A10 £EB A7 (N'-C")

& ik EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYDMSWVRQAPGKGLEW
VSWISYSGGSIY YADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYC
ARDGQRNSMREFDYWGQGTLVTVSSASTKGPSVFPLAPCSRSTSESTA
ALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVP
SSSLGTKTYTCNVDHKPSNTKVDKRVESKYGPPCPPCPAPEFLGGPSVF
LFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAK
TKPREEQFNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTIS
KAKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWESNG
QPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEGNVFSCSVMHEALH
NHYTQKSLSLSLGK (SEQ ID NO: 56)

&4k EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYDMSWVRQAPGKGLEW
TEK (VH) | VSWISYSGGSIY YADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYC
ARDGQRNSMREFDYWGQGTLVTVSS (SEQ ID NO: 18)

H-CDRI SYDMS (SEQ ID NO: 1)

H-CDR2 WISYSGGSIYYADSVKG (SEQ ID NO: 4)

H-CDR3 DGQRNSMREFDY (SEQ ID NO: 7)

Y3 QSVLTQPPSASGTPGRRVTISCSGSSSNIGNNY VTWYQQLPGTAPKLLIY
ADSHRPSGVPDRFSGSKSGTSASLAISGLRSEDEADYYCATWDYSLSGY
VFGGGTKLTVLGQPKAAPSVTLFPPSSEELQANKATLVCLISDFYPGAVT
VAWKADSSPVKAGVETTTPSKQSNNKYAASSYLSLTPEQWKSHRSYSC
QVTHEGSTVEKTVAPAECS (SEQ ID NO: 62)

Bkk QSVLTQPPSASGTPGRRVTISCSGSSSNIGNNY VTWYQQLPGTAPKLLIY

THEK (VL) | ADSHRPSGVPDRFSGSKSGTSASLAISGLRSEDEADYYCATWDYSLSGY
VFGGGTKLTVL (SEQ ID NO: 30)

L-CDRI1 SGSSSNIGNNYVT (SEQ ID NO: 12)

L-CDR2 ADSHRPS (SEQ ID NO: 14)

L-CDR3 ATWDYSLSGYYV (SEQ ID NO: 16)

Bl
1A10 M4 AABAEF (N'—-C)
F 4k EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYDMSWVRQAPGKGLEW

VSWISYSGGSIYYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYC
ARDAQRNSMREFDYWGQGTLVTVSSASTKGPSVFPLAPCSRSTSESTA
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[0306]

[0307]

[0308]

ALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVP
SSSLGTKTYTCNVDHKPSNTKVDKRVESKYGPPCPPCPAPEFLGGPSVF
LFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAK
TKPREEQFNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTIS
KAKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWESNG
QPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEGNVFSCSVMHEALH
NHYTQKSLSLSLGK (SEQ ID NO: 57)

T4
TEKX (VH)

EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYDMSWVRQAPGKGLEW
VSWISYSGGSIY YADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYC
ARDAQRNSMREFDYWGQGTLVTVSS (SEQ ID NO: 19)

H-CDRI SYDMS (SEQ ID NO: 1)

H-CDR2 WISYSGGSIYYADSVKG (SEQ ID NO: 4)

H-CDR3 DAQRNSMREFDY (SEQ ID NO: 8)

244 QSVLTQPPSASGTPGRRVTISCSGSSSNIGNNY VTWYQQLPGTAPKLLIY
ADSHRPSGVPDRFSGSKSGTSASLAISGLRSEDEADYYCATWDYSLSGY
VFGGGTKLTVLGQPKAAPSVTLFPPSSEELQANKATLVCLISDFYPGAVT
VAWKADSSPVKAGVETTTPSKQSNNKYAASSYLSLTPEQWKSHRSYSC
QVTHEGSTVEKTVAPAECS (SEQ ID NO: 62)

24k QSVLTQPPSASGTPGRRVTISCSGSSSNIGNNY VTWYQQLPGTAPKLLIY

FTH K (VL) | ADSHRPSGVPDRFSGSKSGTSASLAISGLRSEDEADYYCATWDYSLSGY
VFGGGTKLTVL (SEQ ID NO: 30)

L-CDRI1 SGSSSNIGNNYVT (SEQ ID NO: 12)

L-CDR2 ADSHRPS (SEQ ID NO: 14)

L-CDR3 ATWDYSLSGYV (SEQ ID NO: 16)

[£8]
1A10 M11 AEXB AT (N'-C")
& 4k EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYDMSWVRQAPGKGLEW

VSWISYSGGSIYYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYC
ARDAQRQSMREFDYWGQGTLVTVSSASTKGPSVFPLAPCSRSTSESTA
ALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVP
SSSLGTKTYTCNVDHKPSNTKVDKRVESKYGPPCPPCPAPEFLGGPSVF
LFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAK
TKPREEQFNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTIS
KAKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWESNG
QPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEGNVFSCSVMHEALH
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[0309]

[0310]

[0311]

NHYTQKSLSLSLGK (SEQ ID NO: 58)

&4k EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYDMSWVRQAPGKGLEW

TEKX (VH) | VSWISYSGGSIY YADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYC
ARDAQRQSMREFDYWGQGTLVTVSS (SEQ ID NO: 20)

H-CDRI SYDMS (SEQ ID NO: 1)

H-CDR2 WISYSGGSIYYADSVKG (SEQ ID NO: 4)

H-CDR3 DAQRQSMREFDY (SEQ ID NO: 9)

4k QSVLTQPPSASGTPGRRVTISCSGSSSNIGNNY VIWYQQLPGTAPKLLIY
ADSHRPSGVPDRFSGSKSGTSASLAISGLRSEDEADYYCATWDYSLSGY
VFGGGTKLTVLGQPKAAPSVTLFPPSSEELQANKATLVCLISDFYPGAVT
VAWKADSSPVKAGVETTTPSKQSNNKYAASSYLSLTPEQWKSHRSYSC
QVTHEGSTVEKTVAPAECS (SEQ ID NO: 62)

B4k QSVLTQPPSASGTPGRRVTISCSGSSSNIGNNY VIWYQQLPGTAPKLLIY

TEK (VL) | ADSHRPSGVPDRFSGSKSGTSASLAISGLRSEDEADYYCATWDYSLSGY
VFGGGTKLTVL (SEQ ID NO: 30)

L-CDRI SGSSSNIGNNYVT (SEQ ID NO: 12)

L-CDR2 ADSHRPS (SEQ ID NO: 14)

L-CDR3 ATWDYSLSGYV (SEQ ID NO: 16)

[%9]

1A10 M12 AXAB A7 (N'—C")

&4k EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYDMSWVRQAPGKGLEW
VSWISYSGGSIY YADSVKGRFTISRDNSKNTLY LQMNSLRAEDTAVYYC
ARDAQRNSMREFDYWGQGTLVTVSSASTKGPSVFPLAPCSRSTSESTA
ALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVP
SSSLGTKTYTCNVDHKPSNTKVDKRVESKYGPPCPPCPAPEFLGGPSVF
LFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAK
TKPREEQFNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTIS
KAKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWESNG
QPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEGNVFSCSVMHEALH
NHYTQKSLSLSLGK (SEQ ID NO: 57)

&4k EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYDMSWVRQAPGKGLEW

STE K (VH) | VSWISYSGGSIY YADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYC
ARDAQRNSMREFDYWGQGTLVTVSS (SEQ ID NO: 19)
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[0312]

[0313]

[0314]

H-CDRI SYDMS (SEQ ID NO: 1)

H-CDR2 WISYSGGSIYYADSVKG (SEQ ID NO: 4)

H-CDR3 DAQRNSMREFDY (SEQ ID NO: 8)

54k QSVLTQPPSASGTPGQRVTISCSGSSSNIGNNYVTWYQQLPGTAPKLLIY
ADSHRPSGVPDRFSGSKSGTSASLAISGLRSEDEADYYCATWDYSLSGY
VFGGGTKLTVLGQPKAAPSVTLFPPSSEELQANKATLVCLISDFYPGAVT
VAWKADSSPVKAGVETTTPSKQSNNKYAASSYLSLTPEQWKSHRSYSC
QVTHEGSTVEKTVAPAECS (SEQ ID NO: 63)

etk QSVLTQPPSASGTPGQRVTISCSGSSSNIGNNYVTWYQQLPGTAPKLLIY

&K (VL) | ADSHRPSGVPDRFSGSKSGTSASLAISGLRSEDEADYYCATWDYSLSGY
VFGGGTKLTVL (SEQ ID NO: 31)

L-CDRI SGSSSNIGNNYVT (SEQ ID NO: 12)

L-CDR2 ADSHRPS (SEQ ID NO: 14)

L-CDR3 ATWDYSLSGYV (SEQ ID NO: 16)

[££10]

1A10 M13 AREBAT] (N'-C")

T4k EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYDMSWVRQAPGKGLEW
VSWISYSGGSIY YADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYC
ARDAQRQSMREFDYWGQGTLVTVSSASTKGPSVFPLAPCSRSTSESTA
ALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVP
SSSLGTKTYTCNVDHKPSNTKVDKRVESKYGPPCPPCPAPEFLGGPSVF
LEPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAK
TKPREEQFNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTIS
KAKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWESNG
QPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEGNVFSCSVMHEALH
NHYTQKSLSLSLGK (SEQ ID NO: 58)

&4k EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYDMSWVRQAPGKGLEW
TER (VH) | VSWISYSGGSIY YADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYC
ARDAQRQSMREFDYWGQGTLVTVSS (SEQ ID NO: 20)

H-CDRI SYDMS (SEQ ID NO: 1)

H-CDR2 WISYSGGSIYYADSVKG (SEQ ID NO: 4)

H-CDR3 DAQRQSMREFDY (SEQ ID NO: 9)

a4k QSVLTQPPSASGTPGQRVTISCSGSSSNIGNNYVTWYQQLPGTAPKLLIY

ADSHRPSGVPDRFSGSKSGTSASLAISGLRSEDEADYYCATWDYSLSGY
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[0315]

[0316]

[0317]

[0318]

[0319]

VFGGGTKLTVLGQPKAAPSVTLFPPSSEELQANKATLVCLISDFYPGAVT
VAWKADSSPVKAGVETTTPSKQSNNKYAASSYLSLTPEQWKSHRSYSC
QVTHEGSTVEKTVAPAECS (SEQ ID NO: 63)

TEE (VH)

54k QSVLTQPPSASGTPGQRVTISCSGSSSNIGNNYVTWYQQLPGTAPKLLIY

TEK (VL) | ADSHRPSGVPDRFSGSKSGTSASLAISGLRSEDEADYYCATWDYSLSGY
VFGGGTKLTVL (SEQ ID NO: 31)

L-CDRI SGSSSNIGNNY VT (SEQ ID NO: 12)

L-CDR2 ADSHRPS (SEQ ID NO: 14)

L-CDR3 ATWDYSLSGYV (SEQ ID NO: 16)

[F11]

1A12 AEBRAF (N'-C")

T4k EVQLLESGGGLVQPGGSLRLSCAASGFTFSGYDMSWVRQAPGKGLEW
VSVIYPDDGNTY YADSVKGRFTISRDNSKNTLYLQMNSLRAEDAAVYY
CAKHGGQKPTTKSSSAYGMDGWGQGTLVTVSSASTKGPSVFPLAPCSR
STSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLS
SVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYGPPCPPCPAPEFL
GGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVE
VHNAKTKPREEQFNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLPS
SIEK TISKAKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKGFYPSDIAVE
WESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEGNVFSCSVM
HEALHNHYTQKSLSLSLGK (SEQ ID NO: 59)

4k EVQLLESGGGLVQPGGSLRLSCAASGFTFSGYDMSWVRQAPGKGLEW

VSVIYPDDGNTY YADSVKGRFTISRDNSKNTLYLQMNSLRAEDAAVY'Y
CAKHGGQKPTTKSSSAYGMDGWGQGTLVTVSS (SEQ ID NO: 21)

H-CDRI1 GYDMS (SEQ ID NO: 2)

H-CDR2 VIYPDDGNTYYADSVKG (SEQ ID NO: 5)

H-CDR3 HGGQKPTTKSSSAYGMDG (SEQ 1D NO: 10)

24k QSVLTQPPSASGTPGRRVTISCSGSSSNIGNNY VTWYQQLPGTAPKLLIY
ADSHRPSGVPDRFSGSKSGTSASLAISGLRSEDEADYYCATWDYSLSGY
VFGGGTKLTVLGQPKAAPSVTLFPPSSEELQANKATLVCLISDFYPGAVT
VAWKADSSPVKAGVETTTPSKQSNNKYAASSYLSLTPEQWKSHRSYSC
QVTHEGSTVEKTVAPAECS (SEQ ID NO: 62)

B4k QSVLTQPPSASGTPGRRVTISCSGSSSNIGNNY VTWYQQLPGTAPKLLIY

THK (VL) | ADSHRPSGVPDRFSGSKSGTSASLAISGLRSEDEADYYCATWDYSLSGY
VFGGGTKLTVL (SEQ ID NO: 30)

L-CDRI SGSSSNIGNNYVT (SEQ ID NO: 12)

L-CDR2 ADSHRPS (SEQ ID NO: 14)

L-CDR3 ATWDYSLSGYYV (SEQ ID NO: 16)

[k12]
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[0320]

[0321]

1A12 M1

AXBAF (N'—C")

ik

EVQLLESGGGLVQPGGSLRLSCAASGFTFSGYDMSWVRQAPGKGLEW

VSVIYPDDGNTY YADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYY

CAKHGGQKPTTKSSSAYGMDGWGQGTLVTVSSASTKGPSVFPLAPCSR
STSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLS
SVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYGPPCPPCPAPEFL

GGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVE
VHNAKTKPREEQFNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLPS
SIEKTISKAKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKGFYPSDIAVE
WESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEGNVFSCSVM
HEALHNHYTQKSLSLSLGK (SEQ ID NO: 60)

X
TER (VH)

EVQLLESGGGLVQPGGSLRLSCAASGFTFSGYDMSWVRQAPGKGLEW
VSVIYPDDGNTYYADSVKGRFTISRDNSKNTLYLOMNSLRAEDTAVYY
CAKHGGQKPTTKSSSAYGMDGWGQGTLVTVSS (SEQ ID NO: 22)

H-CDRI1

GYDMS (SEQ ID NO: 2)

H-CDR2

VIYPDDGNTYYADSVKG (SEQ ID NO: 5)

H-CDR3

HGGQKPTTKSSSAYGMDG (SEQ ID NO: 10)

Btk

QSVLTQPPSASGTPGQRVTISCSGSSSNIGNNYVTWYQQLPGTAPKLLIY
ADSHRPSGVPDRFSGSKSGTSASLAISGLRSEDEADYYCATWDYSLSGY
VFGGGTKLTVLGQPKAAPSVTLFPPSSEELQANKATLVCLISDFYPGAVT
VAWKADSSPVKAGVETTTPSKQSNNKYAASSYLSLTPEQWKSHRSYSC
QVTHEGSTVEKTVAPAECS (SEQ ID NO: 63)

ie44
TEE (VL)

QSVLTQPPSASGTPGQRVTISCSGSSSNIGNNYVTWYQQLPGTAPKLLIY
ADSHRPSGVPDRFSGSKSGTSASLAISGLRSEDEADYYCATWDYSLSGY
VFGGGTKLTVL
(SEQ ID NO: 31)

L-CDRI

SGSSSNIGNNYVT (SEQ ID NO: 12)

L-CDR2

ADSHRPS (SEQ ID NO: 14)

L-CDR3

ATWDYSLSGYV (SEQ ID NO: 16)

[#13]

31



CN 118221825 A

W B B 28/51 7

AB41

RKREBAFF (N'-C")

ik

QVQLQQSGAEVIKPGASVKLSCKASGYTFSSYWMHWVRQAPGQGLE
WIGEINPGNGHTNYNEKFKSRATLTGDTSTSTVYMELSSLRSEDTAVYY
CARSFTTARAFAYWGQGTLVTVSSASTKGPSVFPLAPCSRSTSESTAAL
GCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSS
LGTKTYTCNVDHKPSNTKVDKRVESKYGPPCPPCPAPEFLGGPSVFLFP
PKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKTKP
REEQFNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTISKA
KGQPREPQVY TLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPE
NNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEGNVFSCSVMHEALHNHY
TQKSLSLSLGK (SEQ ID NO: 61)

T4k
STEK (VH)

QVQLQQSGAEVIKPGASVKLSCKASGYTFSSYWMHWVRQAPGQGLE
WIGEINPGNGHTNYNEKFKSRATLTGDTSTSTVYMELSSLRSEDTAVY'Y
CARSFTTARAFAYWGQGTLVTVSS (SEQ ID NO: 23)

H-CDR1
[0322] ¢

SYWMH (SEQ ID NO: 3)

H-CDR2

EINPGNGHTNYNEKFKS (SEQ ID NO: 6)

H-CDR3

SFTTARAFAY (SEQ ID NO: 11)

ik

DIVMTQSPAFLSVTPGEKVTITCRASQTISDYLHWYQQKPDQAPKLLIK
YASQSISGIPSRFSGSGSGTDFTFTISSLEAEDAATYYCQDGHSFPPTFGQ
GTKLEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWK
VDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVT
HQGLSSPVTKSFNRGEC (SEQ ID NO: 64)

intk
TERX (VL)

DIVMTQSPAFLSVTPGEKVTITCRASQTISDYLHWYQQKPDQAPKLLIK
YASQSISGIPSRFSGSGSGTDFTFTISSLEAEDAATYYCQDGHSFPPTFGQ
GTKLEIKR (SEQ ID NO: 32)

L-CDRI1

RASQTISDYLH (SEQ ID NO: 13)

L-CDR2

YASQSIS (SEQ ID NO: 15)

L-CDR3

QDGHSFPPT (SEQ ID NO: 17)

[0323]  1.2.%PX4- 1BBIYscFv AL £

[0324] i FSCJitAAL . 1/ 5R6 22 21 3FR PR B XS 4 - 1BBIY 523 B ma FEPUIR I i AZ X,
Hilgs T HA (V) -VL-83k-VH- (C) £5#9110514- 1BB scFviufk, Horp it n] 47 X 554417 12
FEFRFRIL “G” 4 “C” B, i MT AR X 26 1037 A S LR S L “G7 1 “C” BUAR o scFv R M “G” 3]
“C” X PP LR B AT A Bl T BI040 2 s e Py R g — /NI E S 3 B BE See BrAA
FaE M. R 14E R 1R THIIHT14-1BB scFvNREIR 771, RV ARGUHE AR N G1R LA
FELA N 32075 2CH B 2 3508 7 A1 R e A sl B AR LA R R e B R, B AE I FH AR O IR
Be3Je 514 (GGGGS) 2+ (GGGGS) 3+ (GGGGS) 45 (6S) 9.

[0325] [#14]
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[0326]

[0327]

[0328]

[0329]

[0330]

[0331]

[0332]

[0333]

1A10 (scFv)

AEBRF7] (N'->C')

244 T T KX
(VL)

QSVLTQPPSASGTPGRRVTISCSGSSSNIGNNYVTWY QQLPGTAPKLLI
YADSHRPSGVPDRFSGSKSGTSASLAISGLRSEDEADYYCATWDYSL
SGYVFGCGTKLTVL (SEQ ID NO: 33)

3 % GGGGSGGGGSGGGGSGGGGS (SEQ ID NO: 87)
¥ 4 7 ¥ K | EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYDMSWVRQAPGKCLE
(VH) WVSWISYSGGSIY YADSVKGRFTISRDNSKNTLY LQMNSLRAEDTAV
YYCARDGQRNSMREFDY WGQGTLVTVSS (SEQ ID NO: 24)
[$15]
1A10 M4 | A8 57 (N-C)
(scFv)
4% 4% T % K | QSVLTQPPSASGTPGRRVTISCSGSSSNIGNNYVTWYQQLPGTAPKLLI
(VL) YADSHRPSGVPDRFSGSKSGTSASLAISGLRSEDEADYYCATWDYSL
SGYVFGCGTKLTVL (SEQ ID NO: 33)
3k GGGGSGGGGSGGGGSGGGGS (SEQ ID NO:87)
¥ 4 T ¥ K | EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYDMSWVRQAPGKCLE
(VH) WVSWISYSGGSIY YADSVKGRFTISRDNSKNTLY LQMNSLRAEDTAV
YYCARDAQRNSMREFDYWGQGTLVTVSS (SEQ ID NO: 25)
[416]
1A10 MI12 | & &8 FF] (N'-C)
(scFv)
#% 4 3T & K | QSVLTQPPSASGTPGQRVTISCSGSSSNIGNNYVTWYQQLPGTAPKLLI
(VL) YADSHRPSGVPDRFSGSKSGTSASLAISGLRSEDEADYYCATWDYSL
SGYVFGCGTKLTVL (SEQ ID NO: 34)
3k GGGGSGGGGSGGGGSGGGGS (SEQ ID NO: 87)
F 4 T ¥ X | EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYDMSWVRQAPGKCLE
(VH) WVSWISYSGGSIY YADSVKGRFTISRDNSKNTLY LQMNSLRAEDTAV
YYCARDAQRNSMREFDY WGQGTLVTVSS (SEQ ID NO: 25)
[£17]
1A12 (scFv) AAEBF7] (N'-C)
5% 4 T & K | QSVLTQPPSASGTPGRRVTISCSGSSSNIGNNYVTWYQQLPGTAPKLLI
(VL) YADSHRPSGVPDRFSGSKSGTSASLAISGLRSEDEADYYCATWDYSL
SGYVFGCGTKLTVL (SEQ ID NO: 33)
4k GGGGSGGGGSGGGGSGGGGS (SEQ ID NO: 87)
F 4 T & X | EVQLLESGGGLVQPGGSLRLSCAASGFTFSGYDMSWVRQAPGKCLE
(VH) WVSVIYPDDGNTY YADSVKGRFTISRDNSKNTLY LQMNSLRAEDAA
VYYCAKHGGQKPTTKSSSAYGMDGWGQGTLVTVSS (SEQ ID NO:
27)

(18]
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1A12 M1
(scFv)

REABFT] (NSC)

Z# T %K
(VL)

QSVLTQPPSASGTPGQRVTISCSGSSSNIGNNYVTWY QQLPGTAPKLLI
YADSHRPSGVPDRFSGSKSGTSASLAISGLRSEDEADYYCATWDYSL

[0334] SGYVFGCGTKLTVL (SEQ ID NO: 34)
4 GGGGSGGGGSGGGGSGGGGS (SEQ ID NO: 87)
F 4 T & X | EVQLLESGGGLVQPGGSLRLSCAASGFTFSGYDMSWVRQAPGKCLE
(VH) WVSVIYPDDGNTY YADSVKGRFTISRDNSKNTLY LQMNSLRAEDTAV
YYCAKHGGQKPTTKSSSAY GMDGWGQGTLVTVSS (SEQ ID NO: 28)
[0335] [3519]
AB41 (scFv) AL FF] (N-C)
% 4 T & K | DIVMTQSPAFLSVTPGEKVTITCRASQTISDY LHWYQQKPDQAPKLLI
(VL) KYASQSISGIPSRFSGSGSGTDFTFTISSLEAEDAATYYCQDGHSFPPTF
[0336] GCGTKLEIKR (SEQ ID NO: 88)
3k GGGGSGGGGSGGGGSGGGGS (SEQ ID NO: 87)
T 4 T & K | QVQLQQSGAEVIKPGASVKLSCKASGYTFSSYWMHWVRQAPGQCL
(VH) EWIGEINPGNGHTNYNEKFKSRATLTGDTSTSTVYMELSSLRSEDTAV
YYCARSFTTARAFAYWGQGTLVTVSS (SEQ ID NO: 29)
[0337]  1.3.%P% A4-1BBW#Ht4- 1BBPUIA (K I1gGIE0) TR 455 RE 1
[0338] (1) 1l ELISAMIE HTRgs Sim Ik
[0339]  hy AL U G5 S IEME B S a1 . Lp R s i e AR gE A TELTSATINR, . 11 =

2 e E AR HAEPBSHH Y0 . 1pg/m1 ) A4~ 1BB-FciE [ (Sino Biological) A100ul/ 4l
HMREEAE4°C N EB &, SR FH100ul/£LEI5 % (v/v) BSAES A o 4 M 10pg/mL T UG5 5 R
AT (1A101A12F1AB4 L) FR MBI ALH, AR =R (RT) MR E 1-2/N R
PBS /I e, SR 48 & A BAR A S Yl (HRP) (Thermo) (1L =EHT A LgGHUATE %= B
LA LN o PRV, KAl I TMBIEC Y 2 52 , i 43 Y G THEOD 4502 630nmAb 43 #T
[0340] k34 AL larh Box . Wi Laf o, BrA Ry $i4 - IBBHUA AP B o 4-
IBBZE & HE T

[0341]  (2) ailisst FACSTIE [ 4o 45 S 1k

[0342]  Of oAb g gs A e il S GRS i 43 1k (FACS) s At ik S FL e
RIRM4-1BBINES & T & 2, Bk k4 - 1BBff Jurkat 41fid, GloResponseTM NFkB-
luc2/4-1BB Jurkat4ififi & (Promega;3x 10° D) S5Hifk (1A10F11A12; % 10ug/mL) —id
T« FHFACSZE Ml (FEPBSHIRI1 % (v/v) BSA) Pis) , B FITC- P A TGPk (Sigma,F9512,
WRPE 2. 0mg/ml) IS IRV EEAS LAY, FEAE4°C MR A LN cFITCH V- 25 YeaR B (MFT) B
FACSCalibur (BD Biosciences) PFAfo

[0343]  FrgRAS 45 KA Lo R anEIbFr R, Il AT A Hi4 - 1BBH LR o H S5 A
A I R 4- 1BBIY 45 &Re 7, I HLl LAt S FLsh gl F 2k 104- 1BBEE & .
[0344]  S7jEA2 . PUEGFRY TR il 25

[0345]  fE N PLEGFR/ Hi4 - IBBAURE S EHu AR I EGF R 7 355 43, i FH 78 22 & 4t (
ERBITUX®:BMS” , DrugBank &> 5DB00002; AI1gGl Kappa®fiyrpihiik) sk Hpulish &
B, flnscFv.
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[0346]  PHZEBPITFAI LS b

[0347]  Hi%k.

[0348]  QVQLKQSGPGLVQPSQSLSITCTVSGFSLTNYGVHWVRQSPGKGLEWLGVIWSGGNTDYNTPFTSRLS
INKDNSKSQVFFKMNSLQSNDTATYYCARALTYYDYEFAYWGQGTLVTVSAASTKGPSVFPLAPSSKSTSGGTAAL
GCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTY ICNVNHKPSNTKVDKKVEPK
SCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVK
GFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVESCSVMHEALHNHY TQKSLSLSPGK
(SEQ ID NO:90)

[0349] ARG,

[0350] DILLTQSPVILSVSPGERVSFSCRASQSIGTNIHWYQQRTNGSPRLLIKYASESISGIPSRESGSGSG
TDFTLSINSVESEDIADYYCQQNNNWPTTFGAGTKLELKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREA
KVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC (SEQ 1D
NO:75)

[0351] 0 S AE AU e R DR FR R HTEGFRGT AR AU JE X AT LA ek 17 N TGP 5| N2 T —
Pl RAB 1, 20 Bl T —Fhor it s /s =X CR 3, 3828 “ET (0 ”)
[0352] [F520]

ET(WT) F 7

T4k QVQLKQSGPGLVQPSQSLSITCTVSGFSLTNYGVHWVRQSPGKGL
EWLGVIWSGGNTDYNTPFTSRLSINKDNSKSQVFFKMNSLQSNDT
AIYYCARALTYYDYEFAYWGQGTLVTVSSASTKGPSVFPLAPSSK
STSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGL
YSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTH
TCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDP
EVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWL
[0353] NGKEYKCKVSNKALPAPIEK TISKAKGQPREPQVY TLPPSREEMT
KNQVSLTCLVKGFYPSDIAVEWESNGQPENNYK TTPPVLDSDGSF
FLYSKLTVDKSRWQQGNVFSCSVMHEALHNHY TQKSLSLSPGK
(SEQ ID NO: 73)

B4k DILLTQSPVILSVSPGERVSFSCRASQSIGTNIHWY QQRTNGSPRLLI
KYASESISGIPSRFSGSGSGTDFTLSINSVESEDIADY YCQQNNNWP
TTFGAGTKLELKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYP
REAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKAD
YEKHKVYACEVTHQGLSSPVTKSFNRGEC (SEQ ID NO: 75)

[0354] Q0B AR A BT AR A BB GRRGTAAR P TE E DX T LA 1) A TeGIFR 5N Z
MRS AMRASM, FR2IHURH T —Fur Gtk 950577 2ECFR (NAZEN297A) -
[0355]  [3%21]
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ET(NA)(N297 | A7
A)

44 QVQLKQSGPGLVQPSQSLSITCTVSGFSLTNY GVHWVRQSPGKGLE
WLGVIWSGGNTDYNTPFTSRLSINKDNSKSQVFFKMNSLQSNDTAIY
YCARALTYYDYEFAYWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGG
TAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSV
VTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDK THTCPPCPAP
ELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYV
[0356] DGVEVHNAKTKPREEQYASTYRVVSVLTVLHQDWLNGKEYKCKVS
NKALPAPIEK TISKAKGQPREPQVY TLPPSREEMTKNQVSLTCLVKGF
YPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQ
GNVFSCSVMHEALHNHYTQKSLSLSPGK (SEQ ID NO: 74)

22 DILLTQSPVILSVSPGERVSFSCRASQSIGTNIHWYQQRTNGSPRLLIK
YASESISGIPSRFSGSGSGTDFTLSINSVESEDIADYYCQQNNNWPTTF
GAGTKLELKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAK
VQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKYV
YACEVTHQGLSSPVTKSFNRGEC (SEQ ID NO: 75)

[0357]  SZjitEdf3 . PLEGFR/ 4 - IBBAUCRR A il 2%

[0358]  DL4xK1gG (FLEGFRPTIR) -scFv (Fi4-1BBHLIAR) JEA kA4 K 1eG (B4 - 1BBHUIE) -
scFv TIEGFRITK) T, il 55 & FTEGFR /H14 - I BBAUR: S MEH LA e My « A s, 23 Bl
BT B S e U2 A S AL . 2 £ [ HTEGFR TgGAN4-1BB scFvihaf, DAl #5 1gG-scFv
Al I U HTEGER /$14 - 1BBACR: R fU A (— Bt se Py i BES U — M 1 TeG
(PCHL ) o MEGFREE I AE SE B TaGHs o I, 8 1T HAT ADCCIR D R AL B 2RI TgG1 (N297A
23845 s Cancer Cell,vol.19,issue 1,pp.101-113%%) , 44- 1BBHY R B AE 5C 2 M T eGEl o i,
i 1G4

[0359] ¥ A gt HEGFR/ 4 - IBBAUREME DRI T gGHUAR B B A% R 7 A1 FIDNA
Bt 14f A\ pcDNA3. 4 (Invitrogen,A14697; JFTkr1) , A ELAG 4 HIEGER /F14 - IBBIUR: 41
PR T eGP U BEIAZ R F A1 FEIDNA Fr B 248 A pcDNA3 . 4 (Invitrogen, A14697; JTTki2) o H
J& , g5 H (GGGGS) 341 A FLAT 15 S B B 9B S IR IODNA - B 4wl A 1 9 iy ER
(GS) 9L B H A 18 S B FE IR IR IDNA BB, 4 4 s e Fv [IDNA - BES R 5714
R 4N JBURLLH ) TgGHUARIIF e DX IR Caiig FIDNA P BE L 547, AR A FH T Rk AR e
PRI AR AN, ol TRRE scFy, sl . 2rp pirad | 37 B I 4m LA A4 VL103 - VHA4
(VL103:VLAE103f7 HAAG—CoAL ; VH 44 : VHTE 4407 HAG—CRAL) 47 Al 2 HEMIC- R
Vit A EL B 1) C - A 1) fin B o

[0360] AR IR pu Ay, T — S m BB M E DU TR VR B V scFv
FIDNAF B 7o 13522230 o O T 52 mha e MEASU T AR S e I M 55 H W, R RAAE
I IR N T SRR A — A A AR

[0361]  [F522]
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[0362]

EGFR(NA)X1A10 34 F 1%

FAR-1

AEBFF (N-C)

T hk
AH:—

(D4t EGFR ik &y

T4k

QVQLKQSGPGLVQPSQSLSITCTVSGFSLTNYGVHWVR
QSPGKGLEWLGVIWSGGNTDYNTPFTSRLSINKDNSKS
QVFFKMNSLQSNDTAIYYCARALTYYDYEFAYWGQGT
LVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYF
PEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVP
SSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCP
PCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDV
SHEDPEVKFNWYVDGVEVHNAKTKPREEQYASTYRV
VSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKA
KGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDI
AVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKS
RWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK  (SEQ
ID NO: 74)

@4k

GGGGSGGGGSGGGES (SEQ ID NO: 85)

® #
4-1BB 4%

S

scFv

9

VL

QSVLTQPPSASGTPGRRVTISCSGSSSNIGNNYVTWYQQ
LPGTAPKLLIYADSHRPSGVPDRFSGSKSGTSASLAISG
LRSEDEADYYCATWDYSLSGYVFGCGTKLTVL  (SEQ
ID NO: 33)

A%k

GGGGSGGGGSGGGGSGGGEGS (SEQ ID NO: 87)

VH

EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYDMSWYV
RQAPGKCLEWVSWISYSGGSIY YADSVKGRFTISRDNS
KNTLYLQMNSLRAEDTAVYYCARDGQRNSMREFDY W
GQGTLVTVSS (SEQ ID NO: 24)

37



CN 118221825 A

W B B 34/51 T

[0363]

[0364]

[0365]

Fau4(O+2+
@)

QVQLKQSGPGLVQPSQSLSITCTVSGFSLTNYGVHWVR
QSPGKGLEWLGVIWSGGNTDYNTPFTSRLSINKDNSKS
QVFFKMNSLQSNDTAIYYCARALTYYDYEFAYWGQGT
LVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYF
PEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVP
SSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCP
PCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDV
SHEDPEVKFNWYVDGVEVHNAKTKPREEQYASTYRV
VSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKA
KGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDI
AVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKS
RWQQGNVFSCSVMHEALHNHY TQKSLSLSPGKGGGG
SGGGGSGGGGSQSVLTQPPSASGTPGRRVTISCSGSSSN
IGNNYVTWYQQLPGTAPKLLIY ADSHRPSGVPDRFSGS
KSGTSASLAISGLRSEDEADYYCATWDYSLSGYVFGCG
TKLTVLGGGGSGGGGSGGGGSGGGGSEVQLLESGGGL
VQPGGSLRLSCAASGFTFSSYDMSWVRQAPGKCLEWV
SWISYSGGSIYYADSVKGRFTISRDNSKNTLYLQMNSL
RAEDTAVYYCARDGQRNSMREFDYWGQGTLVTVSS
(SEQ ID NO: 76)

k4

3 EGFR 4tk 6942

DILLTQSPVILSVSPGERVSFSCRASQSIGTNIHWY QQRT

# =3 NGSPRLLIKYASESISGIPSRFSGSGSGTDFTLSINSVESE
DIADYYCQQNNNWPTTFGAGTKLELKRTVAAPSVFIFP
PSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQS
GNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYAC
EVTHQGLSSPVTKSFNRGEC (SEQ ID NO: 75)

[5523]

EGFR(NA)x1A10 M4+t | AL A 7] (N-C")

FAk-2

F 4440 | (D4 EGFR #utk#y | QVQLKQSGPGLVQPSQSLSITCTVSGFSLTNYGVHWVR

# Tt QSPGKGLEWLGVIWSGGNTDYNTPFTSRLSINKDNSKS

QVFFKMNSLQSNDTAIYYCARALTYYDYEFAYWGQGT
LVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYF
PEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVP
SSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCP
PCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDV
SHEDPEVKFNWYVDGVEVHNAKTKPREEQYASTYRV
VSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKA
KGQPREPQVY TLPPSREEMTKNQVSLTCLVKGFYPSDI
AVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKS
RWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK  (SEQ
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ID NO: 74)
@4k GSGSGSGSGSGSGSGSGS (SEQ ID NO: 86)
® i | VL QSVLTQPPSASGTPGRRVTISCSGSSSNIGNNYVTWYQQ
4-1BB it LPGTAPKLLIYADSHRPSGVPDRFSGSKSGTSASLAISG
43 9 LRSEDEADYYCATWDYSLSGYVFGCGTKLTVL (SEQ
scFv ID NO: 33)

3%k GGGGSGGGGSGGGGSGGGGS (SEQ ID NO: 87)

VH EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYDMSWV
RQAPGKCLEWVSWISYSGGSIY YADSVKGRFTISRDNS
KNTLYLQMNSLRAEDTAVYYCARDGQRNSMREFDY W
GQGTLVTVSS (SEQ ID NO: 24)

F 4% 204 (D+@+ | QVQLKQSGPGLVQPSQSLSITCTVSGFSLTNYGVHWVR
@) QSPGKGLEWLGVIWSGGNTDYNTPFTSRLSINKDNSKS
QVFFKMNSLQSNDTAIYYCARALTYYDYEFAYWGQGT
LVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYF
PEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVP
SSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCP
PCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDV
[0366] SHEDPEVKFNWYVDGVEVHNAKTKPREEQYASTYRV
VSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKA
KGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDI
AVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKS
RWQQGNVFSCSVMHEALHNHY TQKSLSLSPGKGSGSG
SGSGSGSGSGSGSQSVLTQPPSASGTPGRRVTISCSGSSS
NIGNNYVTWYQQLPGTAPKLLIYADSHRPSGVPDRFSG
SKSGTSASLAISGLRSEDEADYYCATWDYSLSGYVFGC
GTKLTVLGGGGSGGGGSGGGGSGGGGSEVQLLESGGG
LVQPGGSLRLSCAASGFTFSSYDMSWVRQAPGKCLEW
VSWISYSGGSIYYADSVKGRFTISRDNSKNTLYLQMNS
LRAEDTAVYYCARDGQRNSMREFDYWGQGTLVTVSS
(SEQ ID NO: 77)

%440 | 4 EGFR #ufké94 | DILLTQSPVILSVSPGERVSFSCRASQSIGTNIHWY QQRT
# L3 NGSPRLLIKYASESISGIPSRFSGSGSGTDFTLSINSVESE
DIADYYCQQNNNWPTTFGAGTKLELKRTVAAPSVFIFP
PSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQS
GNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYAC
EVTHQGLSSPVTKSFNRGEC (SEQ ID NO: 75)

[0367]  [F524]

EGFR(NA)x1A10 M4 4F | #4857 (N'=C)
[0368] Stk AR
# 441 | D4 EGFR 44k | QVQLKQSGPGLVQPSQSLSITCTVSGFSLTNYGVHWVRQSP
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[0369]

T

GKGLEWLGVIWSGGNTDYNTPFTSRLSINKDNSKSQVFFK
MNSLQSNDTAIY YCARALTYYDYEFAYWGQGTLVTVSSAS
TKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNS
GALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNV
NHKPSNTKVDKKVEPKSCDK THTCPPCPAPELLGGPSVFLF
PPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVE
VHNAKTKPREEQYASTYRVVSVLTVLHQDWLNGKEYKCK
VSNKALPAPIEKTISKAKGQPREPQVY TLPPSREEMTKNQV
SLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSF
FLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLS
PGK (SEQ ID NO: 74)

@4 %

GSGSGSGSGSGSGSGSGS (SEQ ID NO: 86)

® 4 VL
4-1BB #t
R a4

QSVLTQPPSASGTPGRRVTISCSGSSSNIGNNYVTWYQQLP
GTAPKLLIYADSHRPSGVPDRFSGSKSGTSASLAISGLRSED
EADYYCATWDYSLSGYVFGCGTKLTVL (SEQ ID NO: 33)

#k

scFv

GGGGSGGGGSGGGGSGGGGS (SEQ ID NO: 87)

VH

EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYDMSWVRQA
PGKCLEWVSWISYSGGSIY YADSVKGRFTISRDNSKNTLYL

QMNSLRAEDTAVYYCARDAQRNSMREFDYWGQGTLVTVS
S (SEQ ID NO: 25)

TeEAHO+O+
@)

QVQLKQSGPGLVQPSQSLSITCTVSGFSLTNYGVHWVRQSP
GKGLEWLGVIWSGGNTDYNTPFTSRLSINKDNSKSQVFFK

MNSLQSNDTAIYYCARALTYYDYEFAYWGQGTLVTVSSAS
TKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNS
GALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNV
NHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLF
PPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVE
VHNAKTKPREEQYASTYRVVSVLTVLHQDWLNGKEYKCK
VSNKALPAPIEKTISKAKGQPREPQVY TLPPSREEMTKNQV

SLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSF

FLYSKLTVDKSRWQQGNVFSCSVMHEALHNHY TQKSLSLS
PGKGSGSGSGSGSGSGSGSGSQSVLTQPPSASGTPGRRVTIS
CSGSSSNIGNNYVTWYQQLPGTAPKLLIY ADSHRPSGVPDR
FSGSKSGTSASLAISGLRSEDEADYYCATWDYSLSGYVFGC
GTKLTVLGGGGSGGGGSGGGGSGGGGSEVQLLESGGGLV

QPGGSLRLSCAASGFTFSSYDMSWVRQAPGKCLEWVSWIS
YSGGSIY YADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAV
YYCARDAQRNSMREFDYWGQGTLVTVSS (SEQ ID NO: 78)

#L EGFR #ufk 6y 42
{3

DILLTQSPVILSVSPGERVSFSCRASQSIGTNIHWYQQRTNGS
PRLLIKYASESISGIPSRFSGSGSGTDFTLSINSVESEDIADYY
CQQNNNWPTTFGAGTKLELKRTVAAPSVFIFPPSDEQLKSG
TASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQD
SKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKS

[0370]

FNRGEC (SEQ ID NO: 75)

(03711  [3525]
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[0372]

EGFR(NA)x1A10 MI2 s4%

PR

AL FF (N—-C)

T 4540 | D4 EGFR #uikay

# it

QVQLKQSGPGLVQPSQSLSITCTVSGFSLTNYGVHWVR
QSPGKGLEWLGVIWSGGNTDYNTPFTSRLSINKDNSKS
QVFFKMNSLQSNDTAIYYCARALTYYDYEFAYWGQGT
LVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYF
PEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVP
SSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCP
PCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDV
SHEDPEVKFNWYVDGVEVHNAKTKPREEQYASTYRV
VSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKA
KGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDI
AVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKS
RWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK  (SEQ
ID NO: 74)

@k

GSGSGSGSGSGSGSGSGS (SEQ ID NO: 86)

@

i3

scFv

4-1BB L

a9

VL

QSVLTQPPSASGTPGQRVTISCSGSSSNIGNNYVTWYQ
QLPGTAPKLLIYADSHRPSGVPDRFSGSKSGTSASLAIS
GLRSEDEADYYCATWDYSLSGYVFGCGTKLTVL (SEQ
ID NO: 34)

3k

GGGGSGGGGSGGGGSGGGEGS (SEQ ID NO: 87)

VH

EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYDMSWYV
RQAPGKCLEWVSWISYSGGSIY YADSVKGRFTISRDNS
KNTLYLQMNSLRAEDTAVYYCARDAQRNSMREFDY W
GQGTLVTVSS (SEQ ID NO: 25)

®)

Fau(O+@+

QVQLKQSGPGLVQPSQSLSITCTVSGFSLTNYGVHWVR
QSPGKGLEWLGVIWSGGNTDYNTPFTSRLSINKDNSKS
QVFFKMNSLQSNDTAIYYCARALTYYDYEFAYWGQGT
LVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYF
PEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVP
SSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCP
PCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDV
SHEDPEVKFNWYVDGVEVHNAKTKPREEQYASTYRV

VSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKA

KGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDI

AVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKS
RWQQGNVFSCSVMHEALHNHY TQKSLSLSPGKGSGSG
SGSGSGSGSGSGSQSVLTQPPSASGTPGQRVTISCSGSSS
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[0373]

[0374]

[0375]

NIGNNYVTWYQQLPGTAPKLLIY ADSHRPSGVPDRESG
SKSGTSASLAISGLRSEDEADYYCATWDYSLSGYVFGC
GTKLTVLGGGGSGGGGSGGGGSGGGGSEVQLLESGGG
LVQPGGSLRLSCAASGFTFSSYDMSWVRQAPGKCLEW
VSWISYSGGSIYYADSVKGRFTISRDNSKNTLYLQMNS
LRAEDTAVYYCARDAQRNSMREFDYWGQGTLVTVSS
(SEQ ID NO: 79)

5454 40

4

it EGFR #ufk 8942

DILLTQSPVILSVSPGERVSFSCRASQSIGTNIHWYQQRT
NGSPRLLIKYASESISGIPSRFSGSGSGTDFTLSINSVESE
DIADYYCQQNNNWPTTFGAGTKLELKRTVAAPSVFIFP
PSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQS
GNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYAC
EVTHQGLSSPVTKSFNRGEC (SEQ ID NO: 75)

[%26]

FuAk-1

EGFR(NA)x1A12 4§ 5+ 1%

A LB 7] (N'-C")

T hE
,;:F.

(D4 EGFR 4otk by

EX

QVQLKQSGPGLVQPSQSLSITCTVSGFSLTNYGVHWVR
QSPGKGLEWLGVIWSGGNTDYNTPFTSRLSINKDNSKS
QVFFKMNSLQSNDTAIYYCARALTYYDYEFAYWGQGT
LVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYF
PEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVP
SSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCP
PCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDV
SHEDPEVKFNWYVDGVEVHNAKTKPREEQYASTYRV
VSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKA
KGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDI
AVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKS
RWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK  (SEQ
ID NO: 74)

@k

GGGGSGGGGSGGGGS (SEQ ID NO: 85)

®
4-1BB
t

scFv

e
%
1y

VL

QSVLTQPPSASGTPGRRVTISCSGSSSNIGNNYVTWYQQ
LPGTAPKLLIYADSHRPSGVPDRFSGSKSGTSASLAISG
LRSEDEADYYCATWDYSLSGYVFGCGTKLTVL  (SEQ
ID NO: 33)

kK

GGGGSGGGGSGGGGSGGGGS (SEQ ID NO: 87)

VH

EVQLLESGGGLVQPGGSLRLSCAASGFTFSGYDMSWV
RQAPGKCLEWVSVIYPDDGNTYYADSVKGRFTISRDN

SKNTLYLQMNSLRAEDAAVYYCAKHGGQKPTTKSSSA
YGMDGWGQGTLVTVSS (SEQ ID NO: 27)

a4 (@O+Q+

®)

QVQLKQSGPGLVQPSQSLSITCTVSGFSLTNYGVHWVR
QSPGKGLEWLGVIWSGGNTDYNTPFTSRLSINKDNSKS
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[0376]

[0377]

[0378]

QVFFKMNSLQSNDTAIYYCARALTYYDYEFAYWGQGT
LVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYF
PEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVP
SSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCP
PCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDV
SHEDPEVKFNWYVDGVEVHNAKTKPREEQYASTYRV
VSVLTVLHQDWLNGKEYKCKVSNKALPAPIEK TISKA
KGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDI
AVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKS
RWQQGNVFSCSVMHEALHNHYTQKSLSLSPGKGGGG
SGGGGSGGGGSQSVLTQPPSASGTPGRRVTISCSGSSSN
IGNNYVTWYQQLPGTAPKLLIY ADSHRPSGVPDRFSGS
KSGTSASLAISGLRSEDEADYYCATWDYSLSGYVFGCG
TKLTVLGGGGSGGGGSGGGGSGGGGSEVQLLESGGGL
VQPGGSLRLSCAASGFTFSGYDMSWVRQAPGKCLEW
VSVIYPDDGNTYYADSVKGRFTISRDNSKNTLYLQMNS
LRAEDAAVYYCAKHGGQKPTTKSSSAYGMDGWGQGT
LVTVSS (SEQ ID NO: 80)

L2 N

4t EGFR #ufk 694
4

DILLTQSPVILSVSPGERVSFSCRASQSIGTNIHWY QQRT
NGSPRLLIKYASESISGIPSRFSGSGSGTDFTLSINSVESE
DIADYYCQQNNNWPTTFGAGTKLELKRTVAAPSVFIFP
PSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQS
GNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYAC
EVTHQGLSSPVTKSFNRGEC (SEQ ID NO: 75)

[27]

FAR-2

EGFR(NA)x1A12 U4 5%

AR FF7] (N'-C)

F4kin
1

M4t EGFR 3otk ty
4k

QVQLKQSGPGLVQPSQSLSITCTVSGFSLTNYGVHWVRQ
SPGKGLEWLGVIWSGGNTDYNTPFTSRLSINKDNSKSQV
FFKMNSLQSNDTAIYYCARALTYYDYEFAYWGQGTLVT
VSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPV
TVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLG
TQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPE
LLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPE
VKFNWYVDGVEVHNAKTKPREEQYASTYRVVSVLTVL
HQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQ
VYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQ
PENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQQGNVFSC
SVMHEALHNHYTQKSLSLSPGK (SEQ ID NO: 74)

@i %

GSGSGSGSGSGSGSGSGS (SEQ ID NO: 86)

® #|VL

QSVLTQPPSASGTPGRRVTISCSGSSSNIGNNYVTWYQQL
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4-1BB 4t PGTAPKLLIYADSHRPSGVPDRFSGSKSGTSASLAISGLR
Z a9 SEDEADYYCATWDYSLSGYVFGCGTKLTVL (SEQ ID
scFv NO: 33)

33k GGGGSGGGGSGGGGSGGGGS (SEQ ID NO: 87)

VH EVQLLESGGGLVQPGGSLRLSCAASGFTFSGYDMSWVR
QAPGKCLEWVSVIYPDDGNTY YADSVKGRFTISRDNSK

NTLYLQMNSLRAEDAAVYYCAKHGGQKPTTKSSSAYG

MDGWGQGTLVTVSS (SEQ ID NO: 27)

F 4421 4 (D+@+ | QVQLKQSGPGLVQPSQSLSITCTVSGFSLTNYGVHWVRQ
®) SPGKGLEWLGVIWSGGNTDYNTPFTSRLSINKDNSKSQV
FFKMNSLQSNDTAIYYCARALTYYDYEFAY WGQGTLVT
VSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPV
TVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLG
TQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPE
LLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPE

VKFNWYVDGVEVHNAKTKPREEQYASTYRVVSVLTVL

HQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQ

VYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQ
PENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSC
SVMHEALHNHYTQKSLSLSPGKGSGSGSGSGSGSGSGS

GSQSVLTQPPSASGTPGRRVTISCSGSSSNIGNNYVTWYQ
QLPGTAPKLLIYADSHRPSGVPDRFSGSKSGTSASLAISG
LRSEDEADYYCATWDYSLSGYVFGCGTKLTVLGGGGSG
GGGSGGGGSGGGGSEVQLLESGGGLVQPGGSLRLSCAA
SGFTFSGYDMSWVRQAPGKCLEWVSVIYPDDGNTY YA

DSVKGRFTISRDNSKNTLYLQMNSLRAEDAAVYYCAKH
GGQKPTTKSSSAYGMDGWGQGTLVTVSS (SEQ ID NO:

[0379]

81)
#4410 | 5L EGFR #1889 4% | DILLTQSPVILSVSPGERVSFSCRASQSIGTNIHWYQQRTN
f =3 GSPRLLIK YASESISGIPSRFSGSGSGTDFTLSINSVESEDIA

DYYCQQONNNWPTTFGAGTKLELKRTVAAPSVFIFPPSDE
QLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQ
ESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQ
GLSSPVTKSFNRGEC (SEQ ID NO: 75)

[0380] [28]
EGFR(NA)x1A12M1 345 & | A48 545 (N'—C")

M A AR
(03g1] | EH% | D4 EGFR 4ifk#) | QVQLKQSGPGLVQPSQSLSITCTVSGFSLTNYGVHWY
# T4k RQSPGKGLEWLGVIWSGGNTDYNTPFTSRLSINKDNS

KSQVFFKMNSLQSNDTAIYYCARALTYYDYEFAYWG
QGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLV
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KDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSS
VVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCD
KTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHEDPEVKFNWY VDGVEVHNAKTKPREEQ
YASTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAP
[EKTISKAKGQPREPQVY TLPPSREEMTKNQVSLTCLV
KGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFL

YSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLS
LSPGK (SEQ ID NO: 74)

@ik GSGSGSGSGSGSGSGSGS (SEQ ID NO: 86)

©)] # | VL QSVLTQPPSASGTPGQRVTISCSGSSSNIGNNYVTWYQ
4-1BB 4t QLPGTAPKLLIYADSHRPSGVPDRFSGSKSGTSASLAI
R 9 SGLRSEDEADYYCATWDYSLSGYVFGCGTKLTVL
scFv (SEQ ID NO: 34)

% | GGGGSGGGGSGGGGSGGGGS (SEQ ID NO: 87)

VH EVQLLESGGGLVQPGGSLRLSCAASGFTFSGYDMSW
VRQAPGKCLEWVSVIYPDDGNTY YADSVKGRFTISR
DNSKNTLYLQMNSLRAEDTAVYYCAKHGGQKPTTKS
SSAYGMDGWGQGTLVTVSS (SEQ ID NO: 28)

T 44 41 4 (D+@+ | QVQLKQSGPGLVQPSQSLSITCTVSGFSLTNYGVHWYV
®) RQSPGKGLEWLGVIWSGGNTDYNTPFTSRLSINKDNS
[0382] KSQVFFKMNSLQSNDTAIYYCARALTYYDYEFAYWG
QGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLV
KDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSS
VVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCD
KTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQ
YASTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAP
IEKTISKAKGQPREPQVY TLPPSREEMTKNQVSLTCLV
KGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFL
YSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLS
LSPGKGSGSGSGSGSGSGSGSGSQSVLTQPPSASGTPG
QRVTISCSGSSSNIGNNYVTWYQQLPGTAPKLLIYADS
HRPSGVPDRFSGSKSGTSASLAISGLRSEDEADYYCAT
WDYSLSGYVFGCGTKLTVLGGGGSGGGGSGGGGSG
GGGSEVQLLESGGGLVQPGGSLRLSCAASGFTFSGYD
MSWVRQAPGKCLEWVSVIYPDDGNTY YADSVKGRF
TISRDNSKNTLYLQMNSLRAEDTAVYYCAKHGGQKP
TTKSSSAYGMDGWGQGTLVTVSS (SEQ ID NO: 82)
#4% 40 | i EGFR 4k 894 | DILLTQSPVILSVSPGERVSFSCRASQSIGTNIHWYQQR
# 4 TNGSPRLLIKYASESISGIPSRFSGSGSGTDFTLSINSVE
SEDIADYYCQQNNNWPTTEGAGTKLELKRTVAAPSV
FIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDN

ALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKH
[0383] KVYACEVTHQGLSSPVTKSFNRGEC (SEQ ID NO: 75)

[0384] [3529]
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EGFR(WT)x1A10 MI12 34 | A48 57 (N'—-C")
Fr AR
T 444 | (DAL EGFR 44k 49 | QVQLKQSGPGLVQPSQSLSITCTVSGFSLTNYGVHWYV
# T4 RQSPGKGLEWLGVIWSGGNTDYNTPFTSRLSINKDNS
KSQVFFKMNSLQSNDTAIYYCARALTYYDYEFAYWG
QGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLV
KDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLY SLSS
VVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCD
KTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQ
YNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAP
IEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLV
KGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFL
YSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLS
LSPGK (SEQ ID NO: 73)

@)%k GSGSGSGSGSGSGSGSGS (SEQ ID NO: 86)

® 4 |VL QSVLTQPPSASGTPGQRVTISCSGSSSNIGNNYVTWYQ
4-1BB #t QLPGTAPKLLIYADSHRPSGVPDRFSGSKSGTSASLAI
S SGLRSEDEADYYCATWDYSLSGYVFGCGTKLTVL
scFv (SEQ ID NO: 34)

33k GGGGSGGGGSGGGGSGGGGS (SEQ ID NO: 87)

VH EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYDMSW
VRQAPGKCLEWVSWISYSGGSIYYADSVKGRFTISRD
NSKNTLYLQMNSLRAEDTAVYYCARDAQRNSMREFD
YWGQGTLVTVSS (SEQ ID NO: 25)

F 4% 44 ((D+@+ | QVQLKQSGPGLVQPSQSLSITCTVSGFSLTNYGVHWYV
@) RQSPGKGLEWLGVIWSGGNTDYNTPFTSRLSINKDNS
KSQVFFKMNSLQSNDTAIYYCARALTYYDYEFAYWG
QGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLV
KDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLY SLSS
VVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCD
KTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQ
YNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAP
IEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLV
KGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFL
YSKLTVDKSRWQQGNVFSCSVMHEALHNHY TQKSLS
LSPGKGSGSGSGSGSGSGSGSGSQSVLTQPPSASGTPG

[0385]
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QRVTISCSGSSSNIGNNYVTWYQQLPGTAPKLLIYADS
HRPSGVPDRFSGSKSGTSASLAISGLRSEDEADYYCAT
WDYSLSGYVFGCGTKLTVLGGGGSGGGGSGGGGSG
GGGSEVQLLESGGGLVQPGGSLRLSCAASGFTFSSYD
MSWVRQAPGKCLEWVSWISYSGGSIYYADSVKGRFT
ISRDNSKNTLYLQMNSLRAEDTAVYYCARDAQRNSM
[0386] REFDYWGQGTLVTVSS (SEQ ID NO: 83)

B 4440 | L EGFR 44k 6942 | DILLTQSPVILSVSPGERVSFSCRASQSIGTNIHWYQQR
# 4% TNGSPRLLIKYASESISGIPSRFSGSGSGTDFTLSINSVE
SEDIADYYCQQNNNWPTTFGAGTKLELKRTVAAPSV
FIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDN
ALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKH
KVYACEVTHQGLSSPVTKSFNRGEC (SEQ ID NO: 75)

[0387]  [330]

EGFR(WT)x1A12 M1 34F | A8 AF 7] (N'—-C)
AR
T 464 | (DI EGFR k49 | QVQLKQSGPGLVQPSQSLSITCTVSGFSLTNYGVHWYV
% T4k RQSPGKGLEWLGVIWSGGNTDYNTPFTSRLSINKDNS
KSQVFFKMNSLQSNDTAIYYCARALTYYDYEFAYWG
QGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLV
KDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSS
VVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCD
KTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQ
YNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAP
IEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLV
KGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFL
[0388] YSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLS
LSPGK (SEQ ID NO: 73)

@)%k GSGSGSGSGSGSGSGSGS (SEQ ID NO: 86)

® 4 |VL QSVLTQPPSASGTPGQRVTISCSGSSSNIGNNYVTWYQ
4-1BB #t QLPGTAPKLLIYADSHRPSGVPDRFSGSKSGTSASLAI
S SGLRSEDEADYYCATWDYSLSGYVFGCGTKLTVL
scFv (SEQ ID NO: 34)

3k GGGGSGGGGSGGGGSGGGGS (SEQ ID NO: 87)

VH EVQLLESGGGLVQPGGSLRLSCAASGFTFSGYDMSW
VRQAPGKCLEWVSVIYPDDGNTYYADSVKGRFTISR
DNSKNTLYLQMNSLRAEDTAVYYCAKHGGQKPTTKS
SSAYGMDGWGQGTLVTVSS (SEQ ID NO: 28)

& 44 44 (D+@+ | QVQLKQSGPGLVQPSQSLSITCTVSGFSLTNYGVHWYV
@) RQSPGKGLEWLGVIWSGGNTDYNTPFTSRLSINKDNS
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KSQVFFKMNSLQSNDTAIYYCARALTYYDYEFAYWG
QGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLV
KDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSS
VVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCD
KTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVT
CVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQ
YNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAP
IEKTISKAKGQPREPQVY TLPPSREEMTKNQVSLTCLV
KGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFL
YSKLTVDKSRWQQGNVFSCSVMHEALHNHY TQKSLS
LSPGKGSGSGSGSGSGSGSGSGSQSVLTQPPSASGTPG
QRVTISCSGSSSNIGNNYVTWYQQLPGTAPKLLIYADS
HRPSGVPDRFSGSKSGTSASLAISGLRSEDEADYYCAT
WDYSLSGYVFGCGTKLTVLGGGGSGGGGSGGGGSG
GGGSEVQLLESGGGLVQPGGSLRLSCAASGFTFSGYD
MSWVRQAPGKCLEWVSVIYPDDGNTYYADSVKGRF
TISRDNSKNTLYLQMNSLRAEDTAVYYCAKHGGQKP
TTKSSSAYGMDGWGQGTLVTVSS (SEQ ID NO: 84)
#4441 | 3% EGFR 4k 6942 | DILLTQSPVILSVSPGERVSFSCRASQSIGTNIHWYQQR
# 4% TNGSPRLLIKYASESISGIPSRFSGSGSGTDFTLSINSVE
SEDIADYYCQQNNNWPTTFGAGTKLELKRTVAAPSV
FIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDN
ALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKH
KVYACEVTHQGLSSPVTKSFNRGEC (SEQ ID NO: 75)

[0390]  STitafl4 . OBURE DTk (BsAbs) [5G 2 A 1A

[0391]  4.1.5 AEGFR&4E &

[0392] UK MDA EGFRE, S M1 2 Mol . 3 (1) 1 ELTSAE T o

[0393] 1 5 2, 96 FL A I E A (Nunc - Immuno Plates,NUNC) Flpg/mlifk A
EGFR-His# FPBSIAR (Sino Biological,10001-HO8B) PA100pl/fL7E4°C At 74, 2K
Je 3 2% s (200l /£LI91 % BSA (R A2 1 (Gibeo, 30063572) ) [PBSIAIR) 1137
°C N E P 2/INI o R S B3 FR ) 25 1 O . TuMIT SR 1 /S s MoBE I $T - EGFR/$1 -4 - IBBAUR: 57
PEFUARGR N EEANFLR , FEAE3ToCHL B 17N FAPBS /0. 05 % il 208644, ARG AE37°C
SHRPZ A 1JFabZs v HiAIR 7] (Pierce, 31414) 1 & /NI o YEi S5 , K FHTMB (VU FHBL
OKJ¥ , Sigma, T0440) JEM L2, I HL 7 O EETIAE0D 450-650nmAb 74T

[0394]  ZRIFIUES K anE 2a FIE2b 7 A 2a FIE 2b o, Air A R $tEGER /$14 - 1BB
RURE AR AT 5 NEGFRER [ DA s o A 185, X 5500 M TEGFRETAAH -

[0395] 4.2.5 AN4-1BBgi&

[0396] UK} FMEPUARI4- IBBES 2% A 12 IS . 3 (1) 1 ELTSAZES T«

[0397] 15 2, K96 L1 i E A (Nunc - Immuno Plates,NUNC) Flug/ml13& ) A 4-
1BB-His#EH (Sino Biological,10041-HO8H) [IPBSIARLA100u] /FLAE4A°C M A8 &% , 2K
J& F100pl /AL % BSA CF1i A A (Gibeo, 30063572) ) (IPBSIATRAE37°C T 42/
I o SRR3R 28 IO . LM AA 1 S R R R 1t - EGER /470 - 4 - 1BBRUE: S A s I &)
REANFLHR, FEAE3ToCILE 17N« FIPBS/0. 05 % It ik 20356 144 , SRS 7E37°C N S HRPZE &1

[0389]

48



CN 118221825 A W OB P 45/51 T

FabZ v E PRI (Pierce, 31414) MR LN e a , KR FHTMB (DU FHERIHER I, Sigma,
T0440) JEM 52 , Hal 43 'O 0D 450-650nmAb 43 #T

[0398]  FRAFHIEE S AN 3afEI3b TR  4nE 3a I 3b 7, Fir A M AU HTEGFR/$14 - 1BB
AR PEDUARIRE VAR )1 5 A\ 4-1BB&E 1 455, M HEGFRETIACA 5 A\ 4- 1BBEE [ 457 -
[0399]  [K|2a.[2b. [3afIEI3bIK 45 SRAE T L3 1HHT 7L AE 45

[0400] [3E31]

(04013 Trc_ (n) EGFR 4-1BB
HIEGFR 0.054 NA
EGFR (WT) x1A10M12 0.063 0.033
EGFR (NA) x1A10 0.067 0.042
EGFR (NA) x1A10MA 0.063 0.033
EGFR (NA) x1A10M12 0.060 0.037
EGFR (WT) x1A12M1 0.068 0.058
EGFR (NA) x1A12 0.065 0.050
EGFR (NA) x1A12M1 0.055 0.060

[0402] 43 1R, AT A DTEGER /B4 - 1BBAUR: - E TR BE DA B sk N 1 85
EGFRFIA4-1BB&E [ »

[0403] 4.3 5% Pyl #5511 NEGFRES

[0404]  SUURE S PUACK FR1A] | FRIREGFRIV & APt &5 5% F1 12 2 5611 . 3 (2) 1
I FACS T AT

[0405]  EGFRYEZ M 4niarh ek , B R i Qe B2 Do« FUBE B S0 25 1 B
JR IR S s 5 2 M S i i ek

[0406]  {EASZIG R ] 740 N % RlvEs 40 & - A431 (ATCC®CRL-1555"", K [ 9
BT474 (ATCC®HTB-20™, 5444 JHCC1954 (ATCC®CRL-2338™  INMTTAN, 34, 4%
Ji) , Jimt-1 (DSMZ ACC 589, FLJHE) ,Hela (ATCC®CCL-2", = Hiflii) ,DLD-1 (ATCC®
CCL-221™ Dukes CHY,£E Al Kato 111 (ATCC®HTB-103™, &) NCI-N87 (
ATCC® CRL-5822™, A\ B #) MDA-MB-231 (ATCC®HTB-26™, A\ FL i) ~CFPAC-1 (
ATCC®CRL-1918™, [l 545 15 Panc-1 (ATCC®CRL-1469™, JFiIE I Bz ) JA253 (
ATCC®HTB-41™, # R4 B Detroit562 (ATCC®CCL-138™ M) , FaDu (
ATCC®HTB-43™ , Mtk 2 i i%) .SCCI (ATCC®CRL-1629™", FH bk 40 o) SCC15 (
ATCC® CRL-1623", F itk 4nffiz) .SCC25 (ATCC®CRL-1628", LR 4nfiwss) - - T-Hr
WA 2, A & B BT i FACS (FACSCalibur,BD Biosciences) 20 #7 HEGERI4E

Pa
= o

[0407]  ELUAII 5 , B4 & 4N A MR B M AEPBS Fhe i , A 8ot S 2x 10°/4 4t/
200p] FACSZE MR , SR L1 0pg/mLALFRHTEGFRx4 - 1BBHUIA , HAF4°C N SN L/NK o SN I
KU AEFACSZE iR BE 0, SR I P I TCHR G IR E X (Fe) B btk (L F=ht A 1eG
FITCH & H), Pk, Sigma , F9512, K% : 2. Omg/m1) 7% F2p1/1x10° 4411/ 200p1
FACSZE M, 4°C N SR 1/ NI o ST I, ZEFACSZE i Fh ey 4 i , i FHIFACSCal i bur hs
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BT AT BV AR TTCAR I EE X (Fe) R PEDTARAE . Oy 1 He B 4 i & Hp
EGFRIVFRIAFERL , K S 2 UEE RS A8 SRR LA P FRATIE AL 45 5R (P By Y6 am BELEMPTEE -
BPTRIIMET/ 28— H TR IIMET)

[0408]  Jirfg&f R AN N2

[0409]  [3532]

. MET it
5 m i, & :
# EGFR  |EGFRx1A10 |EGFRx1A12
&k S A431 153 148 148
BT474 4 4 4
S HCC1954 11 11 11
o Jimt-1 14 14 14
MDA-MB-231 |24 24 24
TR Hela 10 10 10
ok 15 5 DLD-1 8 8
[0410] | . Kato 111 7 7
A fE
NCI-N87
CFPAC-1 13 12 12
F R
o Panc-1 22 21 21
A253 40 41 40
Detroit562 14 14 13
: FaD ND 32 34
K H .
SCC9 17 19 18
SCC15 49 51 50
SCC25 25 25 24

[0411]  (MFTEL : 55—k AOMFT/ 26— FuiRAOMET) (ND: AHf7E)

[0412]  32ffon, A A HEGER /3704 - 1BBAUR: S Fre A m] DL 45 & 4 i 22 T ek
1 NEGFRER [

[0413]  5JEf5 . BsAbs54- 1BB (SPR) [l 454 35 Rl

[0414]  FESPRAGG P, 7E H I 2Ll i B KA 2 T $t AFabdifk (GE Healthcare,
28958325) ) Biocore® Series S Sensor Chip CM5 (GE Healthcare,BR100530) |, 7E7i
2. 3F4 143 BIFIZRPTEGFR /P14 - IBBAUR: bk, (REFR BB LIE A S HE 44 -
1BB#& 1 (ACROBiosystems,41B-H5227) PA400.200.100.50.25.12.5.6.25.3.13.1.56F/
0. 78nMPH FELA30pu] /minfaind st 300FD, il HEA T4 00 R Z5 9 B - FH10mM H 22 - HC1
(pH 2.0) (GE Healthcare,BR100355) 4T /L.

[0415]  FrfS45 U T 333HR:

04161  [3£33]

04171 [k KD (M) kon (1/Ms) kdis (1/s)
EGFR (WT) x1A10 M12 9.43E-09 9 .89E+05 7.03E-04
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EGFR (NA) x1A10 M12 2.85E-09 2.87E+05 8.15E-04
EGFR (WT) x1A12 M1 1.34E-08 5.15E+04 6.89E-04
EGFR (NA) x1A12 M1 1.97E-08 3.35E+04 6.58E-04

[0418]  4nEE33A, MIAIKHIEGFR/ P4 - 1BBAUR: M EH TR o 4 - 1BBES &3 M T
[0419]  Sjfh6. 4- 1BB{ZSiH 1k

[0420]  6.1.BsAbsXTEL AR AR

(04211 ARSI B, 74 - 1BBfS 1% 1k , (i A mi AL B PLRSE 755k A4 - 1BBAI]
M N TCE N7 M 2B Gl oRe sponseTM NFkB-1uc2/4-1BB Jurkat4ifid & (Promega) /F
SN AR, 5 FH ek sl A FE R EGERIV s 4N A ¥E 4TI « 87 171 5 <, KFMDA-MB-231 (Fik
EGFR;2.5X10"N41Ifi0) 5kBT-474 (AN32KEGFR ; 2. 5X10* N1 45y #E4nia e 96 FLI A
BRSO RS 7305 0 o AE I 24 K, B AR O UEGER /B4 - I BBRUE: S A (9245113 5 100nM
o AnM, 5E RS AN Jurkat4iffE (2. 5X10 410E) ZsInEI b - 5 & 6 /N T, s NBio-
GLoTMiFfl] (Promega) Jfiff FTIERARSIIER &' -

[0422] iS85 an M El4a (MDA-MB-2314M /e 22) A14b (BT-47440[ R) P . /£ K] 4ak14b
rf1, BMUR (BMSP 255 e, S5 £ R 257, 288, 6385) s T HL Ak ahid M (1 4714 - 1BBHT
A nE 4afi4bffrr , HTEGFR/$14 - IBBAURE - MU AN AT SEGFR 5 Ze ik 4 e i i 7 &
4 1BBIE S SR ZIE L - Fe s BRI T4 - 1BBER su DT nl s H e /NS P

[0423]  6.2. & FIEGFRAAANIEH 14 - 1BBIG L

[0424]  FEARS G, 74 - 1BBIS 5151k, (i A mi AL B DLRSE #5584 - 1BBAI]
M N TCE NI 2 2B Gl oRe sponseT™M NFkB-1uc2/4-1BB Jurkat4ifid & (Promega) /E
BN AR, 45 ek s AN F R EGFRIM s AN E oD 4N - AT 10 55 2, RE# R EGFR (A-431,
HCC1954.Calu-3.DLD-1.SK-BR-3.NCI-N87 MDA-MB-231.Panc-1) 8k /~#IKEGFR (CHO-k1
SW620.MC38- Jurkat) FIJFZRAE (A2 . 5x 10N aff/FL) £E96 AL I E A AfH 8 753 15 -
LEMIE K, FAFHR Y HTEGFR/ B4 - IBBICRE S i (S35 100nMuk4nM, 55 FRS) H1
BN Jurkat SR BN IR & 6/ NN, R IIBi 0-Glo S 715 FRB ARSI & '
[0425]  ZR1GM4E SR 40K 5a-5h (EGFRZAG R AN FlIK6a-6d (EGFRA KAL) AT 4nlA]
5a-5hH6a-6dffT 1<, HIEGFR/$714 - 1BB{VAE SEGFRZA At ds iy MU Stk ik A &5
#4- 1BB{E S HIHRATE o

[0426] 6.3 .EGFREH

[0427] AR R A, f FHQIFIKITE & 1tfI £ (Dako) X 2% Fives 41 i A W EGFRAN iy
FEMFE IR AT I o 8170 5 2, A AR AR B AR R IC O PTEGFR/NRR B v P i 4k
(Abcam) B 4lV 1)/ NG T gG2b I B HE (Abcam) Heth, . PEvA S , i 6 i S o Zm i R T
BRIFS A S AR F ITCA A L L 5 N TG ittt A TR o 75 I AR AN o0 AT
FRICIF AN AR B o i TR FAHERROME TE A T2 [ o MZ RN £R SMEABC (BrifAsh
HREJD) | JF Hal ik FTHTEGFRY TR I ABC 2 [l AR ok RS04 (1 ABC R A i sABC (R Mk
ABC) .

[0428] {34 AN 34 7R,

[0429]  [3534]
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4m e EGFR sABC
A-431 ATCC, CRL-1555 682,147
PANC-1 ATCC, CRL-1469 197,813
MDA-MB-231 ATCC, HTB-26 134,628
HCC1954 ATCC, CRL-2338 48,486
Calu-3 ATCC, HTB-55 45,666
[0430] [DLD-1 ATCC, CCL-221 20,509
SK-BR-3 ATCC, HTB-30 19,778
INCI-N87 ATCC, CRL-5822 9,968
SW620 ATCC, CCL-227 137
CHO-K 1 ATCC, CCL-61 2
JURKAT ATCC, TIB-152 13
MC38 Kerafast, NH204 il

[0431] 434 PR, MIAE T 94l A 1 sABC.

[0432]  6.4.EGFR sABC4- BB SIINF-kBIE S4L S Al EE

[0433] £S5 416 . 3 E I EGFR/K AV ARk (b UMDA-MB23 1 3% 1K [ EGFRIK Y- o /1 5L it 451
6.2/1J4-1BB NF-kBEOE K EHR A AL R i, SRR ME BT 4 - 1BBIE AL /K i e o
X REARLE IR e RASE R K o A DO R 2R UL S 1 B XA

[0434]  FRAFHVE R WA Ta-TcHR. WK Ta-Te P, SBMURAALL , HTEGFR/ 14 - 1BBIURE 5+
PEDTANT4- 1BBITE (L o Y S EGFRAN A & TH A s (8 7e) -

[0435]  SEE(A7 . TR G Re N &

[0436]  7.1. X 4RI

[0437] 25 7 IRACER BT AR N I B AZ 4 (PBMC) SR FRE 7T, & T B R
FHIFN- y [RIREE o FHHT A CD3BU4A (BioLegend, 5ug/mL) R A PBMCYE A28t At fi o fifi 1]
FEIREGFRIIDLD - 141 E B4 . /5% R G , PBMCAE A FICD3 PRI AL [ H9DLD- 1Mk
F5 B M E B A (S2f13) (M 20nM (=4ug/mL) JTHA , 7B 107K (dose) ) FIE Al TN B
FEFEPEDTAR (26 67TnM (=4ug/mL) TG, MEE102K) B8 INER AR5 7= « £ HA75 % C0, 1)
T E R F37°Ck 7R T2/ N I, 185 A TFN- v Quantikine £ (R&D system,SIF50) &
ISP IRN- y IR .

[0438]  ZRAFM0 45 R anEI8aN8bfIT » UHRI8aFI8bFIT 7 , FEEGFR i Fe ik 4N A74E T, FirG
IR DR LU R P R S e B U AL S5 T S 2 I 4RI R RS

[0439] 7.2 XSHE4RME A 5E

[0440] Sy 7 IaOBURS S e BU AR RIE A\ PBMC 2 N R RE 7, 1 T 50 4 fita 24 a6« FH Bt
CO3HTAAR I A PBMC Y ER N A o {68 FH ZE A EGFRIFIDLD - LU A E M EATE « £ 1% R ST,
PBMCAE A$TCD3HU1A (BioLegend, bug/mL) [FJf74E N SDLD- 1R T+ o ROBURR STk (A
20nM (=4ug/mL) JT46 , MEEL0J0 FIEA IR FRE TR (M 26.67nM (=4ug/mL) T4,
FORELOZR) U INBNR S B 7 550 e, il 4 i vH 28GR .8 (Do jindo, CKO4-20) &
DLD- 1A 7153
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[0441]  FRISIOLE B AN 9a-9dfff . WK 9a- 9d 7, 517/ EGER i 2o 18 4 (o e P i e
SEPEBUAIN A S , A OB S E DA D B AR s 4R b T dE

[0442]  SC7EAA8 . 577 DLD - 1 hPBMCHZAEL/ NS HA AR N iR s

[0443] 25 T MECHTEGFR/$14 - IBBXRE - PE BT AR I 4R PR B e D8, i ] T PBMC A AL
NPG/INER - 6 - 8 5 8 FEINPG/INFR e Jik 1 B 1 x 1074 APBMC, H-£EPBMCY: 8 55 KK45x 10°4~DLD- 1
T AN R 2]/ INER A IR o A RN S8 6 K%, AR IRg A, ¥ 5 H7 DLD - LI A AL /N
FRUBEHL BB AN AL (n=8/41) , BRI Y IR AR AN Z) Jy85mm° o A TG L T Y
L G 2 F T FUNIIEGER /414 - 1BBAURR A EHTIARET (NA) x1A10LA102k60mg/ kgl il
5 R PR RIS Y e P o A S st R, P e RO TR N, 224 i 4 APk #1300 0mm”
ol A AR LB IR T T IR TR 1 20 % I, S it T4 R Ak

[0444] A= 7R E5 R AN L0« QB 0P, 25 A P05 [RD i s R A FE A IR DA
KR HUME 7 H - 1 FH60mg /kg I HIET (NA) X1A107657 F/NEUEL R AR IE 7 119 /NR
I B AR A 2

[0445]  STitE519 . 4 - 1BBREAN/INER IR A B IvRg DOk

[0446] 9. 1.4u/Ra L4

[0447] [ 4F AEGFR/MC38/r/J844 - 1BBRE N\/NEL (Biocytogen) HITEAl T HIEGFR/ 414 - 1BBAL
B SR IR N BEE D280 . AEGFR/MC38411fifg 2 FHSTRION BIOTECHILTMC38-WTA:= i,
EGFRAATF BIIF 5L o B 5x 10°NEGFR/MC3SAN L2 2 /N I A IR o £ BRE 3 b s 58 K,
PRI IE AR (Z980mm”) , 45/ NS Bl B A M IRR AL (n=5/20) - ATeG1Eifk g i
HUFIFEGER/$14 - 1BBAU S F A (ET (WT) x1A10 M12.ET (NA) x1A10 M12) PL10mg/kgl1 51
AR AT A/ INSRE IR PN T, R4 i o S R RO TR /N

[0448] BRI R anE 1 LaFIL bR . i 1 1afI1 bR, 57928 B hiALL , HTEGFR/
P14 - 1BBAUR: S H U4 NEGFR/MC38JHYRE Fh i 7= HA A ek B g D3k . K2 2UTIET (WT)
x1A10 MI2FIET (NA) x1A10 M127GF7 1/ NR EHE A AT

(04491 9.2 X RS S LI TR IR I P

[0450] AR R I e 100K, I AEGFR/MC38 /g 4l (Biocytogen) AIB16F 10E: 41l
(ATCC) LR B EET (WT) x1A10 MI2FIET (NA) x1A10 M12J8 A/ INER » 25 B R B0 fF o ]
AKegty/ Nt AR 259 o« RS RO R JRE RN

[0451] 132 E5 R 1207 WE L 27, A WS 2 \EGFR/MC38 /IR A J& o b4, EGFR
(WT) x1A10 M12F1EGER (NA) x1A10 M12&97304H) T BI6F1OEE 2L K-

[0452] S0 . B 4o 25 (ADCC) 114 (NAE BT EEWT)

[0453]  10.1.NKZHfitaS - S1ADCC

[0454] (ARSI, 45 PSR K5 1 CD5 6 +NK A A F 38 N 4 i, f FflCel1Trace
Violet (Thermo Fisher Scientific) FRicifZREGFRINIDLD- 141 (ATCC) N HELNNI . £
37°C N, UAS : LIRSS AR R 41 i 55 50nMBTEGER /4114 - 1BBAURE - PEFUAR (S 1513) Skt
I A/ NI, HAEIE A % E 4k} (Fixable Viability Dye) (eBioscienceTM) X 4mfitdibfT
Qs ARl I A AR AT S T e R L 451

[0455]  F3RNFE5 AR an NEIL3FT R W 13[T 7, HTEGFR/ 14 - IBBAUR: PR 1 1gG 1
(WT) S /s HH FNKE i A S 1) 4 5 ADCCRIURY
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[0456]  10.2.4-1BBfg Siffb i TFe vy RITbZ 5

[0457]  (EARSTJEGIH, K kFe y RIIb (Promega) [1CHO-K 1405l 7E 96 FL I E A Hh 355
TR AEME 2 K, Bf Jurkat /4 - 1BB4HNY (Promega) §ifE96 LA « - #AFc y RITb
(Promega) [JCHO-K14NIIA7 1 (fi i T-Fe y RITb) B AFAE M T-Fe y RIIb) TS AL T,
FH— TR B IOPTEGFR /4714 - IBBXUR - PE ST AL 7 40 . /5 526/ NI i, s JIBio-Glo st 5
P A4S MR ) i FSpectraMax LYGE 1+ (Molecular Devices) Mll%E & 6. FHGraphPad
Prism® K -1 TIU S HoZ i ph 2547 .

[0458]  FrfS45 R T [ 3&35 (Fe y RIIbR 4 - 1BBAMINE) 1436 (Fe y RITbAR(K S
PE4- 1BBAEIINE) VLK &I 14a (Fe y RTTbARAGE4 - 1BBA=#U5E) A& 14b (Fe y RTThIR4HS
VE4-1BBA=WilE) H 6

[0459]  [535]

FcyRITb 1R 45114 4-1BB 4 45 £
% $1% #(RLU) ECso (nM)
SN B 189.7 0.2395
[0460] [EGFR(WT)X1A10 M12 <2 i€ A
EGFR(NA)X1A10 M12 <2 A&
EGFR(WT)X1A12 M1 23 I i A
EGFR(NA)X1A12 M1 <2 iE A

[0461]  [3£36]

FcyRIIb JE{R 41+ 4-1BB 4 40 &
% F1& #(RLU) ECso (nM)
B35 P ¥ AR 14.11 0.5369
[0462] |[EGFR(WT)XI1A10 M12 <2 ANiE R
EGFR(NA)X1A10 M12 <2 IiE A
EGFR(WT)X1A12 M1 <2 it A
EGFR(NA)X1A12 M1 o i

[0463]  UrE35F1361L K K 14aRE 14bJr 7, AR#Fe y RTTb CHO-KIZMII A7 4L , S0
FATARTT AL R TTGHRLUR 14 . 2f5 1 28 S ANEC, 102 . 35 25 5% o 5 2 A s piAHLL , ie i
A A74EFc y RITb CHO-K14H[E, PUMPHTEGER/$14 - 1BBRURR Pk o s AR E ARAURLU o 12X
ORI, S IRHTST (NCT00309023 \NCT00612664 .NCT014712210) Hh HL A H 3 &R 13
s BTAHED , AP TR P IEGER /714 - 1BBAUE: St i HLA I AR I 2 A

[0464] A5 HIIRTE 2235 3Gk, RGP 2 A FRE AL ), S PAAEIR o RE B 5 |
FFENASC , KRRt A AR5 2 SOk s H B R Fs 7mad o 51 A FFAEA S R4S
[FA] R — A

[0465]  PRAEASC A UEIAES B SCIH B, & MIAERAA L B S CReRIAE
JE SCAURESR b SCH) B TR ARE “—A>/—Hf (a/an) 7« “FTik (the) " FT“ 5 /D—AY
“—Fhok 2 R DL R FE AR SRR R ik s RSO 2 O 25 PRI EA S S A i el S
R, S WAk 2 AN E BT B2 BT RS <2 DAY (5 Pk %
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) (B, “ARIBAR Y ZE D—AN) NERE ) S UL F T A5 H A — NI H (AWRIB) B A
B Z AN H TR AL S (WRIB) «BRAE S AU, AIASE “GA5” 27 m a7
“EAT KRR T IR (B, BB “ORMEART) JRAEAS I IMEH , A3 A
HOR BBV I AR S A2 F R BT R N RN R Ay BE i — R 725, 5
HAh S BUE B AU, AR A A S AR — 4 SR AR A A U I S 5
BN SR P 15 M AT DT S A il I A T AR T A T 15  BRAE I INEDR IR,
5 MASCHT AT SR A SR Ul s BIPER = (B, “BIan™) roeE UL S A4S
MR H 2 B T AN R W A & BH YRR Al o 150 BH 5 Fh AR 8 5 A0 B R DA A i R
RO BN A I B

[0466] SR 1A 5t 5 2, BAACR I BRI T AR W i (R 5
o 10 PR B A5, ASEE AU i 527 A A PR T AR 1R U 2 13
B AR WG BRN S 4 X e ik, I EACR BB A I LA
PR AT At R 1) 53 915 XS« PRI , AR B AR AR AR SR i iR ) 8L
PP AB ORISR R 5 5, A FH A AR SR o AN BRAEASC S A s s 5 N O e,
TG, AR I R E R A A AT BB AR R S A
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