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(57) Abstract: The present invention provides antibody or antibody fragment specifically recognizing and binding to the ED-B do-
main of tibronectin. Said antibody or antibody fragment can be used for in vitro detection and in vivo localization of ED-B domain,
and also can be used for tumor targeted therapy.

(57) TE: A0 W3R AL — FhE B R I 3 454 47 7% 55 [ Fibronectin F ED-B 45 #9380 H iR sy o BE, TTLLT 2 H
T ED-B & [ 45 WA A A MG A AR P 2 A7, B mT T IhoRa i [ va 07 .



WO 2014/194784 PCT/CN2014/078600

AR )

ANBMAESH ED-B SHE it R AIE

% B Sl

KR BB PR AR, WERE AR REAR, UINFEREAEAR, T
LEA AR A (fibronectin, FN) (] ED-B 4 i Hi AR N B . SN A R
I35 B2 5 o I BT PR IO ) 4% TV S S A2 5 s R R 29 AL 540

KRGS

R R a7 7 AT 50T, TSRS R R AN L, IR
ML BFENFANEN, RSN ER, S e 4w A I Re,
AR AR 1K) SR 2 R T 0 A 05 0 B o 44 R RE IR T 7 20 S R ) — S U iR R A B P iR
9l TR 440 AR RS A0 B B AR E e 4 P BROH 24 M LS ) 30 Tk g 4 Y, %o R 7 A=A R
PERI A o X7 0 7% BRI RELE 40 M AR T Rk i R bR S, RILE g
J R TH B3 b RIS AR IE Al sk Vb RIE RN, HEARREMWENA.

FERRAE MM REED, |2 A E T /ML e S A4
Wb, AN, AN RRETAEAN N . SN AN e S AR S 7R
MR, S HAMIRM. RS0, KE R,

FN WIZERIZA 75kb, A8 50 MR, FEHL I, MR =KFEEES
HICKIM, ED-B 2AEE FN 1) I RER 744, MM FaRigras
Ol MAKMRI T ES . 7 FN BRERIA LY, 77 ED-B 4541 FNB+)
AT ED-B 45 F 581K FN(B-) MR8 100, 3K W i D a DA A 7 AR B i R b ke
HEELEH, FNBHIERNEFHLR P RIEEMND, B0 . 0 &
AR R A G R T BB m R, ORI . W E . SRR
fitide . FLAME AN R RIE & ED-B 4ifskiY) FNBH). @il fhoh sz 43Uk
FRCIFI R AL ] 3E A7 7R, FN(BHTE 2 MR A ZUM A rh m ik, AR BRAE
ANBNEFHL P AR, B AZ RSN EA.

Ik, 25T ED-B S5 H T A tH AL I Hi 0k, ] H TR g ik 250 n 40 i 75 2 5%
B[] 22 PR AT, AT SR SR IR A I, RIS BET B R, JF BRI
RNEF AL R0, W ERIER .
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B4 ED-B IIBUATTR B YT R OA 20 ZHERJL . Lumidid 2essmH
AR FRA5 1 BLUE B 41 BC-1(Carnemolla, Leprini et al. 1992), ‘& AJ LLER S A
BN FN (B+), 1A FNB-)K A YRV,

T3k, TN B S B R I R B A R s 3R RS A g ity R4S Fab JE X
1 SRR MOR03255, Hidg @Al 77183 30 pM. MORO03255 HA FFIFTLIART
Rk, s ED-B KIS &AL R U A B 41 (HDMVE) 5 Ji 483 5 )
RPN RT AL U T R, AR 4 R BRI R D MU IS TR, AR RS
50 ORI 2 R R A R AR

ERT IR, BUE TR 29 70 AR YR I 25 7 A2 ™ B B BT L BT A
(HAMA) RV, dEw] R~ AL HAREIER, Leas ROV . MLRBm « B2 450,
FANGUR IR, SEMRPUARRIIR T BCR - L, BRI BC-1 2 MOR03255
HA-— MR IUFE BUESUA CEdi N ISP IR Aa R .

BT A5/ ED-B HRAERTH) 100%[FE, DMRAEZERESHEA ED-B
YHEESEA, ML A ED-B G550 A g OV, I ER R ED-B I RIS ST
IF R BT o AR BRI TR, B W B R R AR R IE A
TARMRPUARIE R, 8 7R B R DR PR, AN B B = e s
REIRIE RS, B T HRANBEEAARAR. HArikS 1 ED-B AFEHA
1 CGS-1, CGS-2, L19 %(Carnemolla, Neri et al. 1996, Pini, Viti et al. 1998), iX
SEHARIA B T R B I S, I L2 BIAcore #0543 Bk B 5.4x10°M,
1.1x10°M, 8.7x10"°M. JEHZHiA L19 RIS, 7870FEH T 4% ED-B JF
RFEFEMEDUARZGY), BA 3 B B R R RCR

FA T30 I B T D) 5 B A W B AR PR TR R, 7 18 B S R SRR LA, AT
LU 32 R Ak ) ED-B &5 i FN(B+), th Al LRSI AL 8 (15 ED-B &5 4445k
MRS TEL, W GST-ED-B 4. 5 B IIHUASERN ) AN TR EAT SR ) e, BIAR
T OAFKHARS ED-B A REED A, 735258 BlAcore Bill, Fifddifks
TURG G GRS . XS WoR T HUAT] LU ED-B 44, JF HARS Y
SR EGUATE SHUR S & JEXELUR RS, (EHiAn] DU ) R 4 2P R IL FN(B+)
AT R E A, MHME LA B B B R AL

ST - TP 254051 %, bR R R br il S RER
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RiEr s A GPRIRTS, B PTASPURE 254 R s R AE R IE ENBHII T
FAA LA PR R AR ViR AL, P 5RO IE R U FH RN th T AR
PR NFEPRE A, EAEN RS, —BA S HAMA &b, Ak
B SN SR IRPUARAR . FRBEDTIRES B A n] LA TR 25/ N AL, AR AE A
PR TEIE M I sm, ] W25 R IS B MR AL 2N s JF HLAp g fon] Rk ok
AN 2RI AP, WRRPUARG R . RIRPTAMinibody). XPT. ZHREEIE
A&, B HUARGHIERREN, ATECRPURiE M. WEM. Hig%%. 5
b, BASTUAR AT LU e 12 Wnaksm )+ R AT AR SR i B ¢ 2, s 1
oAt 5% SR A AR SR A o

RPANE

RHNGT KGN 55, /3T —FEHSTS A ED-B 8 1 45 il 5
VERETUREBUIAR B o, BRI BB A B R A G R B, bR EE
R BLRE 5% ED-B G IEATIEE A FN (A5 8 FNB+) YEM 44, WHT
FNBHFEI 52 W, At m] H T @ik FNBH)IE R a7 .

Rk, AR BERAE T —FiRe St IR T 45 & AN £T&EH 1 Fibronectin(FN)
ED-B Z5 il i B s i v B o

E— AR St 7 R, BT PR BB A R B & A7 — A R R AR X
CDR3 X&) T4, CDR3 X &R/ /T4 HTAPLFDY .

TE 55— ANMFE I 9 5 N, I BT AR B A v Be S — MR ] AR X 1)
CDR3 X & 5741, CDR3 X &HZIER/T4) QQGRHTP.

TR — MRSty B, Tl s R sk v B S 7 A LR 7))
HTAPLFDY R 1] 48 [X. CDR3 F1H A A EEMK 75 HTAPLFDY HJHRHE] 42X
CDR3.

TR — AR St 7 U8, TR bR s sA R B A 3 AN ER AR X
CDR, Jiri® CDR HJ & & M ¥4 7 %l 4 SYAMS (SEQ ID NO38),
RISPSGSSTYYADSVKG (SEQ ID NO:9), HTAPLFDY (SEQ ID NO:10).

TR — AR St 7 U8, TR bR s A R B A 3 MR AR X
CDR, firi&d CDR MI&ERET515r 4% RASQSVSSSYLA (SEQ ID NO:1D),
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KASNLAT (SEQ ID NO:12), QQGRHTP (SEQ ID NO:13).

TR — AR St 7 U8, TR bR s sA R B A 3 AN ER AR X
CDR #1 3 ME4ERAZ X CDR, H ik 3 NMEHFER[EX CDR MR 7415
%% SYAMS, RISPSGSSTYYADSVKG, HTAPLFDY, Atid 3 M4 n 45X CDR
IR ISR 5153 5 RASQSVSSSYLA, KASNLAT, QQGRHTP.

TR — MRSty B, T s R sHi iR BE A7 — A B A2 X
(VH), FriREHE 725X 44 SEQ IDNO: 1 FiR IR LR 4.

TR — MRSty B, T s R shi i v BE A — E A2 X
(VL), FridBsn] 45X 547 SEQ ID NO: 3 Fizn & IEER T4 .

TR — MRSty B, T s R sHi iR BE A7 — A B A2 X
(VI — MR AR X (VL), Hh iR ERE ] 22X 547 SEQ IDNO: 1 iR
BT, Bk Z X &4 SEQ ID NO: 3 iR AL .

15— MR E R ST L, I BT s TR B B n BBk, T4
SR EE(KD)N 1X 10°M B, 1X 10°M 5K, 5 1 X107"°M A,
TE5— AR S 7 U, IR PR B LR i BUR SRR B 2 JE AR

55— MR E RS2 7 UL, Tk IIPTARBCTAR i BOZ s W SLsh b ik
1, JCIARIE A ANRHUEFS

TE5— AR I 9 77 N, PR PR SR i B 3 5 ED-B B 4514
W . R, Horh ED-B 8 (4500 LU AT ¥ ED-B 414 1, B ED-B
HA SRR SR EAER, BE8H ED-B &N RRTEEA. B
Rel i, b ED-B R A& IR LR A AL AN KB BB R SR
BHL, I ED-B 8 A £k 0] DO B R A B R R L R A

FE— MRS E I St 7 L, IR PR BORT LU SR /N o3 - h vk
R, HIEHUIA. AKX 2K, Fab, S M/NFHufk, WRGBELIA. =5
(SN GitET N,

TR MRS U8, Priddiidot A ek f 1gG.

S5, AR R T RS RTR PR BT B A S

TE— Al N8, Bk 5 G at— B A S AR T S 8 A U T
Itz A2 29, ARk e . 75— MR E S U8, Ind 2idla i
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TR AE S 2 T BR T

G35 AR RO T TR SR SR A B s A S HE TR 2 WA
TR ARSI H I 3 o — 5T, AR MR IE T RN STk st i Brsligy
WA S HE T 25 TR « WA e iEAR DS (K 29 b TG o otk Prid
FEREAH RPN S RIE 5 ED-B S5 FN(B+) I EAE o ITIRJRAE W] LA 53
WS BEE . BUT VRS B, SiEME. . AR, BE. ROFUE. 4
YE AR LI s SERR M, BT REAR SO 2 B R S B L R LR

o

U7, AR ERAE T A E TR SR BT BOiZ A&, iR
TR AR N A RS A%, ST oS e, &
RS, sUH TSR Raib & ED-B & A4 WM sl s A sy 1. AR
— DI T BRI A AR T2 W R AL AR N A R ERALER YL R,
SEAIML. A, s Rk &7 ED-B & A 45 Mk 40 e s8R 1 gy 1
(R Ig . AR B S DR AL T R B AR A H TS W R A R AR N
i WEARYF, g, Ea5, SO0 R4l 54 ED-B &4
HE R 40 0 B8 19 520 R & A 3

S5, AR R T GRS RTR LR BT IA R B 2 TR A F

TE— M ER ST, Frid 2R 7AW SEQ ID NO:2 iRk
GRB TR R W AR X BRI A B IR P A AT SEQ ID NO:4 Jros 4w
PEFUAAR IR W] A2 X ) =R P A R IR P 471

S, AR IERAE T —Fh T ED-B & A 45 A T B BLA(TRIFR N BS)
PN NEDUER, S N ERER X AR AR, B4t T —MndEs:
EEA] AR X AR AT AR X R B, BRI, ASOTIR BS HiAk BLE BS
FEdT 1A (single—chain antibody fragment, scFv), H&H EHWARIX , FBEW] AR
X BLAGER S, USRI Ty A B R A R X R -l R R A X .
H, ERERAX AA SEQ IDNO: 1 FivRia i ral; B 22X 54 SEQ
IDNO: 3 JiRa IR 75 . fhikth, ZH:)7 B & SEQ IDNO: 5 s s sitm
Fele 6 st U, Brid BS Hiik B SEQ ID NO: 15 Btk
R IP

I
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S5, AR AL T Rl R ST PR DNA 45 1o

FEH A —A Lt o, % DNA 70 7&4 SEQ IDNO: 2 s It ik 5 7
W B A O EE B 1T AR X A% TP IR 5 R SEQ IDNO: 4 FIToR (4 it Tk sph e el
X TFERITA, Ll ] 2k SEQ ID NO:6 iz u] Fl T 4ubd R 5 v ik
B RE R v AR X IR B BUYZ IR P41

D, AR BEIRE T AT IR I 2R S R O XA RS R
H ) — Mk 77 202 BS-IL2, Z2yWEh & A & LR B BESiik BS FUEA 40
MBI N A28 2(FIFR IL2). b, B@Ehifk BS FIA IL2 85 ALl i e
T BER:. ik, B A BUE SEQ ID NO: 7 iR a7 4. thik
H, PR IL2 N IL2 BEASEE, Hoad IL2 RBRESIKE s 2. 78
— MM ER ST, kRt & E B SEQ ID NO: 16 T2 IE MR 741 .

AR SCIITIR IR B v B BT AR B RTRR A« B0, 48— 2 m BRI B R e e
A, RIBRDECR] BEAFAE R R IR K LRI RAZ AR, U Z IR Py 51 A S5 4 2 AR TR
1o BriEGUAR YU — Rt R RA(BURYERR), BA &ERR R, “$w
AN B R PR R IR B ) — B, R PUARRRIE R R, SRR A
TIEEEAR .

ARSCPAT I ATEBUA” “REEHUA™ <Pk B sl S Bk (1 2 48 i
PR A W] AR X (VH) R BE AT AR X (VL)AL %, SRR sk il il i — AN 3L
T R GBI NN LA U B RO R SRR B AR % T AR X ] S E
EDCGERE, W DL bR A RS .

AR SCIITIR AR P] AR X F 7 i A b L B 5 1 P SR AN [ AR T A7 AT
BORZESE, IR BIANFRITE AL T & RG] S i U0 R € PR BT R R AT
AR AR R B N I, 2B EER PSRRI XIS, 2 R
A2 25000 JE /R, IR W EH AN EAMEEX (CDR, sFFEAZXD, AN
CDR [X 2[R ARST BB 3 FRONHESRIX. (FRD. CDR XEHUA IR SE A PR K
DB, ERE DRI R

RS ATIR P R DX EREIE X R R IE 2 X, R S SE IR 7 4 K 2
PEE, EREEEX A 5, 4R IgA, IgD, IgE, IgG, IgM, H—
LR D A W RREEE XA 2 28, AR h « R .
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A SCITIR H) Rl B B 2 3R R AR B TR EACRK P A A LU B R AR A
EYNER Ak qE L ep S Al (= B V- E PALIENYS (S W NER 737 d iV E 4/ VAR
EEE SO IR ER . A B DA S b S A R AR, S R
PURRL S OSSR S DU RS S R e g ik, Baillss @l S e zs . o
KR BAR T BOWAGUR A BN T #0010

A TCPTIR % BB 1R 2 A R AR A BRI SOE R SR A
B AT 1gG —fees DL BB 45 5 T8 iU 2R 4K

A SRR RO PE R 2748 AT U TR Es, AR 2Tl 131,
125, % 32 &% ATBH PERIAL bR BN DU BT ke = e . moR i ik
b, i CRAT IR P R S BT 254, TE NIRRT RIAREAR R, RAEN
iNISEk7/E o IV

AP PSP TR DR BT R B B FLAAE 2 25 ) SORUS P R 7 32
A A BEAT I BT 254 et R st iR i Bty JAth a1 i 40 i 53 0
R ARIE IR s BIRDUR SR i BOE S TR & 1 7= A2 (o
[l WA RS ERyTR. JUtk R B B2, b s A sl LR 255
AR AT .

A SCPTR R  E EA RER  EA SO IR PR BRI S B ), BB AR
Behih Ebmicue e s BURTERA R WAL IBE . B R e S T I TR 4
a0, WG IE A T G ARASCRTIR LR B B NI SR A T R
kL (DAB) 2%, LARAHNRISCHEM BRI . BEERAE . A& g
LA RN A B LD A%, SO Tt . Eamss, s
ToRMEEALEHT ED-B 81 45 i 4 R B s U 1

AR W TR R R AR MR 2 S e A A AR 1Y
Yom e i v IR, R SR BT R ML S 4 AL
BRI T iR 5 o

ARG T T iR F R ST R B R B S I i 2 4 5 i ik
AR S O A SRy A S 25 U S NAR A JE BIE RN, R i fe .

AR FRAE T — Rl R UM ED-B & AP, EPUE S E SEQ IDNO:
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iR H

1 Fi7s B IEBR 751 SEQ IDNO: 3 FiR B AR IR 741 . iZH At ] LA
K Z M8 R R AEY A ThRe, BEEAT, Buih ) B & A E 5 CDR3 X /74
SR BE) CDR3 X741,

AR e T HIRE) DNA FPa)o /£ AN SERi, KA DNA &4 SEQ
IDNO: 2 Jii7R (R 1R Py 51 W] LA 40 4 1) 6 5w AR X S AR IR P 47, SR 1) DNA
%4 SEQ IDNO: 4 Jii7s B 1R 741 n] AR AE P AR 2 B m 78 X S R IR P47

B2, AR BNCERAE T LA b s BB R 25 T

TERAG D A e TR S AR B IR P41 5, AU AR N G2 Tl ik
AU IR TV i 2 AR A W R4 NS SR s e ads, il ml SR A AU R R
N AT BRI AT HOAR  FER TREEOR 4, T T i AT Jeg 40 s 6 R
Wik T A TR P SR P HOR 3 B 3R A

W A R IR AR SRR DU AR vE B B B (1 R A BUA T, BOMBUA BRI IR T4
U REAL IR 741 73 9] v B B AN [ ) 2 1k A sl R — 80 b, 9 m] SRAS AR W
ED-B 50 [EHT 14

ASCTR IR A RIS ER, AR T IR 40 it 1 B SR B B
BWARIEEA BIRGN MR R IEEAK . R0 I (1 RB AR 7L 3) V) 4n e
HARBEAR, Bk &AM TN E R R s E A TR R ER o,
HETF. &ibFL BUEEIRIE A B,

Phd A i W) B S REHTAR A DNA 741 ] SR A U HOR A 3 VN i T B3k
1%, WrRYEZZEM P 209N DNA FPa1), Sl 428 mRNA Ok 33845, BB
RN LA B TES R . RREE B UNER S ER T BU X 48 DNA JP 414
ABIRILEAA, IF HPURR DNA PRS2 ey, R 2R
WA RS F o A R W) IR R B B AR AR S AR N 5 SR 25 R
WAL B B

Y R TR LT R R IR BRI A B S B VT IC 7 R4 R, AEE U R 4
HIEIP PPN KL NS

IR A0 AL RE UG M. B AN A . FEANKR B, AU E TS A4 i,
SRR LA A0, SX Leam e v] I o R AR e S VR AR, P AR EA
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BT, A BN S 40 L CCHOD , AV 41 i (HEK 293D AEJH 281 B 4 i ( VeroD
E BN (BHK), dEMaEEANL (COS) MHALZ MK ANAMBR. &
KR AT CHO 40 Al HEK 293 4 Mot 24 15 T4 Y, X 2L 40 O PR AEAS S
C A YA REA & A 5T U EF B E CrS . —miBE . RIS
B, HE NIRE AR TR . (ARSI H AR N BB, RS %
Folv 0 i 3 B G B35 ] R TE AR I W BT AR iR B A4 Bl R 15 2

AR B AN B e E A0 7 iaAa aE ALBOR L IR 3 BRI
UE+ PEL/M A5 715, AU BIHOR N SIS AN R i 1 = 4 i & B R A&
WG TT % iR PEL A3 8 HUAAZ IR P 91 807K Y HEK 293 41 g, 1M
K H Invitrogen 24 ] [ IR R AR 5 4 CHO 41 i A T A A e A PR i 4n bk o

AR T IR B B 2L AR SR SRR M BRI R EPR AR UUE , i i
S HRRIE E X B, TR Protein A SEFENT T, B & H ox A MRIFE,
W A] SR A BRAESERRAT, BORR B RS R T BUKEMT S 20 i =T 38T
PRI LK 58 T3 %, AR AR N 3R FH 323 B AL D7 R 0 RT LA B AR e B P ik
RN AR RN Nt ey =8

KR PR BT R 2 MO7E %, B 2 (ELISA)D.
A R ENZE Y (Western Blot) %552, SR F1 #6007 R H] BIAcore £ AR BY Scatchard
7y MTiZ:(Beatty, Beatty et al. 1987) 72 .

KRGS 2R E ARG, S50, DORBR S RIR, R
W VEF, TR RGEE IR 2540 o A I WY BT AR BT P B AH I A Tv) 2440 1) 245 28] J
ALY FEARACERAIE, AU AN 51 AT DA 2 52 56 U7k S

DA ES AR e A T AR IR, AR T AR U AR N 2ok Ui AT — 2 1]
R, BIPE AN B8 A WD P 8 v RE B AR DR Y0 BB AR R4 )0 A 5 I A 4% A AR AL A
2sly, PRI T EROR SR o 1 TR A Y A AR S

NS G S R REIR AR W] o AR TR, A2 X e S Ay T
AVCIER, FFAE FHRBRHIA ]

P B 352 AR

Kl 1 B5 SRz IR 71

Kl 2 KA ELISA 5256 SAEHTAR TR ED-B &5 s RE s P iR

[BE T
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AR )

Bl 3 401 it 62 5% 6 S BAIE BS PUAKT FN(B-H)AI I (155 = U e, o,
A BIHERTI, ANn—Ht, PN FITC ARic %P 1gG Hifks B 4 BS Hifk
5 FNBHHA ks #4545, — o8 BS Hitdk, —FN FITC dricd RITA 1gG fifk.

&l 4 Cy5.5 NHS ester #xic ] BS Bk id Balb/c nu # BB TS 4525 24
NI R RS AT T o

K 5 BS SRS E M5

3K e 5l

SCHER] 1 JEXT A FN H ED-B £ 44505 5 (0 TR b A

D JURKIE

ik HEK293 40/ ff) cDNA 73 [% FN(B+). ED-B. FN(789)A1 FN(7B89), Jf
TERFE A 6 DM EMRIREE, 2 Nt wkik&En, s E4l & e AT
ANk . FN(TB8O)H 7 RF “B” 18K A E A S H ED-B 45k, “7.
8. 9”7 5 FN J1 5 EDB #H&BIY 3 &5, FN(789)WIAE ED-B 454415,

2) PUREERIIY R

Wit 4 N A TR F T 0840 X ED-B HUR  88EHiiA . LI Nk
TR L DP47 N ERENR, DL DPK22 ARERERNT, FHECH FHII(GLS)s
IR 3 S Jn R R B TR AR, LR BT EL R ) CDR X AR 4056
INITE . PUARPE DNA BIBGE A0 25 AT, SR 57 5Kk I Neo 1
HEcoR T MR A UIBEREYIA 5, 37 ¥ig | A Not TA2AL, JFilid Neo 147 5
Not I {7 57 58 [% 2 pCANTABSE #4146 3 77 A= B AT L0 4% P2 00 1 4K JEE 7
ot EcoR AV s 2 75 18 i B 4 53 1 Sl o B AL BT (4 R T 1o /R 45 AN F4E 1) CDR3
D4 s PR TR0 e DDA 5, O B BRI VEBE UL R4 N DNA B Bl
CDR3 [X [ Bt H 11k (Marks, Hoogenboom et al. 1991, Hoogenboom and Winter 1992,
Nissim, Hoogenboom et al. 1994, Pini, Viti et al. 1998, Silacci, Brack et al. 2005).

3) fifiik

WU E AT TG B 50 ul I E S0ml Fi i 2x YT 5953 F37°C
=i BiIR A OD600 {4 0.4-0.5, NN B 14 T 37°C12 %% 30min, PEG VTl
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iR H

J5 FH 10000g B> 30min, HI PBS Bk as HH, AT £ B0 14 Bl A 17 4 2 i
# 10" CFU/ml LA I,
EDB HiJa 4 T sml A, AAREEF P S I 2ml b o 4% i i 4

U PBS W, 37CHFR 2 /DI, Bl G H A, M 0.1%#) PBST ¥t
W20 Vs IO 4ml WPECII TG 40, 37 CHPENFE 1 hr. BRRRMA THE
R R ORI AR SOB AL I, I BREF7 5 IR 12 el i AR (9 K AT I TG
W, SERCR ML . KRN TG BT U Tl & B ksl A e i 7R 4,
BEASE R

LA ED-B AHURILHEAT 3 5k, TR KA i TG it 4@ 1t #
BT URAT R IR AR _EARAT B B R, 4 T R A AT MR B AR AT
ELISA Huill, 1EFEAE BB AR R 4% AT Sl 00 B W X Wk vy 4 v B P T — 284y
i

ZDRETIREVINEY 7% RENTRER 7%= RENTH RN 73

Y VAL AR I SRAE BT A DNA Jy BUilid EcoR I 1 Not I BV) G iE# 2 54
N IgG1 HiA{E 5 [X Fe Fr Bt DNA 7511 pCl-neo 2,445, Hi /A DNA J# 41 5 IgG1Fc
] DNA FAULER— IR e iy, i — F e thiEi & & E, Hrb IgGlFc
AT BRI I Al SR A s B AR E Tk

5) HARKIK

Y RAF IS BUIRR-& 2 A IR K 42 HUS . FIA Invitrogen 1IHR TR
Lipofectamine® 2000 ¥ Jfiki DNA %44 CHO-K1 #4if, 5B pCl-neo JFoki &k A&
(%] neo FERIFE S G418 Mk BEME BE IR AL P b AT IS 4-8 MR B 77 )5, SA W
MRETEAT su AL BT IR, AT 0 55 5 e 40 Wk 28 v B AL 15 77 LA AR e R

RIS 40 kR Z: Hyclone SFMA4CHO-Utility Yk 5 &% £k, £ ELISA I
SDS-PAGE SEE0 50 UE, 13 T Hbsbifkd H, HiAERAEL4 100 mg/L.

6) FITBELRMAiL

H Qiagen HIERFESEAZHT 4L 6xHis FIA, Genscript Protein A 2% FIFE4L
Wt 1gG1 HE X Fe IIHLA, AH RO f vt B kT .

DL rik, 1331 T AR WK BS ditk, HEsnE 1.

SIS 2 BT S A

11
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AR )

1 J3 /KR S A

TR LT YR E SR 1 FN B AL PRI, 43 0l W] 358 5 S 1 FN(789),
FN(7B89), FIMAZK ED-B 45t e, FiA 6xHis 3%, @XM ERIE
JEH NI A2l =AM atE PR, AR S UL BS HiiAh —3l, B
LEAADBEb R RPN 1gG DA —HUUEAT ELISA IR, Sci 4l R un gl
2 . SRR, Pk BS 5 L19 ¥ SR PR ED-B 45 M AR e il
BT FN(789)45 A4 1 W (O 8B 5 AR TR A9 EO IEE AR — 3, i 500 iy
ED-B &5 i1 A1 ED-B 45 #4181 FN(7B89) 4454

2) 40 KPR S T A

M PCBEIRBOCIL B AR IR, A GRE FNBH KA B W IR
Caco-2 AUl IR 2 30%ILA R, RERETFRZEIFN PBS Yel/a A BS FiiAMEH
PEXTE, UL PBS ABIPEX I, 37°CH¥A 2 hr, PBS JE¥ 3 UG M FITC ric i)
RPTA IgG K —HiHF T 1 hr J5 A PBS ¥El 3 X, JFIMA DAPI 53¢ & THOL
SLRAET WS, I SO OTO0, BS AP FEZ 40 o B4 4 052
ot LK 3D, E7R BS HUAATTRE R L 214 ED-B [ Caco-2 4 d.

3) FIA R AuRs T

N RS AR VT {8 ¢ Bal b/enu #R E SPF 245l R4 P 7R 42 20 of
H, AN R PR AR 40 M0 FaDu RS AE 24U L) Imm®, 4K4E4
Iro

FUAZYI T hrid: 76 BS ik EARIC Cy5.5 NHS ester 2654k, Hifkek
H5 963k FRIBRIAEE A 10 1.

vk MR A KR ERIERIZ Smm B, #% Smgkg RELHA N Cys.5
PRICHIFLAR, H] Xenogen /NN R RIE R A ETUAEAN RIS TGO, 4
R TR MEE— K

SIS AN 4 R o BURYITESS 255 24 /NI RIK B s SR A0 i 4127
FAAH LRI Cy5.5 FO0 Gk A, HEr 2y 5 s - Mt Re 4k RF 7 K
L

SR 3 PUARSRARTIE -

12
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AR )

DA ELISA J5i:3l 52 ED-B HUR P I 465 S5 Ry

S0 52 35 F Scatchard 43 H7 7772 (Beatty, Beatty et al. 1987),0.1 ug/ul ED-B
JURAZ 1: 2, 1: 4, 1. 8 fif 4 MIRTEE AR o OB, JF T 4CE& )G
H 4% BiRPkEtid . N 3 Bl R N RREBUIR, HUARIGIKEE 10ug/ml,
Y 1h JE B S AR IR BB 1gG BRI Thr, A DY F
FLBCR(TMB) B B IR G, ) 2M HSO, Zik, W5 OD450 SEM

25, iR EIR BS BiA PR AL KD 24 1.8 nM. L19 Hi A7 fiF Eg
WHLKD b 6.0 nM, Bl BS HiksEM )& T L19.

2) H Biocore3000 il & ED-B Hi R HUAK LI 450 55807 .

WH B ERILE T (SEAMESEMEO, Wl pH=4 B R R
PUJ5E EDBGAE 10 ug/ml) 4 E4H. F 1M pH=8.5 [{] ZEZIZ-HC1 Z2 3 UL E 1]
BH

N1 ARNERS, RGP RS, 1N 12 BRERRE, 3L\
IR FEAE s A B BT AT RERE =K, ] BIAcore3000 il —FHBNARIST &
51 Lol

24, B5 AT RIS ST ED-B HiJi L, H448E BS 5%
[\ EDB JL-FAIRES, B A RIR IR, $278 — & v IRRSESS & . 1 L19 Fifk
% BIAcore3000 15 -k 25 H HCh 0.4nM.

S 4 PUARLE ML AR PR

% BS H Bal b/c /UM 73 HIFEEEE Ing/ul 1 0. 1ng/ul, FF53%5%) EP &,
[ 100ul, T 37C/KIE 0. 4. 8. 24hr, [FBTHUH M ELISA #:0.

ELISA A5 JWFE 4 : FN(7B89)il & 85 [ 4% B btk T~ 4 Cid 4%, UL B5-IgG1Fc
AP, WA 2 hr, DL ALY BRI B R BT TgG 1E —H1, DY FEEHK
A (TMB) & JEA 251 W (4 )5 FIBEFR X 450nm K. 25 2R WoR py Ak
RIBUIAAE /D B I E AN EE S, HAaid i g g2 L.

LL 0.1 ug/ml B5 FUARLEM I HIFE 0 h bsdE, PUAEARRIKRE . ARSE
FAT T R T PR B2 D0 o T WFTAR F AR 42 1 ug/ml 57 0.1

13
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AR )

ug/ml i, Z£37CHEA 4, 8, 24 h )5, WHMES 0 h ELEEA H B FELE 5),
B5 HUMATE Bal b/c /> BRI A HEFRFARAE o

S 5 5 5o R TR AL B T AT

NSRRI ST . 3¢ Bal b/e /NRIAZER 20 o/, FAEH 3x10° 75
/R AR A0 M FO TR e At

Y2 TR RS ARIR B BRT, $% R HUNEL 30 ug PR BS-IL2
ZRWIIE N2, 3 RIGERLZ 1 IR BTN Y BSm-IL2, B5Sm 4 BS &
B CDR3 X 22 TH R MR RAL J5 T N S5 ED-B JE4 b 45 6 (0 583 Fi k. AR T7 ik
0% B5 B4 CDR3 X [JE 3L HTAPLFDY 9845 K T & 8 AAAAAAAA(SEQ ID
NO:14), HABFFHIAAR, 774 1) BS LAk 4 4 4 BSm.

PR AR SR BRI IR D, A/ USRI K2 1000 mm® BUA F
14 RIGAAE . MR AR ST FIbr = RO e ) B K B 4% (Length) F
/N HAR(Width), e AR =width® *length*0.5 .

SER SRR IR 1, B AL B AR /N e B 22 5, SEER 2 i
ST R L0 A [ PR HEZHL I =A%, SIESR 20 55 P 40T R ) e (AR 22 38 7
THE X (p<0.05).

# 1 Bal blc /NEURBHBKE S B5-IL2 TR ( xts,0=6, *p<0.05)

450 iR AR B (mm’) B0 A L b g8 AR AR
#
B It 20 0.5340.13
BH X 20 0.5140.13
LI 0.17+0.07* 3 4%

14
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oA EXRS

1. — i Sk SR 9 45 & AN £T3% 58 1 Fibronectin(FN)H ED-B 45 f35 (1 544 sl 4 17 B

2. WRAEAUNZER 1 Irid st sk B, HE A — DN ERE AR X CDR3 X 2 LR 41,
CDR3 X & &AM 75 HTAPLFDY .

3. MRPEBURESK 1 TR PR s TR R B, A AN ERER AR X CDR3 X 2R P41,
CDR3 X &H A HE M P45 QQGRHTP.

4. WRAEAUNER 1 Pk Bt siR B 08 HA =AM P4 HTAPLFDY [ E#En] 4
[X. CDR3 FIHA SR QQGRHTP 425 nF X CDR3.

5. MEBOMEK 1 ik PR sbt A B, HEH 3 AN ERER A& X CDR, iTid CDR K25
B2 )74 73 5 SYAMS, RISPSGSSTYYADSVKG, HTAPLFDY.

6. MPEBUREK 1 Prid btk s iA B, A 3 MEREW AR IX CDR, Jrid CDR Kz 2
275153 5 8 RASQSVSSSYLA, KASNLAT, QQGRHTP.

7. WRPEBORESK 1 rid PR s R B, A 3 DN ERER AR X CDR M3 MR AZ X
CDR, H ik 3 N EHERAZ X CDR 238275150 48 SYAMS, RISPSGSSTY YADSVKG,
HTAPLFDY, ik 3 M428E 42X CDR (2587417371 A RASQSVSSSYLA, KASNLAT,
QQGRHTP.

8. MRIEBCME K 1 Frid btk s B, bk B A A ER L X (VH),
TR BRI A X 44 SEQ IDNO: 1 iR AR 771 .

O MRIEBCFIZR 1 FrikBUAESUA R B EPUARBETIE A BCE A —ANRRERT AR X (VL)
PR BB ZZ X 447 SEQ ID NO: 3 Fivn R FERR A1 .

10 ARIEBOREE R 1 iR PR s B, ZPURsibu g B & A — A R v AR X (VH)
—MRBERAEIX(VL), HrPrd ERE R X 5°H SEQ IDNO: 1 iy ZERR P, ks
AR X &4 SEQ ID NO: 3 iR AR T .

11, RAEBUREEK 1-10 R & — TR I HUABEUA R B, ZPUAREETA i B B s B B ig,
ST A B BU(KD) N 13 10°M BEAR. 1x10°M BUEAG. 803 1x107°M Bl 5K

120 WRPEBHER 1-10 AR — TR M HUASEUR I B, IZBURETUAR T B Bk i 2 58
o

13 MRHEBMEER 1-12 AR — BT IR RIPUAR BT A N B, 2P UREHT A B il B FL3h )
JURFA), JeHRE B AIPURT .

14, WHEBMER 1-12 R — BT R RIPUAR BT A R B, bR Ed iR T BEE# S ED-B i
SELTiE R

15
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15 MRGEBCFEER 14 Prid ipe ik stk i B, o ED-B 8 A1 458 80n] LU AT () ED-B &
HA#A, 8 ED-B a5 AW ARG EAEA, 8&H ED-B Sl RALIER
H.

16, MRYEBANER 14 Pri’ditk s i B, b ED-B A SR LR A AL AR K
B XS B AR

- ARYEBOM R 14 Brif TR st B, Herp ED-B 2 1 S5 ] DU BELAL 8 1 sl R
BERALE .

18 MRAEACHEER 1-12 R — BT IR BT AR BT iR 7 B, Ferb B otk i Boal LU S/ 7
THRL PR, PIRPTIA . B X Z KA, Fab, SO/ THUA, WA, =5k
IR BT

19, MRAEBCHEER 1-12 (B — IR TR st i i BL b Brid i A e sk d A 1gG.
20, BEBRESR 1-19 B — B E @ T 7 B A GW .

21, MRARBCFIESR 20 Frid 5 &4, Hib— DS EARTREGEN . PO TERA R,
FE) . AARRRLAE .

22, MRARAUFIER 20 8 21 Iy, SR IR O K2 W 8GR T

23, BORIER 1-19 B — WP IR SLAR SR F BEsiBOR 25K 20-22 (2R — BUTR 94 54
FETRRIT < WAy e AR D HH IR H 3 o

24, BORIER 1-19 B — WP IR GUAR SR F BCsiBOR 25K 20-22 (2R — BTk 94 54
FERI TR« B WrRLA T FRAEAR DB 1 2540 B Az

25, BORIEESR 23 8 24 Prik i lag, Jorh prid e AH OGO 2 KI5 ED-B 4541 FN(B+)
RITEEE o

26, BUORIESR 25 Brid A, o ik EAHOCOW 2 B . &5 B e LB o
27, BEBFESR 1-19 B R — IR GTA sk i B g Wikl &, Bridilsn gl il T2l
ML RN A B A5, B0 AT E A, B, BUH TRl
AT ED-B 8 A 45 A 4 U s B R 1

28, BURIEESR 27 Brid iRl G e H 2 Wi e A AR A A BT R, 7
Mo sEAR, BN TSR AAiAL 4T ED-B E 1 S5 A 4 e sl el 1 s 2 1 R g B
29, BURIEER 27 Brid ik g fe il & T2 Wit E A2 R A 20 A B J, s
M. EE, BN TRMANL S ED-B 8 A 5 sk 40 i s A 1 s 5 R e R A

j%o

—_
~

L

16
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30, ZRASBUMESK 1-10 (R —BFTR ST A BETA R BUN 2 H IR D T

31, BURIESK 30 Frid M2 %5 1R 7 5, HRFIEAE T35 17101 SEQ ID NO:2 Fron gk
FRE W] AR X[ R IE IR T A (W% R TP A1 A i SEQ TD NO:4 BRI 9w AB PR (1) e T A2 X K2
BRI IR Y o

17



PCT/CN2014/078600

WO 2014/194784

LTINSV

7 HOD

T

MIMILDVDS  IddIHYDDOD  DAAVEA3dITESINL401DSOSDSIHAdID
407 0% o oL 0%
£ 433
&ﬁmm.ﬂd@mwwgu»g VIASS5AS oSy J511vH3 wam.«_m.m%wmmdﬁgm
L 443 HOIEIL DJGULIDA HIDYI-JYSTF
55D0095000550000
o1 3
A2NUIT
m,m>§ﬁm®w§ %Qﬁ&q‘wm mqu}&,&wmuﬂ%mﬁ§d@@wzxmzammmﬁm
€ ¥a3

DINSAVAALSSDSHSTY  SAMITOADAYDUEAM SIVVAS S41495VVOSTHISODdOATIDDDSITIDAT
35 a7 oE < 7 B

T 543
UOIE 24 PFGULADA UIPYI-IDADILT

1/3



WO 2014/194784 PCT/CN2014/078600

1.5
O] L19
Bl B5
1.0-
Q v 3
m —
<
Q
@)
0.5
0.0—3

789 7BS9 ED-B 789 7B89 ED-B
B5HLAH) 4+ F fe it R

K 2

2/3



PCT/CN2014/078600

WO 2014/194784

E
2
=
1

Gz

25300
1000

1ug/mi

iz

&l

iz

iz

Oh 4h 8h 24h

Oh 4h 8h 24h

DUAIFRE B[R]

5

&l

3/3



International application No.

INTERNATIONAL SEARCH REPORT
PCT/CN2014/078600

A. CLASSIFICATION OF SUBJECT MATTER

CO7K 16/18 (2006.01) i; C12N 15/13 (2006.01) i; C12N 15/63 (2006.01) i; GOIN 33/68 (2006.01) i; A61K 39/395 (2006.01) i; A61H

35/00 (2006.01) i
According to International Patent Classification (IPC) or to both national classification and IPC

B. FIELDS SEARCHED
Minimum documentation searched (classification system followed by classification symbols)

CO07K; C12N; A61K; A61P

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched

Electronic data base consulted during the international search (name of data base and, where practicable, search terms used)

CPRS; CNKI; CNTXT and Keywords: fibronectin, domain B, extra-domain B, antibody, monoclonal antibody, etc.

WPIL; EPODOC; MEDLINE; EPTXT; USTXT; WOTXT; JPTXT and Keywords: fibronectin, FN, extra-domain B, ED-B, antibody,
etc.

National Bio-sequence Retrieval System of Chinese Patent; Genbank; EMBL and retrieved sequences: SEQ ID NOs: 1-15

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
X WO 9745544 A1 (MEDICAL RES COUNCIL et al.), 04 December 1997 (04.12.1997), see 1,11-22,24-27, 29-30
claims 1-29, embodiments 1-6, table 1, and figure 1
A WO 9745544 A1 (MEDICAL RES COUNCIL et al.), 04 December 1997 (04.12.1997), see 2-10,31
the whole document
X WO 9958570 A2 (EIDGENOESS TECH HOCHSCHULE), 18 November 1999 1,11-22,24-27, 29-30
(18.11.1999), see claims 1-27, embodiments 1-6, tables 1 and 2, and figure 6
A WO 9958570 A2 (EIDGENOESS TECH HOCHSCHULE), 18 November 1999 2-10,31
(18.11.1999), see the whole document
X US 2009162372 A1 MEDAREX INC.), 25 June 2009 (25.06.2009), see claims 1-6, 1,12-22,24-27,29-30
embodiments 1-3, and figure 1, SEQ ID NOs: 1-23
X Further documents are listed in the continuation of Box C. X See patent family annex.
* Special categories of cited documents: “T” later document published after the international filing date

or priority date and not in conflict with the application but

“A” document defining the general state of the art which is not cited to understand the principle or theory underlying the

considered to be of particular relevance invention
“E” earlier application or patent but published on or after the “X” document of particular relevance; the claimed invention
international filing date cannot be considered novel or cannot be considered to involve

. o . an inventive step when the document is taken alone
“L”  document which may throw doubts on priority claim(s) or . . ) .
“Y” document of particular relevance; the claimed invention

cannot be considered to involve an inventive step when the

document is combined with one or more other such

“0” document referring to an oral disclosure, use, exhibition or documents, such combination being obvious to a person
other means skilled in the art

which is cited to establish the publication date of another
citation or other special reason (as specified)

“P” document published prior to the international filing date & document member of the same patent family

but later than the priority date claimed
Date of the actual completion of the international search Date of mailing of the international search report

24 July 2014 (24.07.2014) 13 August 2014 (13.08.2014)

Name and mailing address of the ISA/CN:
State Intellectual Property Office of the P. R. China
No. 6, Xitucheng Road, Jimengiao MA, Zhenlian
Haidian District, Beijing 100088, China .

Facsimile No.: (86-10) 62019451 Telephone No.: (86-10) 62412131

Form PCT/ISA/210 (second sheet) (July 2009)

Authorized officer




INTERNATIONAL SEARCH REPORT

International application No.

PCT/CN2014/078600

C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT

Category*

Citation of document, with indication, where appropriate, of the relevant passages

Relevant to claim No.

A

US 2009162372 A1 (MEDAREX INC.), 25 June 2009 (25.06.2009), see the whole
document

PINI, A. et al., "Design and Use of a Phage Display Library: Human Antibodies with
Subnanomolar Affinity Against a Marker of Angiogenesis Eluted From a Two-Dimensional
Gel”, THE JOURNAL OF BIOLOGICAL CHEMISTRY, no. 34, vol. 273,21 August 1998
(21.08.1998), ISSN: pages 21769-21776, see abstract, page 21770, left-hand column to
page 21775, right-hand column, and table II

PINI, A. et al., "Design and Use of a Phage Display Library: Human Antibodies with
Subnanomolar Affinity Against a Marker of Angiogenesis Eluted From a Two-Dimensional
Gel”, THE JOURNAL OF BIOLOGICAL CHEMISTRY, no. 34, vol. 273, 21 August 1998
(21.08.1998), ISSN: pages 21769-21776, see the whole document

2-11,31

1, 11-22,24-27, 29-30

2-10, 31

Form PCT/ISA/210 (continuation of second sheet) (July 2009)




International application No.

INTERNATIONAL SEARCH REPORT
PCT/CN2014/078600

Box No.II  Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons:

1. ) Claims Nos.: 23 and 28
because they relate to subject matter not required to be searched by this Authority, namely:
[1] PCT Rule 39.1 (iv)--methods for diagnosing and treating diseases.

2. 0 Claims Nos.:
because they relate to parts of the international application that do not comply with the prescribed requirements to such an
extent that no meaningful international search can be carried out, specifically:

3. [0 Claims Nos.:
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Form PCT/ISA/210 (continuation of first sheet (2)) (July 2009)



INTERNATIONAL SEARCH REPORT

. ) International application No.
Information on patent family members

PCT/CN2014/078600
Patent Documents referred Publication Date Patent Family Publication Date
in the Report

WO 9745544 A1 04 December 1997 US 8703143 B2 22 April 2014
I 127216 DO 22 September 1999
CA 2256308 Al 04 December 1997
TR 9802416 T2 22 February 1999
AU 2910197 A 05 January 1998
IS 4883 A 29 October 1998
HU 0200546 A2 29 July 2002
GB 9610967 DO 31 July 1996
BR 9709350 A 04 January 2000
NO 985459 A 22 January 1999
ES 2286831 T3 01 December 2007
KR 20060035812 A 26 April 2006
PT 906426 E 23 July 2007
DE 69737683 T2 10 January 2008
HK 1020990 A1 14 August 2009
S10906426 T1 31 October 2007
EA 004329 B1 29 April 2004
DK 0906426 T3 10 September 2007
PL 188557 B1 28 February 2005
EP 0906426 A1 07 April 1999
PL 330075 A1 26 April 1999
US 7273924 B1 25 September 2007
KR 20000015964 A 25 March 2000
IS 2508 B 15 April 2009
BG 102950 A 31 August 1999
AU 729081 B2 25 January 2001
IL 127216 A 26 November 2008
CZ295531 B6 17 August 2005
NO 324904 B1 27 December 2007
US 2014134182 Al 15 May 2014
SK 285916 B6 02 November 2007
KR 20050010081 A 26 January 2005
CA 2256308 C 13 March 2012
CN 100447159 C 31 December 2008
DE 69737683 D1 14 June 2007
KR 100741452 B1 20 July 2007
JP 2009050261 A 12 March 2009
BR 9709350 B1 14 December 2010
CN 1219968 A 16 June 1999
AT 361364 T 15 May 2007
IP 4750912 B2 17 August 2011
SK 161298 A3 12 July 1999
CZ 9803815 A3 17 March 1999
BG 65138 B1 30 March 2007
NO 985459 DO 23 November 1998
EP 0906426 B1 02 May 2007
JP 2000511416 A 05 September 2000
NZ 333083 A 26 May 2000
US 2008274099 Al 06 November 2008

WO 9958570 A2 18 November 1999 CN 1303393 A 11 July 2001

Form PCT/ISA/210 (patent family annex) (July 2009)




INTERNATIONAL SEARCH REPORT
Information on patent family members

International application No.

PCT/CN2014/078600
Patent Documents referred Publication Date Patent Family Publication Date
in the Report
SK 286822 B6 05 June 2009
EE 05435 B1 15 June 2011
NZ 508600 A 28 March 2003
AU 4039899 A 29 November 1999
DK 1084145 T3 19 December 2005
WO 9958570 A3 16 March 2000
NO 20005694 DO 10 November 2000
EE 200000802 A 17 June 2002
BR 9910394 B1 02 July 2013
US 2007189963 Al 16 August 2007
IS 5708 A 10 November 2000
AT 301676 T 15 August 2005
HU 0102992 A3 29 September 2003
DE 69926630 T2 24 May 2006
TR 200003317 T2 23 July 2001
ES 2247802 T3 01 March 2006
BG 105030 A 28 September 2001
CN 1250571 C 12 April 2006
SK 16792000 A3 10 May 2001
EA 005685 B1 28 April 2005
IL 139452 DO 25 November 2001
PL 345845 Al 14 January 2002
EP 1084145 A2 21 March 2001
HU 0102992 A2 28 November 2001
BR 9910394 A 09 January 2001
AU 759207 B2 10 April 2003
NO 327732 B1 14 September 2009
CZ.20004216 A3 16 May 2001
JP 2002514405 A 21 May 2002
CA 2333833 Al 18 November 1999
PL 199353 B1 30 September 2008
CZ 300495 B6 03 June 2009
DE 69926630 D1 15 September 2005
HU 225675 B1 28 June 2007
CA 2333833 C 25 January 2011
TW 1259837 B 11 August 2006
NO 20005694 A 10 January 2001
IS2522B 15 July 2009
EP 1084145 B1 10 August 2005
US 2009162372 Al 25 June 2009 None

Form PCT/ISA/210 (patent family annex) (July 2009)




[ B B R AR

Efr i 5
PCT/CN2014/078600

A En ik =

CO7K  16/18(2006. 01)i; CI2N  15/13(2006. 01)
39/395(2006. 01) 1; AB1P 35/00(2006.01) 1

2R E BR T A2 28 (TPC) B R 22 J8 [E 22 40 JE RN TPCH A /3 28

i; CI2N

15/63(2006.01) i; GOIN  33/68(2006.01)i; A61K

B. i 5

T2 RO BAR BRBL ST (R TH - R R M ) K 5)
CO7K; C12N; A61K: A61P

AL AE A ZR AT 11 B A AR BR B2 STHIR LA A M A 2R SCAR

TE B B A 22 I 22 (5 £ P il P (R e 449, A T s 30A) Cdnfie Al )

CPRS; CNKI; CNTXTHASCfgiA]: #1EEH,

BHNEB, Uik, BPLEE; WL

HNERE. MEE, AURNEERR. SYERER, 4,
EPODOC; MEDLINE:; EPTXT: USTXT: WOTXT:; JPTXTHIZ&HHiA:

fibronectin, FN,

extra—domain B, ED-B, antibodyZ; S EEREYWFIZEES: Genbank; EMBLFIISZRAIFF): SEQ ID NOs:1-
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