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1. — PR S5 S5 s 45 WA 11 - 2 (CCSP-2) [RIEGR 245 Mayda k) B v e bk ke Lt It
g6 R B A M RE T AR X AR AT ARLX

ik ]2 X AU4ESEQ ID NO: 13ffF5:[JCDR1[X .SEQ ID NO: 14fff/<[CDR2[X FISEQ 1D
NO: 15 7RI[FCDR3[X , #24% i 25 [X A FESEQ ID NO: 16ffF/<[FJCDR1[X \SEQ ID NO: 17 R~
CDR2[X FISEQ ID NO: 18F7/~[*JCDR3X ,

o, Brk B rd D UK AL 5 1E H H X 5 TR

2 ARPEACR SR PR [ B e Bk sk b &5 & By, b irid b 456 R Bk H
Fab.Fab’.F(ab’) 2.scFv.FvHldsFved ik [ 4H -

3ARHEA AN E R LR (1) B e Rk sk HL I 45 & B B, FOFh TR EGF 245 A sl A6
NCBI &5 AATTT7225. 114 712- TASN S TR IT 4 o

4 FRPEAR ER AR Y B e RS UA S T 25 S BB, HohgaaddihIL - 28Rk H Pt
IRE5E B BN ZAZHTR P A WISEQ ID NO: 35171,

5. AR PR AR R Lk 2Pk i e se P DU B U S5 6 B BN 2 A% H TR

6. B O BRI SR 5 AL TRIM Ak A

7. 5] NAUH R 6 1) B BRI AL AR, FLHR A AR 41 R AN T 40 sl sl P 4
lioe

8 ARIEAUR R TR A A, Hh T 4R o B4

9. — P THEEE LW A S, B ARSEAUR SR 1 sl BRI R 2 ik (1) B me P Ak sk
HPuRgha B, T B R Frdisie e 45 e sk 45 i s «

10 AR PEACR ER AR ER 2 AR (1) B v R S UAR S - DU 25 & B B il &8 T e
WA AR i g, Horb Brdesie 2 45 1 ol 45 B e
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Hr M5 S 0CSP- 2R R R E A R E i

AR I 202080011664 . 1, g H 4202041 H29H |, A A IE K
K72t 1A, e BHGIE S8 A RS e 45 5 COSP- 21 BA v o ik M EL A 19 4 BH 2 1)

W SRR

B Gl
[0001] AR W1 K 55 N\ 4h g 53 1h 26 1 - 2 (CCSP-2) FOEGF 25 My el e 1P 45 15 1) B v
PUABCH RS & B

BREAK

[0002]  KIpJEFIHAGH Hog s T/ IMBRIILT T2 R B - KA. 5K, A
I N E T EE M B S T CAIRESM TN EL RS - 55 FL I K AEAE S5 AN B i
SEPEE , H ELS IR 4ife Orgfit) 32 ZRIET b B2t ARIm A A AR R, A A
S RERR N S e , K AT FUBRRRER O B, o HaXEE AR oh &5 EL

[0003]  HuaPEliwhEEic ot , 20 1145 B et A 22 28, 112001, e BUARO = (21,
8017141) HI12.9% , AL RAE AR B AL FREAESL T3 204N o

[0004]  £LE Jippdw LT 258k FITH Y S—ANIR ALR 25 FUIB I A RAR /D, PR Pl 4
H I B IR AR E/NT10% o VF 2245 Bl B2 e S0 3 RIER A B, SR Fe 2 2
s BN A B W RS ESE B - SIS BLI e A5 A 24K, 28 % , 41K s
FAEZEN6 % AT 3R A iG 2 IR, 55 B e R 2 Wi i e

[0005] 11, i 5 2 156 FH ) 285 L 12 W 5 10 AUTOAT L R R AN EE i i 7« BUFOAS
OB I — RS A 5 ik AT Ve R R Il AT N NE LI N BRI 527, 75
KIpEE LI = RIS i N s SRR, 8 XS e e sen & 5 o 1X
FIT 2 RS R BN R A B AR BERITEAR , 5 20 B 4 L e ) B A L, A A R
fkE G N SAE SR M AR ) R/ Nt H IR « IR AT AEASRERE A AR RS 41 R K
/NS R HERPE A AN ZS I B A A A

[0006] =0y — R SEANAE FLEAS A RIS AT 1, S5 ke &2 2 W K o i
BT T 3 R O Bs A P B2 St DSR2, A 2R L T A T 5
PRGN FEA T , 5 H 2 A R I b S (RIS TR 1 P B e T
ERR RN BTG AN, WA ANE TS O M2 TR A

(00071 Zhflpiite &g A AW B ik g W TR, (LR A & vh e i) B
I — DDA A U B & F D AE IR B e o B KT Lem )L A I TR O HERS 12
JEE O TESE R P REAATDNS 25 N, R A A B SO BOR LA AN P BT o £ 6t T N K
AL, Sk P £ T RS 78 JO0 T it 25 o ARSI 2 S5 e T PR A B A S B A it A
XU A — A, IEAEN F T 00 1 R G A SRR R SR T R T, ARG
PR IR

[0008] [l I , 45 i ds 43 Wb & 11 (B, CCSP-2) f& — 4 1 i e 57 VEAs B 1
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(biomarker) , 5T 4R iU BRI (2 B AEATISC TS, b S O L A « 91, CCSP- 27T 1Ly
NCCSP-2, 3T A CCSP- 278 115 2 DA R B ANTTT225 . 1AEFRISCAE MR S ELFRLs (NCBI)
FE 56 T4 EC RO BEIRAG £ 8 TR 25 3 S AY572972 . 1ENCBT I} . CCSP- 20 hAERIAE
FAR ARSI AE , IELAERNAK |-, B H A 45 PR AN RN/ sk A1 80 P S 20K TR
4 R4 L TRAIIIER 20 PO T8 o B, COSP -2 — i WS [ FIAMIANAE R (ECW) 25
LR BT A I, LA M 45 EO A S0P A B IICCSP -2 11 3K
FRIC S P AR 2 DA R B L RS I AP O 0 5 Rt , M/ BEPRR/ s 1 K A
CCSP- 20/ KK TN, Pt EL 2 53 M A5 BT 7 AR/ ok 8 FL
SRR .

[0009] i I PSRRI S P 2 BICCSP- 2L 1 I L LA e s S, R
I 52950 % 1 TE AT (414D 25 4TI 2 5 B FARIChS: e (R4 454
00101yttt , AW AT T — ik S 5 2 BICCSP- 200k L JL 428 1B b UESE T
5 R BICCSP - 20T, HEIEW] T 45 LR/ o8 5 P AN RD/ S 41 51T e U5,
BCEIRE L 1 A 10-2018-0060 18451 AT

[0011] R S PR TICCSP - 2B AT TH-EE IR FLHIIAIN , AR AT T — v S
425 25 B|COSP- 2f{UEGF 2 K 3 FLME R, FEUESE T 5 S 45 25 81 COSP - 20 B LKA
b ARSI e , LR o R B s , TSk 7 Ak W

@ NI
[0012] AT KR s S M 45 5 B S5 i o Wb F - 2 (CCSP-2) s H-pU 45 6 B
FR T DA

[0013] AL BHIAYS KB tkgmbd s v PEpu iRk U 85 & A BRIN ZAZHER VB o 2 A% 1
PRI R BRI H A 5N AZ AR A
[0014] AL BHIRIS MARBE—Fh I T2 WiiE AL 59, L o E ks P &5 &
FE
[0015] AL BHIRIS MARBE—Fh I T2 W iE a6, s o E ke b g5 &
FE
[0016] AL BHIR IS MARBE— Pl RE 2 Wi 5 BT 7 1205 B B e ik
o U 856 Bas i B S SR A PREE B A T i 1 S 40 S T AR R Fh )
CCSP-2% 11

FORTT%
[0017]  SCER Bl H i, AL HER L T — Pl 455 2\ CCSP- 2/ EGF2 85 A3 1) PR v &
Pupk, R hse A ML Z24) (EgE ] X FssE AR X, sk bR 855 B
[0018] 1) fuFEHISEQ ID NO: 17 R[HJCDRIIX . FHSEQ ID NO: 27 ~[{JCDR2[X FIIFISEQ ID
NO: 358 RICDR3IX [ E g A AR X, DL A FEHISEQ 1D NO: 455 R[FJCDR1X  HISEQ ID NO:5
FORMICDR2IX A SEQ 1D NO: 67 /RIFJCDR3[X [ A4 AT A [X 5
[0019]  2) A FEHHSEQ ID NO:7# RIFCDR1IX . FHSEQ ID NO:8% ~[KCDR2IX FIHHSEQ ID
NO: 955 RICDR3IX [ E gl P AZIX, LM A FEFISEQ 1D NO: 1058 7R [IYCDR1IX L FHHSEQ 1D NO:
1175 7RIFCDR2IX FIFHSEQ 1D NO: 12357 [ICDR3 X [ 255 il AR [X
[0020]  3) fufEHSEQ ID NO: 137 R[FJCDRIIX HISEQ ID NO:

4
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1452 7RIJCDR2IXHTEHSEQ 1D NO: 1535 xHICDR3X R i AT AR [X, DA M A 35 I SEQ
ID NO:165%7~AJCDRIX FHSEQ ID NO: 177 7<[CDR2IXAIHISEQ 1D NO: 187 7<HCDR3IX 1]
BB ARIX DA K
[0021]  4) fUFEHISEQ ID NO: 197 RIKJCDR1X \HISEQ ID NO:

207 /RAYCDR2IX AFHSEQ 1D NO: 2155 /RIFCDR3IX A Hrgk nI AR X, DA M Fu 3% FH SEQ
ID NO:225%7~AJCDR1X FHSEQ 1D NO: 237 /<[CDR2IXAIHSEQ 1D NO: 243 <HICDR3IX 1]
EREE AT ARIX
[0022]  YEA KB —N S50 /5 56, Pt 54 BE AT %8 i Fab Fab’ \F (ab”) 2. scFv.Fv,
dsFv APk FAHIFd”
[0023]  FEAGHAI—A 300 5 i, e IAR S P &5 6 F B rT DA 4, B nf AR [X
R EE rTARX, Hk B FEHSEQ 1D NO: 257 R~ 2 K7 1 i d i Al A X A FESEQ 1D
NO: 26 7% 7RI 2 MK P 2 PT AR X FUFE FHSEQ 1D NO: 273 i 22 Ik A1 B ik ] AR [X
MEIFEHSEQ 1D NO: 2855 /R Z K P AR 5E nTAF X s B 3G HISEQ 1D NO: 297 RN Z K7
AU EEE AT AR XCRIEL RS FHSEQ 1D NO: 308 R KT M52 5E nl 421X DA A9 35 HISEQ 1D
NO: 31FRINZ T I R EERE Pl AR X A 4E FHSEQ 1D NO: 3258 R 2 K7 A1 1) sk A] AL
X
[0024] A% BIASR LA Z SR TR 2R , (kLD 855 B
[0025]  ACKHIASRBE T — P 52 2RI ZR 2.
[0026] AL HHASRAE T — it pk, b S|\ T 2k 8k, A EFE A
[0027] AL BHIETRHE T —F T2 WisiE i 459, Hais P b A s P &
Bto
[0028]  FEAAHAR—NS0HE T 2, Frid g H - &80 B 45 B H e 1
Js g R M S e « &5 M s LB < ' S0 - N IO O s 0 e« SE RS VIS
IeIEE B e  JHEEE S TR B A5 AR AL 2 R D o DR e « L 2 45 B
NI IRELRE AN 2 A PR Py B IR TR0
[0029]  ACKHIATEME | —FhH T2 Wr e &, Hafsza 5w,
[0030]  ACKHHIRERME 7 — it R 2 Wi {5 B R o 7, A4 FhZ e A
o U 856 B i B S SR A I PREE B A T 1 S5 40 S T AR A R )
CCSP-2% 11

A2 38UR
[0031]  [RMAC K AR H e ik ek Hp e 45 6 Bk 14 45 5 2 CCSP- 21 EGR 245 /43,
SRS BICCSP-21 H AUIKAHEL , S AN AT B 250G , 7 H S5 P1CeSP- 210 Bl il
L, R S TSR NG Rl , COSP- 24 25 [ BT/ A AR5 S A 0 281, DT A A R ST A
ZWr.

M3 =135 B

[0032] P LR s HUR IR A A ) — > 5C e 5 5 Tl s c PV AR R T AR DX R S 175 e & o
[0033] &2 /R HICCSP-2(fJ371JCCSP-2-NT CCSP-2-CTANICCSP-2 - EGF2{7 s (171 i 14 o
[0034]  [&]3 /2 ~HICCSP-2-CTAICCSP-2-EGR24U i 11 4% [ Sk AR~ K o

5
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[0035]  [J4ARIABSY B s T A 136 R 58 = RN SE VU IR AR Wil 15 7 A O B 4 () 11
A8y RIS TELTSAZRAT NG R REL TSAZE

[0036] &5 EARPEA A IH—A S0 5 S Mk AR s (B 1A 1%

[0037]  [&]6,2 < HH FHAS & W 25 scFVITIHN - L 40— F1a I SDS - PAGERE K & 15

[0038] 7 rH T T #IAA L B scFvHHN- LOEEAN AT (CCSP-2) 25 R 45 & e )

MO A ETE 4R .
[0039] X8 27 i AT A K W) s c FvHIEN - T (CCSP-2) 454 e JJ3R A3 IIELTSA
SR

[0040] IO OBANOC/ H 136 T3k 148 3L 1 2 FIBH £ PO U A e = A OGS 1 4k (i
) (964N TE AR (CCSP-2) 45 AWk R /RELTSA%E

[0041] 102 FRRHRHEACK W — NS85 SN AR AR I 4

[0042] L LRHE T T A FR A & BH 7 A= s Py I CH- 1L CH- 2F11CH - 311 AR5 (CCSP-
2) LIRSS 5 RE 1M EE F BTEN R4S

[0043]  [E12/2 R HH S W7 A & W scFv FAfRICH- 1. CH- 2 CH- 3[4Tlit (CCSP-2) 454 AE /)
IRAFIELISALSE i —2HIA .

[0044]  E1BASE R ERAN G COSP2HTIAR AL B L e B3N CCSP - 2450 AR TR W45 A J
FR1 1% R T L 3B A 75 HH CWRUS A SR 5 IR 2445 g3, 3 F Protedntech it fRFF R
SIVWEA2Z5 R el f) 25 1 ST IR 45 A o

(00451 [ 14 A7t T B B oo A 0 SR ¥ h CWRUB LA MIPro te inte ch BRI HL
(CCSP-2) 5 5 PER TURE 7110 28 11 BRI 45 L o P 14B s P L B3 M7 A L 45 E B 4148
FNEE L i A2 CWRUBT AR FIIProteintech iR TG (CCSP-2) R MEAS I AE T111 S e 4l
BULFEER

[0046] 15 L I i AT KA (0H71CCSP- 20 ¥ £ (R Bz p Ry~ i

[0047] P16 2 /s HRG P 25 5 BICCSP - 200 B UK (RBIE] % 1 FH11510-2018-0060184) 155
T —4 .

BASHEAR
(00481 DL 45 Atk A ]

[0049] A IFMRLE 1S M £ A 514 ISR 112 (CCSP-2) [RIEGR24E My i 4
£ P BRI M e . COSP - 26 4510 P LA s S (10, 72285 B P b e
%) .

[0050] AT NS T S i BICCSP - 200 DA R L T T A5 X [0 S e P B
S T A5 T S P LA TR P

(00511 SN, MR AC S I — AR BIME S 75 6 T 4 15 O0SP - 2 45 A5 1 2
R RS A P B T DL MR MICCSP- 236 AT 25 2 s 1/ ok 21
AR/ KA, FLAHE , O A S 7 WBRICAT RIS 5 bl 45 P 41407
i RATHCHORE I T45 EU a1 BRI

(00521 7 SC PRI ACHE “Golk” S48 ke S AR B 2 AT A 1500 T, F
SR U SR I S I S BREE 1195 T, I EL AU 2 sl o b 0 s e A 14

6
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FHPUR S G P B Gk BO VAR GERE AT 6 A, iz ARE S iR Sk At
PR AN OB S A (B, SRR S BD) BT = HeA AP Foik.

[0053]  Rif “SERPUR” HA S KRN &2 KIS, b s abm
T SRR TR DA I E TeA 1D TgE TeMAMITgG, HiHh TgGAT LAY, {5 4nTeG1
1gG2.1gG3FN1gG4

[0054]  ASCRT FHARE “Grik bt 456 P BE e fa e 5o ik IR B - ik g5 &
Ihaem B, - H i fkFab.Fab’ \F (ab’) 2.scFv.Fv.dsFv. S& \FAFIFd " . Fab A5 & 5255 A1
Hrp A AR X R e X 25— X (CHIE5#38) 45, 7 H A — i g5
{37 5 - Fab” 5Fabf X BIAE T, E EHERICHL Z5 A I C A A A AE A — N P2 ig
FRILMVELHEIX G F (ab”) 2900l 1 7EFab ™ B HE X 1) 1 D SRR Bk 3 2 TR Al e B = A=
1o ATAE BB (Bv) s& F8 A gk n] AR XOMERBE rT AR X (Rt N R B B F v (dsF) 1
b i e R T AT AR XM B AT AR XA, HLE %Ry (scFv) —BERA 5
dsFv AR S5 4 , PR A i ] AR DX PR R Sk ok e g B e T AR XS, 1k
FA] A Ol TR I 25 2 2 2 IR sk B A U B &, T g R uta = b
—MVLE RN 2 /D — VRS Sk By B 2 5, O F HLAE 3 2 I B A S5 44
S o AE— A TS Z AR A S A Fe sl BBt - Fe 85 3 o0 - I S I 2 Ik ek
AIDAARR S ANA], B m s o, MR Al DL B IR Al e TR

[0055] i st &5 4 Beml il 8 g3k AT (a0, Fab Rl oof AJINER I PR ) SE FE uidcsk
7%,F (ab”) BTt B85 AR DI | O EHLACe b (50 35 DA B 20 R R il

[0056]  SCHT IR E “HiE” 52 45 HH ] A2 X Z5 g VAN — AN E E X S5 443 CH1 L CH2 11
CH3ZH B 4 H e M HL B, LA Al B TR T s e R R S 8 T AR X M S IR 7
Ao WA, ASCHT IR “E2 58" & 15 1 AT AR X G5 A3 VLAME & X 25 A3l CLAL i iy 4 Kk
B R B, B AT IR e n 2 8 nT R X e A () S 1R 7 41 o

[0057] AT AR o “ B s P HUAA” 2 4 MR AAR R (O pe A R p RS i A B —y
TR -, BRI R E e 0 B — 25 SR e VRN AN ) 1, TR BRER
HA SR, O SRR B (0 — 5 B B AR 1E A X AT AR X (X e X B Rl 4
P38 o B AT P AR X QBB ARy BN E X (PA N IR “CDR”) B = AN AT AR X AP A
HEZLIX (FR) o CORF: T 456 BN P  I1 27 o B3 45 B 1 CDR 1 5 MNity T U546 K B 7
CDR1.CDR2AICDR3 , - HaA iy & CORFr vz T H FR R R IX 47

[0058]  Rif “HAMRIEIX (CDR)” j& FE e bk H Bk ol et i AZ X (FAE X)) IS LR T

4 (Kabat et al.Sequences of Proteins of Immunological Interest,4th Ed.,

U.S.Department of Health and Human Services,National Institutes of Health
(1987)) o f5 45 Hi% (CDRH1CDRH2HICDRH3) Fl4g: 45 F2%E () CDRL1CDRL2HICDRL3) H £ —
NCDR, H AP ASR BRI L L S H i sk 55

[00591  [FIR, a0 b rad, B v i AT DL 2 B R S e IR P iR S Pk sl At
WA LA T A

[0060]  RGE “WREHUAR” st 183 DNATE ZH AR KT/ NR B IR BRI AT A X 5 A
PUARIIEE X S5 S T2 oA, I LSRR T/ N oS ) e RS UAAALL 2 ik S iR o
PE N b G, DRI TR IR IR b i
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[0061]  ZRSCRT I AARE AR HTAR” & FER R I T/ INER oW 1) 53 I R v PR Ak 11 30
o3 CORFT A ASAE 2 A BT e s b, AL AT AR X AT DA B0 ul/ N B e [T
RS APUARTAFRELE R, 7 HAPUAR T R i 22 X S i APURITEE X 4P
J AEAA AR T o B AN, PO A TR BT (S AN SR T 5/ N CDRIN 53 A1 77 F
6, PRI AT A it S sl N FR P AR R 2 SR AR AT A R 52 M CDR 1) — AE 25 A IR PR L TR
FRER BT AEAZ AR T 1

[0062]  RiE “55 452y WAEE 14 -2 (CCSP-2) [EGR2 45 M el S M 45 A 1 PR v SR AR 2
FRAENE L COSP- 28 e 45 S iy P, - HL T S5 HTCCSP - 250k B #6411 . 55 CCSP- 2485 1 K5 5
PR S BA T TR T DU AN T4 55 0CSP - 245 25 DAIMHICCSP- 201 A Wit M 2 v
EPUIR

[0063]  JEAb, B SR IIE ST RE @ _E AT R 1 SE R P UAR IR 455 B 5, 7 HL
ARG ARSI TR, (EAR B T o IEAN AR I B p [ A ] 5 CCSP-2
[RIEGF24E Kyt s S PE 45 &, DU L COSP- 211015 546 5, S BEm il A MpiE v, I T A %%
TR Iy 75 , W A E  FRCCSP -2 SRS AE « AN, R T-CCSP- 23 ek il M iz
JEH A — PR S MEI 52, I HLAENE R R ME 455 B CCSP - 2 A K I IR E s iE 2 W Fh B &
REPEARE R IERZWrEE 11, ISR T 8T TR E 2T o A A A B I — AN 55T 7
bl TICCSP-21NEGF2 A i E N a5 TR A R B R S 1 25 5 BICCSP- 21 B &5 &
FE

[0064]  FESPEZE S A CCSP-21EGF245 Mt i) e puik sk Hop i 454 Fr BE T B e
NI ZE4) BT B P AR DR AT AR X (HACE ISR Tt

[0065] 1) fuFEHISEQ ID NO: 17 R[FJCDRIIX . FHSEQ ID NO: 27 R[JCDR2IX FIIFISEQ ID
NO: 358 RICDR3IX [ E g P AR X, DAL A FEHISEQ 1D NO: 455 R[FJCDR1IX HISEQ ID NO:5
FRIICDR2XFIHISEQ 1D NO: 677 JCDR3IX A5 AT AR [X 5

[0066]  2) FFEFHSEQ ID NO:7# RIFCDR1IX . FHSEQ ID NO:8% ~[KCDR2IX FIFHSEQ ID
NO: 955 RICDR3IX [ E g P AZIX, LM A FEFISEQ 1D NO: 10587 [IYCDR1IX \HHSEQ 1D NO:
1175 ~ICDR2IX FIFHSEQ ID NO: 1235 ~[¥JCDR3X [1) 4k il A5 [X

[0067]  3) fudEHISEQ ID NO: 133 <[HJCDRI[X . FHSEQ ID NO: 147 <[IUCDR2IX FIHISEQ ID
NO: 1575/~ IJCDR3IX [ gk AT AR X, DL EIFEHISEQ 1D NO: 1658 ~[¥JCDR1IX . HHSEQ ID NO:
17227RIFICDR2IX FIFHSEQ 1D NO: 187 7R UCDR3X gk il AR [X 5 DA M

[0068]  4) fuFEHISEQ ID NO:195K/<[JCDRI[X «FHSEQ ID NO:207 <[CDR2IX FIHISEQ ID
NO: 217/~ ICDR3IX [ g AT AR X, DL EIFEHISEQ 1D NO: 2238 R[¥JCDR1IX . FHSEQ ID NO:
2375 RIMJCDR2IX FNHSEQ 1D NO: 2455 RIFJCDR3IX [124% A A5 [X

[0069]  FEAGHHI—AN 3006 77 i, i 454 Bei e HFab Fab’ \F (ab’) 2.scFv.Fv.
dsFv BT Fd P, S3EAC A B CDRIX 1)k ol B i, ol B 4B A AC B [ CDRIX [ A AR 45
Tl (H AL AR Tt

[0070]  FEACE AR 55— 50 /5 S8 vh, BB pu ik bt 455 Bee e B0 48— di s v]
AR [X R AT AR X, Hdk [ fudEFHSEQ 1D NO: 2555 1519 22 JI 5 41 1) T e 1 A7 [X FT1E0 45 SEQ
ID NO: 26K RINZ T I EE P 421X B4 HHSEQ ID NO: 2758 R 2K A1) Hi G ] 4R
XA FEHISEQ ID NO: 283 /RN K7 A 15k P AZ X ;s fuFEHISEQ 1D NO: 293 /RN 2K

8
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FE AN B n] AR R RE FHSEQ 1D NO: 30 /R 2 K7 A gt nf 421X 5 DA K £ 45 FH SEQ
ID NO:31FRIIZ T A A ] A XM ARG FHSEQ 1D NO: 323 R Z K74 1R 1]
[0071] ARG IAMBUIARE AU S & Bod S5 5SS A WSROI SR AR X B84
PRI EAR P AR A H AR — Dk 2582 GRANHUR B VB 5 5 67) K45 -
[0072] AN, AR AR T 4l B e D TR sk BT 255 A AL HTR -

[0073] LG FT % [1SEQ ID NO: 33736, (H AL IR -1t .

[0074] ARG WHATRHE 7 —Fhdah AUk, A ZAZ A b 5 N B R A 4
[0075] 40 F g b AR A A i W IR B e B BT AR I 20 A2 R I ik AR AT DUMAH AR I PR T
REE AT FAZ B GAZ AR b A2 AN/ Bl SRk 2 A% EF RN B, Ptk A sl A A B A T 7L
SPAnI (BUAD I KRR B BRI/ INRR A1) A0 A e B2 i sl 4 i 41 i (4
KA, LAS A, AT #p e e 21 51 100 3 8- (0% HF R AT A 4 = Al rh 3Rk o
HAREE DA BrRc B A0, Rk AT DU A% R 5 NI A 50k K
RIS R R i S s AR TP

[0076] 4 F5 g hih FR v PR TT AR I 2042 R I Ak 3 A AT LA A0 15 G i B v DR 1) i e
R AL RN FR R H R Bk A o 4 b R AR B 1 AL RISk 3k

[0077] £ Horh 5| NA R W ARk AR I A AT DL AEASRS BIFR T 40 4, & k)
FEERT e s DTl B VD T TER PR 5 Pk BRI 5 DR 2, o G B iR B 5 B2 A, o 4 R g
SRRSO ; B2t , v dnrh -G ERLP B (CHO) 411 SP2/0 CUINERVET REIA) < AR
BEZMM . COS NSO UINERUEESRE) 293 T \Bowes S 40 2R 41D JHT - 1080 £ FL B (BHK) 4t
NWIGE (HEK) 410k PERC. 6 CAAWIAEZH)I) 5 skl ok 5] ANk AL A a2 o
[0078]  ZASCAL HIARTE “5IN” & H5H B0 B gt B e P BT AR I 204 IR T Bk 56 15 2 4
AT o SIN AT kAU LRI 25 BT A T, W A R 85 - DNAJL LI L DEAE -7
BRSO BB NS IO G B AL B0 Bkl A Lipofectamine fllJi
A AR o PEAN, B T R B T S0kl o S A P e kbt Bl g b o AN 56 5
PN A S b B A s N T R4 A AR A, IR S5 Bl

[0079] AL HHASRIE—F T2 WrsiE A S, A S iR B vrEEHTA

[0080] ATt PR E: “SEaiie” AT LUAATATT ARaB CCSP - 2 , - FUR I s (H AR T &
EEE B A B B S VRS e e s S 25 i S FLIREE VB S0 T EA
e NIRRT R 1) A = RN N = N B 5 T = e R AR N R N )
S~ IR BRI « 3 M99 ~ 5 A B0 ~ S 2 2 PR PR EEL SR N 22 6 M B R I s, - EL ek
&k 5 i B .

[0081]1 A FHAARGE “SW 2B R VIR B RS AR 2 E M GER) A1/ ERHIE - 4R
YEHA AT TR, “45 LR 2 W e 45 B BRSO B, 191 A 25 B A A0 45 L
Wi AR W Je A5 B Rp i B (45 B 4nie) ek &S BB B . b 1 SE e 2 i, 1
T AR M 25 17 B e 40D/ sk 41 405 1E 4 sl L R TIX 0o

[0082]  {F AL IR — N B S0 5 58, AR A BRI T 5 CCSP - 25 e M S5 5 i B v
ik, WITIAE &R A KSR AR IICCS P -2, T FT DAHE A2 W 25 T e A1/ e 45 L I 4
Ji A/ sl g o B, n AR P S U S 100 F T nI b Rc kbR nl b 45 EL A 41

9
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21 DRI PT DA Rt sy 145 B s i N B ssi2 W o

[0083]  FIHIELAHIAR T Hve BB UARFIRAE o 1] FH A0S A K B CCSP - 248 - L e B
IRIZ W 4145012 W 5 CCSP- 211 3555 5K CCSP - 247 5 s 1 1 JE A S I 1 dis , 19 i
[0084] A K IHATRME T —FpH T 2WHE R &, AR T 2 WsiE a5 .
[0085] [Vl TS REAE LA, T2 Wi s 1) S T il B iR s
AW , RS T8 5 k1 — R 2 Fh A e 5

[0086]  FEACULIH AR, I B 5 1 AR 45 B i T R e I Ak O A Wb 5 I CCSP - 2
5 M B S TP, B T AT F TS CCSP - 25 15 1/ B COSP - 26 ik /K T B, A, 1
T BT N e 2 W, Rl e 45 B 2 BT LLAN 2 AT 5 & Flbsicér
Rk I PT F e i n A0, R T T 45 B N Bl sk 7y, AR B TafiAgh
e RIS S A7 AE IO B HE B 1R JEL , DA NORHERE L A O TE S 82, I EL AT DABRAR 5 45 B
SRR R IF AT F W HAN, M 2o S EMiE M E B S Uk g5 &, A2
G PE TR] R R 16 2 45 B e, DRI T IV T A is P B 1 45 L s S ) s 1)
HEW.

[0087] AL BHER AL T — RO i 2 Wit B B 077 3, A as il R e b u ik
IR - U SR A I A B R E I A2 o B I A e HR R COSP- 225 1

[0088] [ TMIELEASHIA [ A v PR R AL « 2R E FICCSP- 225 1 o AE R FH T iE 12 Wiy
{5 B A, AT (S A A B R CCSP - 2 5L A s Sk (1) BA oo oA 5 MRS R A ERE 1Y
SARE S B AEVIRESL RS TR TR PR 2 A TE BORFS ICCSP- 225 1, M ifnde i
TEEIZ WIS B o FHT-CCSP- 245 2% i AN i an 25 11 B W des sl SN es Fh ik 380, R e mT
W F KK 5 IR GEUNIE ek A 47) MR K E U T BRI W ieiE , (HAC & I
AR T

[00891 ATl FHIARTE “A=MpRElty” WHELH A 400 L A1 < T 103 20 SRR O
B IR RS 45 V855 AN I R S EUZ AN RN AN R 7k R e, (R R BB
Tt o X EE AR WA P DAAE A T BN THRA AR BRI DL N S A B BT SR, AT
INCCSP- 285 [ AL B AE MO A AL BN A

[0090]  ASCRT FHIARTE “Bilid - Uk & &7 2 FEFE S I CeSP- 288 b S5 iR Bz i
AR RA & A PR s B U IO 8854, - EL ATl ke R A AT A 5 2 RS I 5 e it -
PUAS EYIIIIER : bl B D R G R 8k - EREA AN DA MR T
R 2T EANRERIFR T, - EL AT A & A H

[0091]  FEACE A,y TASIUBLER - Uk S &8, Al 3 A Ric i o /5 BRI 2~ b
TCPIRT LA VB 2R B & AR RORT AU PE IR A 2% ARAR BB Tt
[0092]  FH{EAS IUFRIC IR (O35 C IR BRERE « B e BRI B - D- - FURHHH R BRI S
W FNB - N MR , YRR RS T 5 MR AR 2 6 2 Bu® S Eu” B A R IR &,
BRI IR B R A 20T AN , FIER IR IC D A AR R 5 B RN S oK
T 2EY, IWER AR IC ok C R R A A e FLIRE , FHAERS AR PR A 2 [ 7 22 B0 4%
57Co~3H. 12511251 -BontonflI= it .

[0093]  {foaeil, Al ELTSAR NPT - Hiik &2 5 - ELTSAURE & FRELTSA 7 i, 514, B

10
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FZELTSAE ARSI H TR B B A E AR A b et TRIFZELTSASE FlAmic i —Huil Bl 4t

WA S Wh A, TR IBE A AR AR IHTET, B3I ELTSARE ] 55— P

L AP R G [ AR R L bR - Bt & S b i, LUK RIEEICLELTSA iR )

B A AR AR PR - o & S b BT i D — TR SO, A TR IE ) ik

PAVIIREZAIN NS

[0094] PR w LTI P A IIbRIC , A A AR ICIN, AT AL PR 5 — M A A AR

TCI PSR R AR X 28 B ma A o

[0095] leijilﬁﬁ/ﬂﬂ/\%ﬁﬂzﬁmﬁp P - B SN AL B PTCCSP- 24t

PARs TR TR ANCCSP- 2, s R A W T AT A 380 ] T2 W7 25 Bl 2R B e, W An s B

[0096] £ F3CH, R4 225 S ) F A AR SR A R B ) B v B TR el B & 1 B
Ml

[0097]  {fil£5451]. CCSP- 2470 i [y ek

[0098] L@ s AR AL B —A S50 7 58 il s cEvT AR I AT AR IX (1) SR 11 7 i 1A

[00991  jHtAb, 208 0R ERARIE AL BT — A S0t /5 €11 CCSP- 247t 5 (NT L CTHIEGF2) E@Ta

£

[0100]  FEHUiHR, CCSP-2-CTAICCSP-2-EGF25 47 EGF 245 F435 o

[0101]  FLgkKs  #CCSP-2-CT (AY5729723111)268aa-755aa) ffi ApBT7-C-hiszifk

(Bioneer,Korea) AL 5 20rigami2 (DE3) (Novagen,MA,USA) o,

[0102]  EfCCSP-2-EGF2 (AY572972. 1/{712aa-755aa) #f N\ £)pBT7-N-His#ifk (Bioneer,

Korea) FPPAHE S %]0rigami2 (DE3) (Novagen,MA,USA) Hi.

[0103] &3 RHICCSP-2-CTAICCSP-2-EGF2[1) % H &k AR 1 7~ = &

[0104]  CCSP-2-CTHICCSP-2-EGF2 INi -NTABfIENHER (Qiagen, USA) 2@{{0

[0105]  STEfIL . NI PREGF2H TRk il 7%

[0106]  1-1. MAKRIAPUARZEH e EHTEGR2 P4k

[0107]  1-1-1.5 B A\ Az 4ni

[0108] 11 HFicoll-PaquelA (GE Healthcare) #bFH16/ ™ A kAR 20 28 [l Ak K £

ANE IR AZ AN, 0 TR (Invitrogen) $2HUEIRNA 55— cDNAfE Holigo-dT5|

Yokl Superscript® 111855555k 245 (Invitrogen) 5K o

(01091  1-1-2. AscFv &N EE

[0110]  scFvICAL ] N 1 HN TR BR R 1 1 B v A DX AN ] 42 XA R e e 5 ]

YplLl M Expand High Fidelity PCRZ&%: (Roche Molecular Systems) 15 B A BEAZ G

cDNAFZ 3,

(01111  [£1]

11
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Vic 5145

i

HSCK1-F

GGGCCCAGGCGGCCGAGCTCCAGATGACCCAGTCTCC

HSCK24-F

GGGCCCAGGCGGCCGAGCTCGTGATGACYCAGTCTCC

HSCK3-F

GGGCCCAGGCGGCCGAGCTCGTGWTGACRCAGTCTCC

HSCKS5-F

GGGCCCAGGCGGCCGAGCTCACACTCACGCAGTCTCC

12
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R 16)

HSCJK140-B  |[GGAAGATCTAGAGGAACCACCTTTGATYTCCACCTTGGTCCC

HSCJK20-B  |GGAAGATCTAGAGGAACCACCTTTGATCTCCAGCTTGGTCCC

HSCJK30-B  IGGAAGATCTAGAGGAACCACCTTTGATATCCACTTTGGTCCC

HSCJKS50-B  [GGAAGATCTAGAGGAACCACCTTTAATCTCCAGTCGTGTCCC

V. 5145

16

HSCLamla GGGCCCAGGCGGCCGAGCTCGTGBTGACGCAGCCGCCCTC

HSCLaml1b GGGCCCAGGCGGCCGAGCTCGTGCTGACTCAGCCACCCTC

HSCLam?2 GGGCCCAGGCGGCCGAGCTCGCCCTGACTCAGCCTCCCTCCGT

HSCLam3 GGGCCCAGGCGGCCGAGCTCGAGCTGACTCAGCCACCCTCAGTGTC

HSCLam4 GGGCCCAGGCGGCCGAGCTCGTGCTGACTCAATCGCCCTC

HSCLam6 GGGCCCAGGCGGCCGAGCTCATGCTGACTCAGCCCCACTC

HSCLam78 GGGCCCAGGCGGCCGAGCTCGTGGTGACYCAGGAGCCMTC

HSCLam9 GGGCCCAGGCGGCCGAGCTCGTGCTGACTCAGCCACCTTC

R

HSCJLam1236 (GGAAGATCTAGAGGAACCACCGCCTAGGACGGTCASCTTGGTSCC

HSCJLam57  [GGAAGATCTAGAGGAACCACCGCCGAGGACGGTCAGCTSGGTSCC

VH 5|45

GGTGGTTCCTCTAGATCTTCCTCCTCTGGTGGCGGTGGCTCGGGCGGT
HSCVH1-FL

GGTGGGCAGGTGCAGCTGGTGCAGTCTGG

GGTGGTTCCTCTAGATCTTCCTCCTCTGGTGGCGGTGGCTCGGGCGGT
HSCVH2-FL

GGTGGGCAGATCACCTTGAAGGAGTCTGG

13
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GGTGGTTCCTCTAGATCTTCCTCCTCTGGTGGCGGTGGCTCGGGCGGT
HSCVH35-FL
GGTGGGGAGGTGCAGCTGGTGSAGTCTGG

GGTGGTTCCTCTAGATCTTCCTCCTCTGGTGGCGGTGGCTCGGGCGGT
HSCVH3a-FL
GGTGGGGAGGTGCAGCTGKTGGAGTCTG

GGTGGTTCCTCTAGATCTTCCTCCTCTGGTGGCGGTGGCTCGGGCGGT
HSCVH4-FL
GGTGGGCAGGTGCAGCTGCAGGAGTCGGG

GGTGGTTCCTCTAGATCTTCCTCCTCTGGTGGCGGTGGCTCGGGCGGT
HSCVH4a-FL
GGTGGGCAGGTGCAGCTACAGCAGTGGGG

R 1]

HSCG1234-B  (CCTGGCCGGCCTGGCCACTAGTGACCGATGGGCCCTTGGTGGARGC

HSCM-B CCTGGCCGGCCTGGCCACTAGTAAGGGTTGGGGCGGATGCACTCCC

EEY Y

RSC-F GAGGAGGAGGAGGAGGAGGCGGGGCCCAGGCGGCCGAGCTC

RSC-B GAGGAGGAGGAGGAGGAGCCTGGCCGGCCTGGCCACTAGTG

[0112]  ZEEEASS N, B 2ul cDNAL60pmol AP 5[4 10pLl 10X /52 B 28 g« Sul. 2. 5mM
dNTP (Promega) 0.5uL Tap DNAZRGREFUKIE G, M &R 100l o £ELA T 254 ik
FFPCR: 30MEHR, 94°C R 15F>,56°C F30F»,72°C FOOFPANT72°C T 10438k e &y i) K
JFE2)70350bpt) . BOINAR AN 1. 5 9% BUlgkie i b TH bk, I FHQIAGEN TTRERHEEA
£ (QIAGEN) #E4T4f{t . £E0D 26OnméuﬁzémtE’\JPCRﬁ%ﬁJ_ﬁﬁé (10DH037 = 50ug/mL) o
[0113] 25— RPCRHY, ¥ 56— R VLAIVH P11 &4 B PCRIEM 1% #% - £ K PCRIS 1
R 1 00uL IR S A T %I A B ¥ 100ng 2l AL U VLAIVH 4 . 60pmo L A Fh 5|
% 10pL 10XSZ W25 M 8ul 2.5mM dNTPAHO.5ul. Taq DNAZE AT 5 /KR &0l 2% - 1E LA
S NP TPCR : 254MEER, 94°C N 168D, 56°C N 305, 72°C N2/t H72°C N 1047 (&

Lﬁﬂ) KRR K Z)T00bp ) scFv B BEINZR 21 .5 % BUIS B EE IR Fd-4THL bk, 4R 5 {8
QIAGEN TIEBRHERAF G (QIAGEN) FEA T4t . 750D 260nmAb YAl I PCR™ W54 T e
t (10DH7 =50ug/mL) o

[0114]  1-1-3. SCEERFIE:AL,

[0115]  Jy [ vl , fii ST 1 IFR HIMs LI EIE A PCRI™ I scFv 4 Bt AIpComb 3X - SSZ 4 (The
Scripps Research Institute) .

[0116]  H Ak, K 10pg2lifb ) HiEPCR™ ) 55360 LA/ 1) Si £ T (ffug DNA 165147 ,Roche
Molecular Systems)  20ul 10X N 2% HRANKIR G, TR 2E 2 2R T 2000l . K420ug
pComb3X-SSHA 51208 (7FSTiT (Ffug DNA 6EAA7) .20l 10X N 25 iR Al /KR &, I
B AR 2000l TR A WIAES0°C T LR8N o B A R ZJ700bpi scFv Fr B A

14
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3,400bp P EAMAINEL 21 % B IR iEE I F AT HL Pk, T TIQTAGEN T T fic 2 it i £
(QIAGEN) 1 T4lift . #41,400ng SEiIL)H|FpComb3XEAFITO0ng scFv B H540ul 65X
FRZE MR 10ul T4 DNAZERAM (Invitrogen) MIZKIR G, (A ZAARRIAZ H200uL, F7E16°C K
i B 16/ NN, 2 g AT B N« U I, S e W SR DUE , I TR DNARSUR 74 i A1 1 5L
JKH,

[0117] (3L kS (Bio-Rad Laboratories) i B 25 FLEE B X ERE L (b 5
KA ERFRER2738 (New England Biolabs, Inc.) HH B4 {E5mLit)Super Broth (SB) %
FrEEFRT37°C MRS, I AE250rpm N HERERIIRIINNE & /NN 2R, K 10mL 1) SBEF F= 3 F13uL
(1100mg/mLFR 7 8 22 PN BT R BE P RE0 L 1L s IpL k1 OpLEF ek Bl E 547 50pe/mLiR
T ERMNLuria Broth (LB) Biflet I DAAIE SR/ AR S M FE LN, 5
In4. 5Lt 100mg/mLIR 7 8 2K e, B bk Dy Ah— /NI o K 2mL IRy VOML 358 Bhig: 1R 4k O1,
011cfu/mL) \183mLIFTIAFISBANO2 . SuLf¥)100mg/mLIR 1545 Z= AN I 2 4uliu ks, 4
250rpmAN37°C M HE2/ NN o K280uL (50mg/mL) [+ AR%S 2 NI4Tk 7=, /E250rpm
FI37°C MR -

[o118] 25—, 1 FH /=i 2501 (Beckman , JA- 10%5F) ££3,000gF14°C K41 fu ks 7+ 012
Lo BEJ , A AR DR DA S WG BRDRTDNA , JHRE 1 T TR A2 21 2 K B T 25 OV R o Bl e s o
8g % £ —Ji#-8000 (PEG-8000, Sigma) F16g & {5 (NaCl ,Merck) , 7EVK 73000 B, - H A
T IHRAELS,000gH14°C N ESON 55 e Fr 25 B U, 05 bR ATk DTUTE BRI B A 2 A 1 %
BSAIITrisZg iER 7K (TBS) Hi,

(01191 SZJEMIL - 2. [SE Bl ST s ()

[0120]  {#iFH##%Ek (Dynabeads M-270Epoxy, Invitrogen) S TAEWT 15 - ¥ 3ug I C AR Fr
BYEGF2EEZH 2R 11 51 X 10TBRAF 2205 N HERE20/ NI DA Bl o 090 78 Ik FHPBS e 47K,
P25 3 % BSARY IR R 2% iyl (PBS) AE 50 B BT LN, 15 5056 191 3 - SFRERAS HO g 11 1R JRe 7
scFv— A M A2/ N T LR & 2 BRI 78 DU W #4475 10.05 %
Tween20/PBSPEVI , 50l g0 . IMH SR/ S A (0 IMH AR ERFR EE , pH 2. 2) Pl s
ETIVE R, TR F3uLg2M Tris-HCL (pH 9. 1) . ST AN FIiSHEE 3 R it
ER2738,, J{s FIIVCSML 3% Bk rl (AR 5k R A EA T2k 52 71 o LA , S Bk PRl A S AL 1)
NSRBI 548 50ug/mLIR 15 %5 22 I LBE TR AR L, LA iy N R HH 38 o1 7
55K, UNINPEG-8000MINaC 1 LA ITTHEMH 44, H HARFTIE W B A4 ] 1= N — 58 ATl ik o

[0121] i S RS R T 2 DU IR P o IS, a1 a2 T 0 I i IR SR e B
SR R AR R A, B S5 — e e i — Ik, )T e AR SR DU R Pk — I

[0122]  SitEAA1 - 3 . 1l Ik b R EL T SARZE 5 e Ak

[0123] 1 or A M AE T e rh e B 1R e A, 24T T ELTSALATA WA AT Lads R 110k e 1 Fee
R scFv AN T BEAGE 17 H AT 55 CCSP-2-ECGF2EE 4185 1 (F4A) S5 G RE T

[0124]  J4CCSP-2-EGF2E4 & 1 (FA{A) 7E0. IM NaHCO3Z% i rh ik, - 4E4°C T LA
100ng /LI 78 AE 96 AL A I HR4 16/ N, 346 55 =K, 13 % BSA/PBS{E37°C N
P LN o B, R BT AR B T 7556 % BSA/PBS S B A, 7E37°C M A 2/ - JH0.05%
Tween20/PBSPI T , KHHRPZE A1 H M1 347044 (a-M13-HRP,Pierce Chemical Co.)}A1/5000
HIEE BRI 25 H PASOUL S MBI, 2 5 /E37°C Ml B VNI it B 2 e, X Tk e iy

15
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WA, B lpg/mLIF2, 27 - & B - B (3- CEERTFHEREI - 6- f#fR) (ABTS, Amresco) 1Y
0. O5MFTAZIR ER % IR0 . 1% H 0,13 AN IN BV LH, SR 2 (o SR, 7R 405nmAb I FE I
TR A5 R TR 4ARE] 4B o

[0125]  [E[4ARNABA Bl 7 HH 2l X5 2K 28 = 2RO 58 DY 2R A= il e = A= RO bl 4 ChinH) 1)
A8/ AL A TEL TSASK A XWE Bl REL TSA%E S o i 1 /3 M7 55 CCSP - 2- EGF2 R 41 25 (4551
S PRI OGRS 24 e R ARV IR 4, SR B L LR AT ANy A1 seFv o fc.
[0126]  =JitEfhl1-4.F1-CCSP-2-EGF2 scFv hFelgh & 1%

[0127]  1-4-1.43-CCSP-2-EGF2 scFvillmef7 (scFvhFel) 2N FLshpdek i

(01281  {#i HPEHlfiiHind I (New England Biolabs) flIXhoI (New England Biolabs) %
15T gG2E S TgG 1 24 A2 fARCH2 - CH3 [ B A i \ BIpCEP4# 1A (Invitrogen) 1o 4ifidf-
CCSP-2-EGF2 scFv SRl a PSS 1 TFR A7 S e R RIF e X 195 bty o b T 2%, KA
TP IR I F e BEPRNE 5 2 B FL s Ak du b 0T Eisik , K4 h A CHIIX AT T G2k
FI N TgG 12538 fACH2 - CH3 X 1 IX Jk 1) 3 PRI v 2 2l FL sh i ek b (3 WD) .
[0129] KI5 ARPEA AW —A I8 )7 5 1 2R AR M i A2 1 i

[0130]  SCJEfIL-4-2. L HLAIER I 2lifk

[0131] b kO E A A T R TS R AR R 2ug T LBl Pk B A AT 4pg 28
OV (PET,Polysciences,Warrington, PA,USA) I & EX N T-1/ 1040 3% = PR B
150mMEEU 54 (NaCl , Merck) H, HFAE 200 I RFF1570 Bl KR S0 Il 20 7L sh P am i,
FHEK293F (1x10%/MHfia/mL, Tnvi trogen) H T F B &k £ % , I A1 35rpmdit 4[]
WL ES 1000/ nLE B EMAE5EZ (Invitrogen) [JFreestyle "293% tk ks 75 5L
(Invitrogen) FRAE37°CHIT % COZT:%?%67(O

[0132] RS- s, HoR T alifbFe-RlG 85 9, (50 F A T & B A S5 A
TGEIR v o AR A FHPBS 28 i i i AT 2l 70 B I seFv i, iE1 TSDS -PAGELABIN 7315
K#J55kDa (Z ILE6)

[0133]  [Kl6 st A A Wi 25 1) scFvIHN- 195 [ SDS - PAGERE LA 4 .

[0134]  SjtfI1-5. AN HHUANI 55 hE

[0135]  1-5-1.%EHJmENE

[0136]  FZ &by Iakihll £ CCSP- 2485 [ ot , 1) H I N AR MR 22 i, 2 Ja IR 1043 Bh o 9K, 1l
AR R SN2 B ) 25 G B R L HEA TSDS - PAGEHE ik o FRL UK, BB AR St , ol T - T 90
PE e m e Ay B 1 BTG A2 B Trans -Blot Turbo'™ Mini PVDF Transfer
Packs (Bio-Rad) o4 1 IR RN, KB I= N5 9% JBUTE A W5/ TBS TR iR R A 4t 1
i FACFRL/IN A E N —H, B 520011 -4 - 2Fh R A s PR R 22 FUE iR B2, 0 ELAE y — 4L,
i THRPZE BT A BEERER I Fe 31 (Invitrogen) o B MHUARR N 4T 1/INN, I HAE R
—Ja, KN IE0.1% Tween 20/ TBSTI IR BEER 3K o fcfiv , ) T HIABUI - Bk
R, (i FHHE SR A0 (BCL) Jib) (B W)

[0137]  EToR~H T T IAA L B scFv A IHN- LR HUT (CCSP-2) 5l 45 588 7
R T ER R 2R

[0138]  ZXDLIE7, AIUF SRR A L WY scFviiik SECF2 85 ity itk 45 5 o

[0139]  1-5-2.3(ELISA

16
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[0140]  KEARYE Sfeh14 - 2K 13 1 s cFv A 10pg/mLIR 7 AE96 AL b, SR FH5 % B 52 F 95/
TBSTEf 11/ o K5 & 40.05% Tween 20fJPBSEE MR LBk E Hl AL =2k, LA
900ng/mL+300ng/mL.100ng/mL.33.3ng/mLEk 11 . Ing/mL43BECCSP- 245 [ VLB S50 - Hufk
SR HFRFBEL NI o N S S R A AR LA - 5001 L 3= A Bt - CCSP- 2
—37 (Cloud-Clone Corp.,TX,USA) FIPL1: 2000/ b IR BEIHRPLE A5 14T S TG Ft (Cell
Signaling) SN 1/NNF o S , 1 Ry VU HHEEICR i (TMB) iAoy B Bl LH AR =il N 5%
2057, AR PR AR SAE 45 0nmib IO GRS (2 WIEIS) .
[0141]  E8E mHHIH L BT Ak B scFvHIHN- 1415 (CCSP-2) 454 B8 T34 IFELISA
SERIE
[0142]  Z:RHIAI8, Wl UE SCARPE AR B s c Fv i M HE N CCSP - 288 11 1 71 et A A Jse
PEo
[0143] 40 b Jirak , A R IR L sc v R A K Z)55kDalty XS, PLAAE S A X Hili
S EREIPUARI TIRE .
[0144]  STJEGIL-6 . JTAA SN 7
[01451 [0 o (A Sz ) T AR DA Ty, 355 M LG A AR DASRAR BURE, 2 ek
AT g5 Wom T N2 il & % abYsis (http://www.abysis.org/) 4bChothiadi=
T3 SEAINVL - VH BN E A S AT A 1 e 4

[52]

VL VH

% 4K |CDRI CDR2 CDR3 CDR1 CDR2 CDR3

HN-1 [SGSSRWY SNDKRPS |GSGDSSSNPGI |GFTFSDR [SNAGGY |GASYDAIDA

[0146]  SjEf2 . SKIE TSR 4T - EGF 2Pk il &5

[0147]  SCJEHI2- 1. NSRS BRSO Fh e Bt - EGR2 114

[0148] 2-1-1.%%F

(01491 AR b IS L il 25 11030pg - CCSP-2-EGF2£5 [ /ERTBI+MPL+TDM+CWS 1/ 7
(Sigma,St.Louis,Mo,USA) R, Tl eI 2 % Fh ki A i 2 A MPL CRESRZIRAMPZR)
TDWANICWS I E /K FLI, AT RMPLoD AN B S RN 8 2, AT & 0 B ga i B a4y, 2K
JE B NS B = X = JE e SRR AR e R S [ T TR R O S A R TR
G, AT S = R A FHRPEE S 140 - X TeG (V) BLrg DR (- X1 gG (V) -
HRP,Millipore Corporation,Billeria,MA,3E[E) 1E A Foim ot B e G 2 W Mt 56
(ELISA) M 7E TS XS HT AT IR -

[0150]  2-1-2.3%8scFv X JENIMEE

(01511  FTRI 7 (Invitrogen,Carlsbad,CA,USA) M\ 52 - 1- 1 HA £ 1 S B XS [ et
KA A BE T FEHURRNA . 55 —5EcDNATE Foligo-dT5 ¥ fliSuperscript TMI TT 25 —5E 7
K Z % (Invitrogen) %o

[0152]  HYX T3 B G R AT cDNAIR s Py SCERE T T 3 Fpo S Be Bk e 1 i Edi nf AR X
AR v AR X B A R e YER 51 ¥ )1 i ] Expand High Fidelity PCR&AZ (Roche
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Molecular Systems, IN,USA) #g%E,
(%3]
VA 5|45

CSCVK  [GTG GCC CAG GCG GCC CTG ACT CAG CCG TCC TCG GTG TC

CKJo-B  |GGA AGA TCT AGA GGA CTG ACC TAG GAC GGT CAG G

VH 7|45

CSCVHo- [GGT CAG TCC TCT AGA TCT TCC GGC GGT GGT GGC AGC TCC GGT GGT

FL GGC GGT TCC GCC GTG ACG TTG GAC GCG

CSCG-B  [CTG GCC GGC CTG GCC ACT AGT GGA GGA GAC GAT GAC TTC GGT CC

TR &Y

CSC-F GAG GAG GAG GAG GAG GAG GTG GCC CAG GCG GCC CTG ACT CAG

GAG GAG GAG GAG GAG GAG GAG CTG GCC GGC CTG GCC ACT AGT
CSC-B
GGA GG

[0153]  FERPIRN A, B2ul ¢DNAS &60pmol 514 10ul 10X 2 iR 8uL 2. 5mM
dNTP (Promega,Madison,WI,USA) .0.5uL Tap DNAZESGMIZKIE A, DU AR RS 100y
Lo fEQT N 554 FHATPCR: 30 MIEER, 94°C M15FD,56°C N 30F» H.72°C NIOFD, 2 Jafr72°Cik
ITIR Y R IFRE104 Bh K B 20 350bp ) Fr BEINEL 51 . 5 % B ekt e B EfTr
Tk, SRJE i FHQTAGEN TTRERCHRER 77 &0 (QTAGEN, Valencia, CA,USA) JE{T4{L . £FOD 260nm
AN I PCRVAEA TRE it (10D, =50pg/mL) .

[0154]  {EZE —JRPCRHY ¥ 55— R VLAIVHF Wi nd T 5 5 R PCRIAIH LI $2% - REK PCRIE)f F
I AARR N L00pLIRTR S A T IR S Wi R 100ng 26 fE VL AIVH 4 . 60pmo 1 F5: i 5 |
Py, 10l 10X5 N 289 . 8ul. 2.5mM dNTPANO0. 5ul. Taq DNAZE & 5 /K TR &Sk il 4% o 75 DA
N FHATPCR : 25 MFFR,94°C M15FD,56°C 30D, 72°C F203 9, 2 JafE72°C Mk T
AP RITFFEL100 Bl KK N R A T00bpl¥ seFv r BOINAR 1. 5 % B labie i L kA7
VK, AR HQIAGEN TR LI 7 £r (QTAGEN) JE1 T4{Y. . /E0D 260nmAbizENA{K [ PCR
FEPAIEA T e (10DPE A3 =50pg/mL)

[0155]  2-1-3. Sl iiR St Fe AL

[0156]  Jhy 7 walE, i ST TR IR D) EIPCR ™4 (B scFv i BD FlipComb3X - SS# A (The
Scripps Research Institute,CA,USA) B 10pgZiift, i) #EZ PCR 1) 5360 0 [1SifT (B
g DNA 1651{i/,Roche Molecular Systems)20ul 10X 2% HyRAZKIE G, (1T ZARTR
% 200ul o 4420pug pComb3X -SSR S 120 A7 [1STiT (FFug DNA 6FRA7) \20ul 10X [V 2%
MBMIZKTR B, TS 2 e ZARFR N 200uL o KR S LER0°C | 2R/ IN o B K4
700bpf¥)scFv ) BOMA N3, 400bp R 24 Iz 21 1 96 By o e e b b4 7r ok, I
QTAGEN TTJREJeHEHGI 4 (QTAGEN, Valencia,CA,USA) FE{ T4k, ¥ 1,400ng SEiTHIEIM
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pComb3X# A MT00ng scFv BS540l 5XGERMELE M. 10ul T4 DNAE £
(Invitrogen,Carlsbad,CA,USA) MK, i ZAAFAZ J5200uL, I AE16°C ML 167)N
N, Z AT O S R T CREDTTE , INITISRAFDNASIURT , 2R = R DNARSURT 7%
fifRAE15uL KR

(01571 {i LA k2% (Bio-Rad Laboratories,Hercules,CA,USA) 1B H1L 28 L5 3
M SCERE S AL B K A I E #RER2738 (New England Biolabs Inc,Hitchin,
Hertfordshine,SG4 OTY,England,UK) FF . B4 fiu/E5mL)Super Broth (SB) 3277kt Hi1-37
°C MG, Hr250rpm RIS & 1NN o B8 T, K 10mL ) SBESF= FERI3uLi1 100mg /mL
BRI R INBIEFRE D CR0 . 1uL 1pLEk 107 B AT 25 50 /mLIR - 75 55 R 11
Luria Broth (LB) Biflgti b DARAIE ST R/ G AHIuRE 770 I3 M HE L/ NI, SR 5 it 1)
HHER N4 . 5ul 100mg/mLIR T 853K, fiHE T3 b — /NI o B 2mL g VEM L 35 B i 4k (01,
011cfu/mL) \183mLIF TIAKISBAIO2 . SuLi¥)100mg/mLIR - 1545 = A I B i guiu ks 7o,
FEAE250rpmAN37°C M HE2/ NI o 34280l (50mg/mL) [ AN 278 N2 Fr i am 55
1250rpmA137°C R iRk 1% -

[0158] 28 K, fdi Fl /s B UL (Beckman, JA- 10%5-1) 413, 000gF14°C R4l ffu ks 7242
Lo WS , A7 R 0T LA R 25 6 RDRTDNA , R I e 8 B 28 K A I B OV R G B T PR
JI8g PEG-8000 (Sigma) FI6g4e (L5l (NaCl ,Merck) , £EUK F %7304 81, FH H¥s FismiAELS,
000gH14°C L5578 e 77 2RIV, 08 Rl AU JTTE B BT AE 5 A1 1 % BSAHTris
25 hERIK (TBS) .

[0159]  SZjEf2- 2. [l Bl ST s (=)

[0160]  fifi % Bk (Dynabeads M-270Epoxy, Invitrogen) 3E{ A7k . Bt 3ugfCCSP-2-
EGFHLZHZE 1151 X 10 BRAE S N BiFF20/ NN AR BT HL R - 8047 IO BR FIPBS BE AR 40, 1 H.
Z SN T 253 % BSAIYPBSAE 00 I F 1 1/INNF, 2 J5 55 ST 1512 - 3R KA XI5 bRl A i 7k seFv
—REAEE N M E 2/ O T RABR PR R E DU S S I A KRR 110,05 %
Tween20/PBSYE, TIS0uLIY0 . IMH SR ERIRER (pH 2. 2) Pelbi 45 & i i 44, I FH3uL i 2u
Tris-HCI (pH 9. 1) HRAITe T b AR 1) s e Rt il (ER2738) , I IVCSM1 3% Bl
I e AR A TR IO W PR A TRE A G o e, R A 0 P (A IR R At i B e e e 2
A750pg/mLIE % 75 85 2R LB IEAR -, DATHE Hiy N HH GG R AR TR TR R 8K, AT 191
2- 3T IR\ 1 AN INPEG - 8000 MINaC 1 TUIE MG |1 44 , I FLRFITIE WG 1 44 ] - N — e A= 4 7k
e,

[0161] s AT Pl REREA TPU R W o b AN, BB — B P i — Ik, 1l i aB T S e A IR
@RI et et S8 S R SREP Ty A< 1SR N B R e b Sy NI 7 AU e b SUL DY/

[0162]  SjEf52-3 . LG PR AREL T SAME £ v [ 44

[0163] [ o0 A M AR T e rh e B e A, 54T T ELTSALAA WA AT Lads R 110k b 1 Fee
R scRv A TR 5 B 5 EAE 1 (AR 75 EGF2[f)CCSP2- CIY R umAb 1 45 5 AE
7o

[0164]  J4EGF2[ICCSP2- CH AR M AL HE£H 5 1 (440 710 . IMNaHCO, 2% i Fh i RS, JF
£E100ng/FLAN4°C it FH LA i 78 96 AL 1 i 75 E SO PRFE 16 /NI, A 28 K, IO 3 %
BSA/PBS{E37°C NI 1/NI o B , RFWGE T 14 F I7 7556 % BSA/PBSTF HHR 7, ££37°C Nl
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2/ o J110.05%  Tween20/PBSHEIRITAT 7, K VA1/ 500011 Lb IR FEIHRPEE 5 41 347
{& (a-M13-HRP,Pierce Chemical Co.,Rockford,IL,USA) % [ VASOuLE B , 2 J5 1
37°C M B I/INN i B 2, A T8 ¥ lne /mLIY) 2, 27 - & R - AU (3~ L BETR I IBEmL b -
6-ifR) (ABTS,Amresco,Solon,0H,USA) A10.1% H,0,10 . OBMFTAREIRER 25 M iRiA TR N 2]
AU T, O B TR 0, 2 5 AR 405nmAb I IEO'CEE  [R19A V9OBANIC T 1~ T4 3k
F A RN L S 20 3T AR T e B AR RO B A4 G R TR9964 wd AR A T 43 AT 114
45 5 N RIS A2 AT EGF 211 CCSP2 - CoR i A 5 B 4 28 1 I v R ARk rh LA s RO G 1 584
S PRI RN A2 T 20 A , WIS 2SS R P Al scFv e fAk

[0165]  SjiEf52-4 . H1-CCSP-2-EGF2 scFv hFelff a5 il 25

[0166]  2-4-1.47-CCSP-2-EGF2 scEvilivaf% (scFvhFel) 23|27k Ak rh

[0167]  JHifHindII (New England Biolabs) FilXhol (New England Biolabs) [ I VERG ¥
Ghy T g2 A TgG 1 238 AKCH2 - CH3 [ & PR Fi N 2| pCEPAZ f& (Invitrogen) H o 4ihhPi-
CCSP-2-EGF2 scFv SRl a PSS 1 TR A S e R RIF e X 195 bty o 0T 525, B
TS BRER I Fe ST e P 2 FLsh i ks a8k b 6 T35, K4 A CHLIX A 1gG25E 2]
A 161432 P CH2 - CH3 DX Sy ¥ X 3l 1 B RN v [ 2 W FL s gk ok rp (3 IE10)

[0168]  [E10EARIEAAIH— ATt 75 ZE Pk AR AL A

[0169]  2-4-2 FELLIIEE 4k,

[0170]  fid Fk (W H A8 A T3 A R 2 TR R AR R 2 g FL2h P 2k 2 M 4pg
PEI (Polysciences,Warrington,PA,USA) 18 & ZEXR N 11/ 10403 72 AR B 150mME {1
i (NaCl ,Merck) HP, FFAEZ00 N ORFFLE50 81 RHR S a2 L2 4nie b, KrHEK293F
(1x10°/N4lfg /L, Invitrogen) T 11 BTt 265 2 %0, A DL L35 rpmdit RE A AN, 78 54
100U/mL 5 5 Z M55 2 (Invitrogen) [iJFreestyle 29356 kB 75 3L (Invitrogen) HI7E37
°CANT % COZFi%?%F)jEO

(01711 kgl 7= _Bis W, Ho 1 alifbFe- @ & 3, 48 R F AR 1 BTAT S A
TN € v ok o A1 A FHPBS R M b i AT 4l 73 B8 i seFv i , #E4 TSDS -PAGERAIA 73 f- 5y
K#J55kDa.

[0172]  SZfEpI2-5. BN EA PRI 45 G5 ae )

[0173]  2-5-1.#EH FEIwF

[0174]  J&5 kI 8 CCSP- 285 [ o1, [A) FLFR N AR VR i, 2 S DAL 045 e SR i, 1
T A A S N B ) A G R b TSDS - PAGE R, Ik o LUK I, R AL et , b T H T
PEAME W LTS T B (B2 B Trans -Blot Turbo'™ Mini PVDF Transfer
Packs (Bio-Rad) o iy T #HIAEREIE SO , KBTS % IR 15/ TBS TR AR di 4
i PACERL/ NI A E A —Pu, TR 22 TOUE e FE ) S 9114 - 23R4S [ s e By, F HAE
P, T HHRPE S P AR B ER & [ Fe Pt (Invitrogen) oS HUARS N AT 1/NS, I HLAE
T2 )a, 11150.05% Tween 20/NPBSZE MR T3 o il , o TN U -k SOpy,
fifi I BEER 40 & (BCL) Y G WD) &

[0175] 11 T TR SEA A B 6 25 1 s cFvFR N - 1L CH- 2 FI1CH - 31 A i
(CCSP-2) bl &5 & 88 1M a1 B EaR 45 4L

[0176]  2-5-2.3KAELISA
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(01771 PA10pg/mLi)3 B AR St b4 - 25045 1) s c P 96 LA, 28 115 % IS 95/
TBSTIXEEAF A1 /NI o AR5 11750.05% Tween 20fPBSZE MR ek [l E BTl AL =2, LA
900ng/mL.300ng/mL.100ng/mL33.3ng/mLuk11. Ing/mL B CCSP- 245 H VLA S0 - Pufk
R FHFRFBEL /NI o I S SR AR AR LA - 5001 LE 3= A Bt - CCSP- 2
—#i (Cloud-Clone Corp.,TX,USA) FILL1: 200008 b BIAHBRIHRPLE S FT 126 T (Cell
Signaling) BEAT RN 1/NI o )5 , i B4 DU FHELIBCR i (TMB) JECH 70 Bl 2L AR =il 1
5 S 204550, S5 TR PR E A5 OnmA BUSRLIR L (5 1)

[0178] K122 /st 43 B A & W scFvHEfYJHN- 1. CH- 2M1CH- 314Ut (CCSP-2) £ 568 7]
SAFIIELISALE R —4AIA

[0179]  ZMEEI12, AT UESEARIEAS L W) s c Py A I H A CCSP - 288 1 1 it AR g s 1
PEs

[01801 4 |- Jirik ARSEA L DA 1 sc vt B A K Z)55kDaly S, DL E N ARt
JREEEREIIPURRIDIRE

[0181]  SjEf2-6 . HTidSC N7

[0182] [ W e (A Sz M) T AR XIS A Ty , 855 M LG A AR DASRAR SR, 2 ek
AT g5 Wom T N R4 il S %abYsis (http://www.abysis.org/) 4bChothiadi=
7 SEHAVL-VH B ANJE A7 s G T 7 471 o

(4]

VL VH
L |CDRI ICDR2 ICDR3 ICDR1 ICDR2 CDR3
1 SGGSNSYYG [DNTNRPS  |[GSTDSSYVDI GFSFSGV  SSTGSG  [DAYGYRISGSWSYGYSIDA
2 SGGGSYYG  [DNTNRPS  |[GSADSSAEPV IGFTFSSV  SBNTGSG [DAYGYTISGSWSYGYSIDA
3 SGDNSWYG  [DSDQRPS  [CGSYDSSAGYIGI GFSFSDR  [RSDGSS  IDYGNGGWIAGDIDA

[0183) SR . ok R4 £ BICCSP - 2HIEGR24R I B BU I

[0184] AR A K I BT S BHXT CCSP - 204 MR A T LB B DA 2 Fh s S M 45 5 3
CCSP-2f{JEGF245 e BRI RCA o

[0185] ¥4l BAEWIN AN A EE A CCSP2BU AR B

[0186] {25 CCSP-2-CTEKCCSP-2(1) g 25 A HKEGE 1\ VWFA2  VWFASEREGF 2/ L 418 1« It
AN, B FHi s - tag SNi-NTAB IR SEAINE, alifk B4 A ek i EE 48 F PA100ng /4L
NEiR12% SDS-PAGEEER: | A K FHCCSP- 2 LA ICCSP- 2FICCSP - 21 ZE Mgt 57k 1
fif AR CCSP - 24504 0 O i U DY 2B SRS p ORI 65, B R RIFRCWRUSTAR) , @
Proteintechfjifk,@Cloud-Clonefjtii.

(01871 (R 13A 7 FHAEAS 2 A3 R CCS P2 PRI o7 i LA KA A~ CCSP- 25T (A IR AN 454
SRR

(01881 &1 1 3By & 11 T FI 36 4% R, BUo H CWRUBC 4 % 57 P IH B EGF 2 45 Ay,
Proteintechf iy St BIVIFA2Z 435 .

(01891 2 JUPE13, W DAMIRAHLESS , £ EUFRCVRUBLA Proteintechdit A RICloud-Clonedjt
PRAE NI HTCCSP- 24k, CWRUBT A4 -1 TR BIEGF 245 A3 (04 %2 CCSP- 211 S FEIR 755)
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IiProteintechPHfAFICoud-Clone i Er k1R HIVWFA245 M35

[0190]  HbAh, il i KR BICCSP2INECF 245 A3 [ 5t CCSP2 3 TR A AN IR BICCSP2I M EGF 245 4
HICCSP2P A H T e e g ta 5 i, B AEMA e 5 AT LU I Hb X 20 IR H N4 5L
[0191] Syt 1 S HeLadiffg i s 5:COSP- 288 [ ek , il T 4N i 4 i 25 1
J ER 2R EL B A3 A CWRUB LA FIProte intechdi ik 2 ] [ICCSP - 2435 S PEAR AR ) o )RS AR
CCSP- 253K [ AEAE 515 AW CWRUBT AR E 1 TCCSP - 2485 S MERS I, {H /EProteintechik 115
LT, JCIECCSP- 23k 4T, EIA 1 IERR A5 M AN, N4 B i B e L4 MIE
T 45 B A A il At 15 8 s ANCWRUBTLR \Prote intechfi A [CCSP - 2%k
PRI TR AL KT e At 1 H 1 2% £ (Ventana Medical System) it
17, F7F HBTRVAT: 1009 B I 7325381, SR J5 1 FiNentana OptiView DABRG & EATH:
Mo CWRUBTUIAAE 1 U R ALt 1A A B, SR1150 % [FProteintechf iR B i
EIE A rh e ts | R ProteintechPiAANRETS 2 HBIX 45 1E 3 41 U 2%

[0192]  FyiZ 455, AT FHCWRUPU AR S AR B EGR 245 A3 T I 2 SRR e A1 iR 1)
XTGP (B IE R A ZURHRAR) 1 H e A 3801 « 3Tz st , AL A FHAEGE2
SR UG 2 CCSP245 IR 741 (CCSP22a 3R 712 - 7551 3 A1) £ sl [ 5 [ g b A T HiAc s
i

[0193] & 14A R H PG AT 4n i 2408 b CWRUBL R FIProte intechii At 45 (CCSP-2)
RS AS I BE JI 08 A T ED R 5 SR o 1 AB R HE EL B AT £ LE i 45 B A AR N 45 E iia 4
ZUHOWRUB A RIProteintechHiRIIHTE (CCSP-2) Hr A BE FIT o s 4H 2 k48
[0194] S LK 14, 72 LT PR i R AR BRI BT EA T AL BRI IS L T, R IA BT
XOIE AN rh B A g g e, IF BAE PRI Bk TAL RS B0 T, AT AIA K 2950 %
DT AAE B O 1 A i S

[0195] B, T~ S5 A pe A EGF 2 25 A3k 1Pt CCSP - 2 U ARARLL , 5 3 14 45 5 B CCSP-2
[ EGF 245 K38 (1) P 1A B 15 78 X 20 1E 3 214 S5 AR, O - IX 00 1 L 4 URTR AL S 2 Y
(149, BT LA S AERT 2 B2 P RE o

[0196]  [E15 kb8 T AT 3R AHM 3T -COSP- 25Uk K45 & G A7 s s

[0197] = W15, K hProteintechPifR S5 2 CCSP- 2R 2 LR 7 411341 -517 , AbcamPi ik
e B Ry 41201-373, 1fiCloud-Clone PR 45 & B 2 LR J7 7457-517, Fir DA
Proteintech.AbcamflICloud-Clonefi{A&AGER M BIEGF245 My , BICCSP - 211 28 FL 1 7 4/
T12-T48 , 3200 DX A3 IE v p R A 7 e A = X1

[0198]  SEGA2 . SEE PSS 2 5 MICCSP - 2 IR 2= AN T Eu

[0199]  Fhfs T HRIEA & B S I BT (scFv) SR R PS5 R CCSP- 218 MUK G4 )
H117510-2018-0060184) = [AIIZE A1 /7.

[0200]  ZRif, FH IR A UAR P BURAE  ASBE A FHAR IR 1 5865 iR P w i T IR
XTI, P18 CCSP- 228 [ IR FEYE ], il i FCST = JIA 5 CCSP- 2488 1 [R5 A fig
7 Gl % R 15 10-2018-0060184) , H-af i ELTSAMIE Hiik S5 CCSP- 22K I &5 58 1 (B
WACE B S ifs12-5-2) |, ARG TR B i 5.

[0201]  [E 1652/~ HHRr R 45 5 2ICCSP - 2119 MUK Gl % ) 1475 10-2018-0060184) (155
MR —4E.
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[0202] 2 DLIE(16, ATAIAH B S5 CCSP- 2454 OKDIE G PAMARLA For,
[0203]  [RIDAARMEA A& WISt LIFJHN - 1 (scFv) 5CCSP-245 5 [OKDIE GEAN 1) AnMELz 2
7 UL IR AT DAGE SSARSEA A I T AR CCSP - 2102 R TAH 2 5 o
[0204]  SCTUA L gk , NGt T HRN BN SR, AR 10V g s BIvER , OF
HAEABAHE R BARGPEIEASTHERR O N, P R AR AT 7R BINESC i
J7 SABBON HA BARTE o I, B SRR, s om BIVE STy SEAERT AT 5 TS R
(43, 1A SRR (9 « A B R Pl Fh i BRASUR R A5 R, I HL B Fl AT BRSUR R 511
B SCEFFISE R R (2oL
[0205] Al ek [ HISCA

SEQ ID NO:1:HN-1ffJVH CDRI

SEQ ID NO:2:HN-1f¥JVH CDR2

SEQ ID NO:3:HN-1f¥JVH CDR3

SEQ D NO:4:HN-1ffJVL CDRI

SEQ ID NO:5:HN-1ffJVL CDR2

SEQ ID NO:6:HN-1[¥JVL CDR3

SEQ ID NO:7:CH-1ffJVH CDRI

SEQ ID NO:8:CH-1f¥JVH CDR2

SEQ ID NO:9:CH-1f¥JVH CDR3

SEQ ID NO:10:CH-1f{JVL CDRI

SEQ ID NO:11:CH-1f¥JVL CDR2

SEQ ID NO:12:CH-1f¥JVL CDR3

SEQ ID NO:13:CH-2f¥JVH CDRISEQ ID NO:14:CH-2[¥JVH CDR2

SEQ ID NO:15:CH-2[¥JVH CDR3

SEQ ID NO:16:CH-2f{JVL CDRI

SEQ ID NO:17:CH-2[¥JVL CDR2

SEQ ID NO:18:CH-2[¥JVL CDR3

SEQ ID NO:19:CH-3f{JVH CDRI

SEQ ID NO:20:CH-3[¥JVH CDR2

SEQ ID NO:21:CH-3[¥JVH CDR3

SEQ ID NO:22:CH-3f{JVL CDRI

SEQ ID NO:23:CH-3[¥JVL CDR2

SEQ ID NO:24:CH-3[¥JVL CDR3

SEQ ID NO:25:HN-1ffJVH

SEQ ID NO:26:HN-1f{JVL

SEQ ID NO:27:CH-1ffJVH

SEQ ID NO:28:CH-1f{JVL

SEQ ID NO:29:CH-2ffJVH

SEQ ID NO:30:CH-2ffJVL

SEQ ID NO:31:CH-3ffJVH

© 0 N O O1 » W N

W W DN DD DN DN DD DD DN DN DN = e e e e e
— O O 00 N O Ol A WD R O W o0 NN 0w NN~ o
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SEQ ID NO:32:CH-3[JVL
SEQ ID NO:33:HN-1
SEQ ID NO:34:CH-1
SEQ ID NO:35:CH-2
SEQ ID NO:36:CH-3.
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3 1% JB) EGF2 4% #) 3% 75 £ CCSP-24: 4t scFvin a6y = &

coseamid - TS BT -
e ] ;
: g i # dppid) itk
)& BT AR R-EGF2H0AK 69 41 & o
AscvaE-#Ji% Sl wisteh !
A s B k "¢.¢. o "H R AE %§ fg :

ME p— -Ef;“i%’ﬂ’i 3‘4 S R ; 7.14 nM
Human B ced Ei h‘“‘ﬂ '] 2300 w00 o

EGF2 st
2) kR T 2 8 F-EGF2H ARk 4 & s

EGF24.5% ﬂ;scFv%ﬁ-ﬁI% Sl it ﬁ%iﬁi:
N\ bl S o B i W_s# :

! d-l““"'"""' A Mifik %?ﬁ ' ; 2.25 nM
~44h4 mﬂ SRS

CCSP-2 CCSP-2 (ngimi)

1
296 333
l E 712 748
CCSP-2NT CCSP-2CT —
(24-267 AA) (268-755 AA) CCSP-2 EGF2
(712-755 AA)
&2
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1z I

.I

CN 118772281 A

N N
Z493-2dSJD/s!H-N-£19d SIH-D-£19d/32-2dS2D
T4o23 14033 4023 THo23
L ATeELL M . eIl £l ! LlEwLL
f; s 7493-2dSDD AN
e SIH X9 SIH X9/ Hom__x TOON
' EJUOISSIOGAI] B EpUIqUIONY

43

26



CN 118772281 A W OB BB 3/12 T

A

Abs. 405nm

Abs. 405nm

1.2

0.8
0.6
0.4
0.2

(3K A A]

mEGF2

§

T T AT T A AT

1T 3 5 7 9111315171921 23 2527 29 31 33 35 37 39 41 43 45 47

SR

[EXV &R FEA|

WEGF2

i RRERRTITR L ELERA T LTI

1T 3 5 7 9111315171921 23 2527 29 31 33 3537 394143 45 47

SR

X4
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Igk Leadéer

scFv Fc
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CN 118772281 A
HN-1
e CT N B2
100 |=—
75 |
63 |m—
48 |==—
35 |m—
25 |mm
20 | m—
17 | e
11 - RS
E3
-
i y = 0.2044In(x) + 0.1344
R2 =0.9691
E o6 +
2
50.4 I ¢
0.2 -
0 et
° . 10 15

CCSP2-CT-His% & /it ik & (nM)

K8
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ALs : _
[ E1-F4K] mCCSP2-CT(4EGF2)

[y

Abs. 405nm
o
U"I

Illlll‘ll Ilult|l||"|lll||m "mlhlll IIIII J_IIIIIIll,‘lllnlllllll 1|||I|II||‘ Il
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