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(54) & #&
MR B4 H R T £
GWEE S

A RARBTES VEGF-A 2k R ARF A X I B &R (CKP) » 7 4h - R4 A 7T 4 & VEGE-
AZIERAGFAZ CKP ik » RSB HRIGREGEMA T % - TR|ETESREREEA
%8840 Bl % & 6(LRP6)Z JE X 24 CKP -

Provided are non-naturally occurring cystine knot peptides (CKPs) that bind to VEGF-A. Additionally,
provided are methods of using non-naturally occurring CKPs that bind to VEGF-A, including diagnostic
and therapeutic compositions and methods. Non-naturally CKPs that bind low density lipoprotein receptor-
related protein 6 (LRP6) are also provided.
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CYSTINE KNOT SCAFFOLD PLATFORM
[FxX]
. ABHREHIGES VEGF-A ZIERAFE Z B BEIE4ERR(CKP) - 555
. IEftERTES VEGF-A ZIERAFRE Y CKP 7% BB RoaE
MHEYIRITE « NSRS SRR EREEC ZEHMED 6 (LRP6)ZIE
R CKP -
€39 N .
Provided are non-naturally occurrlng bystlne knot peptides (CKPs) that bind to
VEGF-A. Additionally, provided are methods of usmg “nén-fturally ¢ occurrmg
CKPs that bind to VEGF-A, including dlagnostlc and therapeutic composmons
and methods. Non—naturally CKPs that bind low density lipoprotein
receptor-related protein 6 (LRP6) are also provided.
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LR SRR
(AHHERA - Hy > E2EEET)
(39218 ] (RS0
PR TR
CYSTINE KNOT SCAFFOLD PLATFORM
[Serisfr]
[0001] HvE A& R E BRGNS B8 RO H BT LRRUUELE
FA AR B Ry Ble s - Hg B SRS R kg TR ZER IR B H AT
TEAE MR Z e I S8 N Y58 2 e (HK Binz %5 A, Nat Biotechnol 23,
1257-1268, 2005 ; HK Binz & A Pluckthun, Curr Opin Biotechnol 16, 459-469,
2005 5 SS Sidhu & S Koide, Curr Opin Struct Biol 17, 481-487,2007 ; A Skerra,
Curr Opin Biotechnol 18, 295-304, 2007 ; C Gronwall 5z S Stahl, .J Biotechnol
140, 254-269, 2009 ; T Wurch Z A, Trends Biotechnol 30, 575-582, 2012 ; S
Banta % A, Annu Rev Biomed Eng 15, 93-113,2013) -
[0002] B E45 T 2 ARY RS BRGS0 A K bl 2 S
BRI R ATV - EL S AR T A N R S B 2 R EVR e T
ELRREL BE AR (DL Z VR E Fr Y E T TER Y S BERGE T ~ 1R hits %
T BEAD o-BRBEH R 1 2 288 ~ BEAG & TARE A0S ~ 85 VB AR I FR AT O30
i AL A Y 2 Gk (Lehmann 5z Wyss, Cur Open Biotechnology 12,
371-375,2001) -
[0003]  Wrhaias ok B Mo B 2RV SE s B 1 - HOREL
Ry 30 2 50 EREAERR H oA N tRsr- R - B =8 i
e S MR 2 — A2 T SO e bR B A R R AT A 2 KR
e FEEA 2B RFE R L2 R A GRS - SRR AN
PEZ N PrF BRI iR HAVE FE i) 58 Al &I« EEAh > i
i 2 IR ISR IS IR B~ ER KR (L2 EE S R -
[0004] [Nt FEEEBHS R EN A LHHSE/ N LA SR A
TR > SEUIRTIGIN RWIE » AR et 2 oA 7R 2 -
[ZHANE]
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(0005  frRItEeggymf A gt —fE v &S a M E N A RIAT
A (VEGF-A) 2 JERIRTAAE 2 Wil BE &S K (CKP) » Hoiz CKP G5 BERBE B
ZRGE i
Z,CL1C,L2C5L3CLACsL5CZ,
B
VAV AR wlli oS
L1 A 1 HEAEHMI N SHAKR ZRFVETRE © XiXa XX XX,
(SEQ ID NO: 2) » X;XoX;XsX5XsX7 (SEQ ID NO: 3) » X1 X2X3 X4 X5X6 X Xs
(SEQ ID NO: 4) ~ XiXpX3XuXs5XeX7XsXe (SEQ ID NO: 5) &
X1 XoX3X X5 X6 X7XsXoX 10 (SEQ ID NO: 6) » Erft X & X025 H Bz E
B%
L2 &R 2 HEASRE - XiXeX5XuXs (SEQ ID NO: 7) » Hift X1 & Xs
% B Ry T AN B R R RN B
L3 BEL3 HEAER  XiXoXs - Hif Xo & X BEle A s ER A
B
L4 BEi4 HEAER © X0 Hp X0 R AN BGER AN A
L5 &R S5 HEASR - XiXoX5XuXs (SEQ ID NO: 7) » Hift X1 & X
% B Ry T AN B R R RN B
HrpiZ I ER AN A3 H R DA T S IHAE R B - PEGe-L-H N H B -
L-his sl ~ L-TE A RBg - L-1-Z5R0 N 0% - L-2-Z5 50 WA ~ L-2-4
EHEEE - L-3-FEsHa0E e L-4-m ANHEEE » B
Hrpgz CKP L 500 pM B (£ 2 AT J65 & VEGF-A -
[0006] FEARIB(ECEAT) I EEREAIH 2 F— AR g i+ -
7% B45 SEQ ID NO: 1 et « Ret Bl Fe 51 S A A T\ H 25 11 B
Pl EETI-II 25H » @Z A4 VEGF-A 2 JERINFAE 2 (CKP) B4R 2
PR RE - Pz aR R 2 R R RE Ry C1-C4 ~ C2-C3 R C5-C6 -
[0007] FEARIB(ECEAT) I EEREAIH 2 F—Er R g i+ -
LI R NGB 8 H R DU B IHAH R Z BT © PEGe-L-GR AL H 0% ~ L-uli
FEESHEEE - L-TE AWl ~ L-1-Z5 N Rl ~ L-2- Al - L-2-S el -
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L-3-Ga i ~ -L-4-3CR ARG ~ v- 78 A RR-L-fH g ~ v-(4-3 -2 L)L~
P % ~ 4-OH-L-ffifai% ~ -9 -L-HiHalz ~ 4-[4-(Z 5 RS- AR T-L -
W ~ 34- W LR NRE L - 34- ZSCL-ENRLEE ~ 4-S-LOR N i
3-FA-Cl-L-ZE N R4 % - (N H 35)-L- Py g ~ PLE e BR(NH fE)-L- R %
3-(1-N-FREE[I050)-L- Rz 8% ~ 3-(1-N- ZEM[I0%)-L- izl ~ 3-(1-N-2E Py 50y
ID%)-L-P Rl ~ 3-(5-UFE-N5[)-L- P g % ~ 4-FREE-L-ZR NG lE ~ 2-280%-L-
PREWz ~ L-4 4B B ~ 3-(3-IERhBh)-L-NHa g ~ 3-2-eIbok)-L- ki
B ~ 3-(2-MEIEINI)-L - PRI ~ 4-FHFG-2-MEERG- R B ~ 4- L9562 MM J-L-
PR ~ R8T HEmE- - G ~ R0 T e} -L- MG R ~ 3-SR Ib - L- I g% ~
F= T H-L-RBE I Ry L SRS HHElR) ~ 3-B T 26-L-Plaie ~ B ok
-L-PRE I ~ 5.5,5- = -L- A el ~ BB =T B-L-HHGRR (IR & L-565 = A giR)
L-BR A H el ~ LB T R R 3 A4-FAR-L-2R IR ~ 3.4-5-L-ZR
W ~ 3-%-4-OH-L-RNHE L ~ 2-5-L-B8Ha g ~ 2-FF0k-L-lghu s ~ 2-2-L-
MR ~ 4-(55-1-)-L-NEZIZ ~ D-Grial% ~ L-B-rs&ria i ~ L-B-PHElZ ~ N-o-
HH R ~ Hheli - W2 H RS - L Re HRaials - S8R T be-3-
R Rl Re H R e G IR -

[0008)  {EARIB(EEAIF L BB EH P 2 AF—Eny s g iw i -
2y Fo/ B 2o Ry 2 e — (el BB B B R A R © (EFREEEHEA T - Zo Ry (e
Ha kel o AEFEEFHEHI > Zo iy = (e -

[0009)  {EARIB(EEEAIN) DA BB EHI P 2 4TS ny s s i i -
2\ 2B G o

[0010]  {EARIB(EEEAIN) DL BB EH P 2 AF—Eny s s i i -
FELT o X Ry 10 Xs Ay M /8 Xo A iy R o AERRIR(EGE AR BL
Hefl b Z AR ESE G o £ LT X RBEEH P~ QR-T >V
DN-K-L kX ZgXg ;s Xo g T-D~L~V~I-R~P-N [ X
ZREFEN C Xa s E TP M~ L~ S~ F >R KX ZH ARG © Xy e E R
T-Q-D-W-L-E~S~K KX Zi#ElE; XsBE#EHF-P-V-E-~K-
LT R X 2Rkl s Xe BiEH K -N~F-P-L~Y-T-D-M K X Z}#
g - Xo e H Q W~ H R/X ZHg R l% © Ro/3k Xs Ry EH Y ~A~G~D»

3
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E~W~ S k& X ZHhE - g X RyE B i DU IR RV ER 2R M A
W% : PEGe-L-FINESH Il ~ L-nsBE ARl ML - L-TE S RBE - L-1-Z5 ANl
%~ L-2-Z5 RNl ~ L-2- Rl ~ L-3-mlRHa Bl e L-4-m R el - (T
fREEEA T L BB 2 A o /2 L1 0 Xo Byt
HL~1-V-D-E Kk X ZRhEE » Hrp X G3EEE DU ST 2 BT
FER NGB © PEGe-L-FR N A Wil ~ L-rialBi FRAg i ~ L-TE 3 Heclig ~ L-1-
RS ~ L-2-Z5 R0 NNl ~ L-2- el ~ L-3-sligha it & L-4-3 8N
Wl - AEATAR (B D) PA BB 2 A iy R - 7 L1 o
Xiof#EE YT M N~ F g X 2Rl - H X BEEE U 2240
e BENIER RGN © PEGe-L-PR N AL HI Rl - L-hBE AR shals ~ L-1EH
Wil ~ L-1-Z5E0 NNl ~ L-2-Z5 Nl ~ L-2-G eyl - L-3- Ak Ha s &
L-4- RN el -

[0011] FEARIE(EUEAT) A EEHEHI T 2 AF—Er L gt + -
X Ry E AT ST B IER AN AW © PEGe-L-R N A H el ~ L-
bl AR i ~ L-TE A el ~ L-1-Z5 el ~ L-2-2 0N - L-2-5E
Wil ~ L-3-G lsHa ~ L-4-G S NIl ~ y- 4 FREE-L-Hba i ~ y-(4-3 -4 H
35)-L-HiiHe iz ~ 4-OH-L-Hiha i ~ 4-3-L-Hha i - 4-[4-(Z % A - H A ]-L-
HAHE S ~ 3.4- " H-L-RNHEBE ~ 3.4- F LA ~ 4-F-L-A N
3-F,4-Cl-L-Z N e~ 2-MEE e (N H 3 )-L- P P PEERE (N H ) -L- A i ~
3-(1-N-HAER[If)-L- N R ~ 3-(1-N- 2B [I0%)-L-pN Rl ~ 3-(1-N-52 Py 0|
Wf)-L-PA el ~ 3-(5-URE-Ng[I0R)-L-IN R % ~ 4- FHAS-L-R P el ~ 2-250%-L-
PR ~ L-4 A-HoR N s ~ 3-(3-IE IR AL )-L-Pu Rl ~ 3-(2-TERIpR IS )-L- Py i
B ~ 3-(2-IEE SRR AL )-L- N BB ~ 4- PRS- 2-MLEE A~ N R ~ 4- £ F6-2-N e - L-
PN ~ AT FIEMR-L - Rl ~ 0T -L- A Ml ~ 3-SR0 I AE-L- PO el ~
F= T H-L-WHBE (IR Ry L A TN ~ 3-B3 T A-L-PiHalg ~ BRI
-L-NHl ~ 5.5, 5- = -L-E il S5 =T A-L-H g (R s & L-S5 = 5 g
L-ER A Tl ~ L-BR3 T Rl ~ 3 4-FCR-L-RN Nl ~ 3.4-3-L-A P
% ~ 3-%-4-OH-L-F NNl ~ 2-%-L-BE Rl ~ 2-F A-L-figh Bk ~ 2- L H6-L-
MR ~ 4-(Z5-1-f)-L- Nl ~ D-SRHe i ~ L-B-= &b ~ L-p-HEEL ~ N-o-

N

><TFL‘

><TFL‘

><TFL‘
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N, ~ gl ~ W=BE HHeBils - £ B H Rl - S5 T be-3-
F5 H e ele S H Her e nis ez

[0012]  TEARE(ECEATY) LA LE RG] 2 F— SRR g i ]
16 LS 1 X0 Z X H BEMIEEEL - (2 Xo R BHilBEP) - (AR (E0E
LA EE R A ZH R E TR A+ /£ LS § - Xi 2 Xs & H BT
GRS - H XA B HREEL(G) - EMRIBEGEA ) A FE A 2
L EE A » {7 LS of 2 Xy B G~ QH R~ L k& Q ZHA.
XoBEEA P-M-W-Y -F-L & H 2l s BBEE N-F-HKEY
ZHaEWE S Xokmsi#EEH G~ QD N~K-~H-E k& S ZHHEWE § f/50 Xs Ry
HEHF ~ S fe T 2Rl -

(0013  TEMRE(ECGEATY) LA LE RG] 2 F— SRR g
L1 EA45HE X1 XoXa X XsX6X7Xs (SEQ ID NO: 4) » Hr - X, B#E P~ Q
e R ZRa sl s XomseE T~ L e D ZRa Al Xa BiEE T~ M ke L Zj#
% 5 Xy B8 E R~ Q ;e D ZHaHlE - Xs By F ~ P je V. Z Rkl
IEE K R F 2R X iEE Q ko W 2Rl » H Xs BiEH Y ~ G
e D 2 Bl - ATARIE GBI ) DL EE e 6] b 2 A —2ay R E i
L1 EA45E X1 XXX X5 X6 X7 XsX0X 10 (SEQ ID NO: 6)» Hir1: X, A3 EH Q
R~T KV 2Rl Xo B E T D ZHA e Xs B P Xo miEE T K
W ZRahl - Xs 8 H F~ E~ P je K 2R lE ¢ Xo i3 N ke P Z gk
B 0 Xo RitE W e H ZRa Rl Xei8H A~ D~ E & W ZRa A%
FBEE L R 1 ZReiil 0 H X B3EEE Y ~ T M N Z R Al -

[0014]  TEMREECGEAT) LA LE RG] 2 F— SRR g i ]
{E LS o X B#EEH G~ H & Q ZReRE:  Xo BEEH P-M W R Y 27
Bl Xs REEE N R Y ZHeABE © Xy miEE G~ Q & S ZHaHElE © H Xs
FEE F R S Z R -

[0015] feAB(EUBE AT A BT 2 F—Ery SR g hm i -
L1 E A4S X 1 XoX3X X sX6X7Xs (SEQIDNO: 4)» Hrf i X, &3 EH D Q
N & K ZRa Rl Xo /e EH V1R~ L & P 2R - Xs /iEEH L~ S
M~T K F ZRei&l s X e QL R B IR S Xs By Pl Xe miEE F
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L Y ZHeFlE s Xo B WS H Xs kG e

[0016] FEARIB(ECEMAT) I EEREAIH 2 F—Er R g i+ -
LS 0 Xk Y5 Xs ks S5 H X~ Xo K X B H BEMHEEE - 2 Xif
By G XoNE P Xy N Es G R/EC XA By F o AEARR(E0E ) LA EiE
Birp 2 AE—F AR Sl - fF LS o 2 Xy By H~ L~ R fe Q 27k
0% Xo RyEEE W F R Y ZRaA e S Xo /s Y Xy mEEH Q- NK-H R E
CHERE S H Xs Ry S -

[0017] FEARIB(ECEAT P EEREAIH 2 F—Er R g i+ -

L1 BAEERE X1XoX5XiXsX6X7XsXoX 10 (SEQ ID NO: 6) » EH 1 @ X, BiEH
K~Q-L kR ZHFHEEL » Xo /18 H N R D 2R - Xs BB P R L 2
Weils - XomEE LTS e K ZRaikll » XsmiEE F~ V1 K L 2%
Bl XomyBeEH N R D 2R A lE 5 Xo 8 Wi X /mitt e A K S IR Al
XomiEH L~ V-~ E kD ZRaAlE 0 H Xio /5288 Y K F 2B -

[0018] 7EAR#B(ECEMAT) P LB HEHH 2 F—Ery L g i+ -
fELS X1 B Qs XomiEE LF-M R H ZHARE S XsmiEEEH F Y
e H 2Rl s XamEE D~ QN R K ZReRli s H XsmiEE S kT Z
e B -

[0019]  FEARIB(ECE AT DA EEHEH 2 F—Ery e g i+ -
L2 X BK X BmQ  XsAD  Xu&S HXsED-

[0020]  7EAR#B(ECE AT DA LB HEH 2 F—Ery SR g i+ -
L1 BEAEER X1 XoX3X i XsXeX7Xs (SEQIDNO: 4) 1 : Xs B P X, 5 W s
Xs iy G HEH X~ Xo~ X5~ Xo ko Xets H BBzl - HX1 A& P
Xo R Ry R XA By 1 Jo/3t X By R o AERRIBEGEA ) 2L BTG 2
F A FEEE A L1 B X1 XXX XsXX7Xs (SEQ ID NO: 4)
Horp o X E N K D ZRgR - Xo e 1 ke V. ZRe Rl © Xs Rt
M K L ZRgHWz © Xom#EE L Q ~ D e K ZHeAE © Xs iy P Xo Ryl
F-Y-T-LEMZIFHNE  XokB W, HXsEG-

[0021] 7EARIB(ECE AT A LB REE 2 F—Ery SR g i+ -
fELS X miEH Q-H L R R 2R Xo BiEE Y kR W ZHEAEEL
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Xsks Y Xy FsEEH Q RN 2Rkl - H Xs ks S o {EMRIBECHEATY) M &
af 2 —E R - F LS i X B Y Xs B S5 HEF X
Xo o Xy & H B TAnleElE - 2 Xi R B G Xo R P /B XA R G e

[0022]  7EARIB(ECE AT DA LB REH 2 F—Er SR g i+ -
fE L2 10 X B E G BCE Wil s Xo BEH QL-P-R-EKXMZ
Wikl s Xa FotEEH S ~ D e N Z Wikl s XuBBEEH F Y ~L - M R 1 Zf#
Rl R/ECXsBEEH E~ D~ Q- L R S 2R A -

[0023] FEARIB(ECEAT) A EEREAIH 2 F—Er R g i+ -
L3 X BL XomA HX3BGe

[0024]  FEARIB(ECEAT) A LB REE 2 F—Er R g i+ -
L4 > X1 B VEF -

[0025] FEARIB(ECEATY) ML A 2 F—En R g 4 -
FE LS > X & Xs & B B TRl - (0 Xo R B HiHeiEP) -

[0026] FEARIB(ECEAT) P LB REHH 2 F—Er e g i+ -
fE LS 1> X & Xs & B B Fn il o (0 X B HIEEE(G) -

[0027] FEARIB(ECEAT) A LB A 2 r R g i+ -
{6 LS s Xy Bl G DAY ZAFAn R Rl 5 Xo Byl P DAY Z A F{n R 5Ll
Bl N DISNZ AT e 5l 5 Xo Rk G DM ZATIHe R ES 5 Re/B¢ Xs?%lgjf
PAIb 2 AT i -

[0028] fEARIB(ECEMAT) I EEREAIH 2 F— A r R g i+ -
L1 BA4RE X1 XXX X5X6X7Xs (SEQ ID NO: 4) » Hrft X Bt N~ D &
X 2R s Xo Bt 1~V e X 2R 5 Xa by M EE X 5 Xy fEH L
Q ke X ZRadlle s Xs By PECX S Xe Ry F~ Y B X5 X0 WELX S H Xs /&y
G 5 X Hrfr X By DT S IRAL R 2 BT ER 28R © PEGe-L-t A
R - L-REl Rms TS - L-TE ARl ~ L-1-Z8R5 Rl ~ L-2-Z5 RN i
% ~ L-2-g Bl - L-3-mlsialil & L-4- RN -

[0029] 7EARIB(ECEATY I EEREAIH 2 F—Er R i+ -

X FyEEEH DU T ST REVIER ARG A © PEGe-L-R N A H R - L-

hEle FEs Rl ~ L-TE ARl ~ L-1-Z5 N Rl ~ L-2- RNl ~ L-2-%E

C200069PBX20221129C.pdf 7

105130077 FEHESE A0202 1113306446-0



1799366

HiHE % ~ 3.4- % -L-
3-F4-CI-L- A N R 2-MHEERHE(NH #)-L- P\iﬁéf@% HEE%PEH(NH [6])-L-P Kl ~
3-(1-N-HH A0S [If)-L- N R ~ 3-(1-N- £ 5505 [10%)-L-PY &% ~ 3-(1-N-Z2 Py 05
)-L-N % ~ 3-(5-FFE-1510%)-L- Nl ~ 4-FEG-L-R NS ~ 2-2506-L-
P HERE ~ L-4 A -Hoas N Rels ~ 3-(3-IEpR IR )-L- N R L ~ 3-(2-IEUHRJ)-L- N i
it ~ 3-(2-1BEIFTIRREL )-L- P A% ~ 4- B RS -2-ME e RS- i ~ 4- 2 5-2- Mg RS- L-
PIREE ~ R HEEME-L- N Rl ~ S ENT-L- N R ~ 3-SRZEIAS-L- N R
=T H-L-NRBE (NG By L3 A HHRg) ~ 3-3R T R-L-pNHalg - BRI
-L-NHEE ~ 5,5,5- =% -L- Al ~ 5 = T J-L-H R (| By L-26 = B iel%)
L-ER AR TRl ~ L-BR T A TR ~ 3.4-F8R-L-R N ~ 3,4-96-L-E i
B% ~ 3-F-4-OH-L- K NHE L ~ 2-5-L-BEHepg ~ 2-HA-L-Fghafs - 2- 2 K-L-
R R ~ A-(Z5-1-F0)-L- NREEL ~ D-&f % ~ L-B-= 4kl ~ L-p-AHEEL ~ N-o-
HHRels - TRl - NW=B2 TR DS ~ B TRl ~ A5EER T be-3-
F T Rl R H R B S IR e

(0030 TEARBE(ECEAT) LA LE RG] 2 F— SRR g i ]
FEL3 1 Xy 2 X 75 H By FAn B R R B ER ARG 0 X o By A (L)
Xo R R NHEEL(A) » B Xs R B HEE(G) » HAZIE RN AR EEEH AT
BIAGAR 2B : PEGe-L-HNEH Bl ~ L-maff R pgieps ~ L- 1 3 ffi% ~ L-1-
ZRHRNHERE ~ L-2-Z5R Nl ~ L-2- Bl ~ L-3-lsha e ke L-4-A N
Herlte - AT ARSE (B0 A 7Y PA EE ] 2 (F— Ay e s - 7 L3 o
X e M F L~V & X 2Rk Xo B#EE S N-QI-Y-E- V-
T ke X ZHeR B Xs REEH D~ Q~ TN~ E~R R X ZHghlg » Hrp X
Ry H DU B IRAA R L BV ER A A © PEGe-L-HN A H 0% ~ L-fig
el RE % ~ L-TE A RERL - L-1-Z8 RN - L-2- % PR ~ L-2- 07
f% ~ L-3- Mighehk s L-4-G A il

(0031 {EARBE(ECEA Y DA LE AT 2 F— Sy g
{6 L4 1> Xy B V DISM Z R BB 08 H F DA S IR4A R 2 BFRYIER
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Go-L-HNES T Hf% ~ L-msBt s ls - L-1E A felg ~ L-1-2%
FENRERE ~ L-2-Z5 Nl ~ L-2-5 000 - L-3-5 MBSt . L-4-58 R
W o AR EEEHET) LA G 2 E—a iR F e - 45 L4 o
Xy B DL X Horr X Ry (i DU B ITRAH B RERYIE R R 5% - PEGe6-L-
BN T REBE - L-ReEll Al - L-TE A% ~ L-1-Z8 Rl -~ L-2-25K
Rl ~ L-2-F 70 - L-3-5NsHaBs fe L-4-g AN R -

[0032] 7EARIB(ECEATY I EEREAIH 2 F—Er R g i+ -
fELS th o Xa By Y B X5 Xs By S B X5 H Xy~ Xo ke Xo 52 B Rl
BX o H XoRE G Xo N B P /B Xo R Ry G- Hir X BiEEEH DI T &
THAR N 2 REAVFER 28R RS, © PEGe-L-Hr NS T RS ~ L-tiafl Rl - L-
TERHEE ~ L-1-Z25 Nl ~ L-2-25 8 Nl ~ L-2- G Bl ~ L-3-Flsh
W e L-d-5 A8 R - AEARB (BB A ) PA B 2 Ay E i
e A2 LS 10 Xa 22 Xs & B R B - H Xo R B HHREER(P) o {EARHE
(BB EEHEGIT 2 A BRI E A - /2 LS o X2 Xs& B
R EAHE N - 8 XA B HHEE(G) - AEMRIBEEE ) AL EE R fh 2+
—HIFEEE G AF LS 0 X BEEE Q - H K X el 5 Xo Ryl
HY W Kk X 2Rl Xa By Y 30X XoBEH Q ~ N B X Z il
Xs By S B¢ X Hrft X B H P T S TR 2 BEVIER A A - PEGe-L-
PRI H R - L-hele RSl - L-1E A BE% ~ L-1-Z5 R0k - L-2-284K
Rl ~ L-2-F 70 - L-3-5NsHaBs fe L-4-g AN R -

[0033] FEARIB(ECGEAT) I EEREAIH 2 F—Er R g i+ -
X FyEEEH DU T ST R ER AN AL © PEGe-L-R N A HHEEL - L-
PP RS ., ~ L- TR Hel% ~ L-1-Z2A Nl ~ L-2-28 ANk - L-2-%8
Wil ~ L-3- sl ~ L-4- A NIENE ~ v- R R E-L-HiH L - v-(4-- 4 H
BE)-L-HfHif ~ 4-OH-L-HfRils ~ 4-58-L-HREBE ~ 4-[4-(Z 5 RS -RH &)-L-
HiiHa e ~ 3.4- " F-L-ANIEEE ~ 3.4- " -L-RNREEE ~ 4-F-L-RNREEE -
3-F,4-Cl-L-Z4 P e e~ 2-NEE g BN H $59)-L- P e ~ TEE e el (NHL ) -L- P e ~
3-(1-N-FEREEGI)-L- A R ~ 3-(1-N- 25505 I0%)-L- A i ~ 3-(1-N-2 P REng|
Wf)-L-N Rl ~ 3-(5- 400908 -L- N Rl ~ 4-HG-L-2R N el ~ 2-250-L-
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PHEEE ~ L-4 4B R ~ 3-(3- 1Mk )-L- PN el ~ 3-(2-1EE b IS )-L- P
B ~ 3-(2-IERIE IR )-L- P G ~ 4- FRRG-2-ME e G- P @ 4- LFE-2-MEIEFL-L-
PIRERE ~ R FFIEME-L- N Rl ~ S ET-L- N R ~ 3-SR IS -L- R
5= T R-L-WREBE (IR By Lt G H %) ~ 3-8 TFQ L-pNREBE ~ BRI
-L-NHEEE ~ 5,5,5- =% -L- Al ~ 5 = T J-L-H R (N By L-26 = B Hel%)
L-ER AR TRl ~ L-3R T A TR ~ 3.4-F8R-L-R N % ~ 3,4-J6-L- A R
% ~ 3-%-4-OH-L- RNl ~ 2-%-L-BEH0E - 2-FRO-L-Agha s ~ 2-£06-L-
HEHEEE ~ 4-(Z5-1-l)-L- Rl D-Z%H W% ~ L-B-i= bl ~ L-B-NHZEL - N-a-
R ~ gl ~ W= HHeBils ~ £ B H Rl - ST be-3-
R R s s T Haae s bR Bg R -

[0034]  TEMRE(ECGEAT) LA LE RG] 2 F— SRR g i ]
FLHF X BGHX:XoBR-PHX:XsBDHX: XuBF 15K X
H Xs & E-~DE X Hift X BEEE BT SR RV ER AR AR -
PEGe-L-NI T HElE ~ L-niaBe A msha % ~ L-TE A Helg - L-1-Z550 N el
L-2-ZERC Nl ~ L-2-2 s hal - L-3-m skt & L-4-m AN e -

(0035 {EMRBE(ECEAT) LA LE RG] 2 F— SRR g i |
2 S SIVE N ERINT A (VEGF-A) ZJER AL Z Wi BEESIK(CKP)

A iR E G 5 GCNIMLPFWGCGRDFECLQQCICQYYQSCG (SEQ ID
NO: 103) « fEARE (EGE AT A EE R H] 2 F— A G fh - %A
e ME N AERNT A (VEGF-A) Z JER AL Z Wi BESS IR (CKP)Y B 5
Wi 3% 5% GCNIMLPFWGCGRDFECVERCICQYYQSCG (SEQ ID NO:
104) o {EAYRECGEH A EEHH 2 AF—E0 IR E i pld - Zr4i s

ENERNT A (VEGF-A) Z JERIRTAAE 2 Wil BE &S K (CKPYEL S e A
fi% 751 GCNIMLPFWGCGRDFECMSDCICQYYQSCG (SEQ ID NO: 105) ¢
TERBECERATY) DAL E A AT B EEF - % 4S o mE N
R RAT A (VEGF-A) Z JERIRTAAT Z MEHE 45 IR(CKP)YEL & e R 7 |
GCNIMLPFWGCGRDFECMNQCICQYYQSCG (SEQ ID NO: 106) « fEf{E
(ECEA LA EE G A 0T S+ - A4S G IimE N E &
N A (VEGF-A) 2 JE R ZRT7 A1 2 Bl e % &5 K (CKP) 61 2 i 25 I e 31
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105130077 FEHESE A0202 1113306446-0



1799366

GCNIMLPFWGCGRDFECMQTCICQYYQSCG (SEQ ID NO: 107) » {£f{ifz
(SR LA 2 E TR A T TS S iE N E &
N7 A (VEGF-A) Z JE R IATFAE Z Bl fig 12 &5 IK (CKP) &L 15 H 7% 2 e ¥
GCNIMLPFWGCGRDFECVYQCICQYYQSCG (SEQ ID NO: 108) » { [}z
(B LA EEHEHH 2 TR E S Z S omE N ER
N7 A (VEGF-A) Z JE R IATFAE Z Bl fig 1% &5 IK (CKP) & 15 He 7% 2 e ¥
GCNIMLPFWGCGRDFECFINCICQYYQSCG (SEQ ID NO: 109) - /(5%

BT PLEEHEH T 2T ARG TS S IiE N R A RN
T A (VEGF-A) Z JE R 2877 11 Z Wl B % 465 1K (CKP) &1 5 f% 7% 1% Fr ]
GCNIMLPFWGCGRDFECVSQCICQYYQSCG (SEQ ID NO: 110) » {£#[f
(B LA EEHEHTH 2 TR E S Z G E N E R
N7 A (VEGF-A) Z JE R IATF A1 2 Bl fig 12 &5 IK (CKP) & 5 He 7% % e 7
GCNIMLPFWGCGRDFECVTECICQYYQSCG (SEQ ID NO: 111)- {EfifE(5k

BT P EEHEH T AT AR TS S IiE N R A RN
T A (VEGF-A) Z JE R 2877 11 Z Wl B % 465 1K (CKP) &1 5 f% 7% 1% Fr ]
GCNIMLPFWGCGRDFECFYECICQYYQSCG (SEQ ID NO: 112)- /(5%

BT P EEHEH T 2T AR S S N R A RN
T A (VEGF-A) Z JE R 2877 11 Z Wl B % 465 1K (CKP) &1 5 fig 7% 1% Fr 5]
GCNIMLPFWGCGRDFECMEQCICQYYQSCG (SEQ ID NO: 113) « {£f[if
(B LA EEHEHTH 2 TR E S Z S E N E R
N7 A (VEGF-A) Z JE R IRTF A1 Z Bl fig 12 &5 IK (CKP) &L 15 He 7% % e 7
GCNIMLPFWGCGRDFECVYRCICQYYQSCG (SEQ ID NO: 114) - {rflifiz
(B LA EEHEHTH 2 TR E S Z S E N E R
N7 A (VEGF-A) Z JE R IRTF A1 Z Bl fig 12 &5 IK (CKP) &L 15 He 7% % e 7
GCDVMQPYWGCGPDIDCFVRCLCHWYNSCG (SEQ ID NO: 139) » {£f3#%
(B LA EEHEHTH 2 TR E S Z S E N E R
N7 A (VEGF-A) Z JE R IRTF A1 Z Bl fig 12 &5 IK (CKP) &L 15 He 7% % e 7
GCDVMQPYWGCGPDIDCLSNCICHWYNSCG (SEQ ID NO: 140) » {£f3#%

(EGEA )L EEEA T 2 E— R f b s AT S e N A

C200069PBX20221129C.pdf 11
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Al A (VEGF-A) & JE K 2R AT < B HE B &5 K (CKP) B & B F B e 51
GCNIMLPYWGCGRDFECMEQCICQYYQSCG (SEQ ID NO: 142) « {FR$#E
(A ) LA EE G A IR S f - Z A4S G e N E &
Al A (VEGF-A) & JE K 2R AT < B HE B &5 K (CKP) B & B F B e 51
GCNIXLPFWGCGRDFECMSDCICQYYQSCG (SEQ ID NO: 144) » Hrfi X
R IE A HEEE(NLe)  AEARBR(BCE AT DA EE I 2 R e
2 S CIVE N ERINT A (VEGF-A) ZJER AL Z Wi BEESIK(CKP)
B8 W %1 GOCNIXLPFWGCGRDFECVSQCICQYYQSCG (SEQ ID NO:
145) » 2 X IR ARl (Nle) » fEARSR(EGEATY) DL BT 2 &1
FEEE G Al S B N M ERNT A (VEGF-A) Z JER AL 2
W B & ik (CKP) B & M &K OB O F A
GCNIXLPYWGCGRDFECMEQCICQYYQSCG (SEQ ID NO: 146) » Hifi X
RIE A BEEE(NIe) o
[0036] {EARBE(ECEATY) LA LE T 2 F— SRR g
iz A Ve N RINT A (VEGF-A) ZJER AL Z Wi BE S5 IK(CKP)
B S S 5] GCDVXQPYWGCGPDIDCLSNCICHWYNSCG (SEQ 1D
NO: 224) - Hip X By1E AR
[0037] FERubghimf]t » $2ft - FEIERIRTTAT Wik 451K (CKP) »

HAE & B DT B TEAA R 2 BEMRZ A : GCNIMLPFWGCGRDFECMEQ
CICQYYQSCG (SEQ ID NO: 113) - GCNIMLPFWGCGRDFECVYRCICQ
YYQSCG (SEQ ID NO: 114)~ GCDVMQPYWGCGPDIDCFVRCLCHWYN

SCG (SEQ ID NO: 139)- GCDVMQPYWGCGPDIDCLSNCICHWYNSCG
(SEQ ID NO: 140)- GCNIMLPYWGCGRDFECMEQCICQYYQSCG (SEQ
ID NO: 142)~ GCNIXLPFWGCGRDFECMSDCICQYYQSCG (SEQ ID NO:
144) (Hh X BIF AR#E(Nle)) - GCNIXLPFWGCGRDFECVSQCICQYYQ

SCG (SEQ ID NO: 145) (H+ X AIEA R (Nle)) ~ GCNIXLPYWGCGR
DFECMEQCICQYYQSCG (SEQ ID NO: 146) (Hr X AIF A% (Nle))
K GCDVXQPYWGCGPDIDCLSNCICHWYNSCG (SEQ ID NO: 224) (&

T X R IEARER) - AEARIBEEEA T P LSRG T 2 iy s ]
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1> 3% CKP 5 GCNIMLPFWGCGRDFECMEQCICQYYQSCG (SEQ ID

NO: 113)r Al 2 He B 1 - ARARIE (B A O L E B 244
UREEEEER T > % CKP A& GCNIMLPFWGCGRDFECVYRCICQYYQS

CG (SEQ ID NO: 114)Hfrfsalt « R Bl Fr ol e fERE (BB R Y A F &
fp 2 fF—HyFE g i h o 2% CKP A7 GCDVMQPYWGCGPDIDCF
VRCLCHWYNSCG (SEQ ID NO: 139)rfirfgait & b FEEE PP 1] - AFARE (5

BT EERIh 2 E—E e E G - 3% CKP A% GCDVMQP
YWGCGPDIDCLSNCICHWYNSCG (SEQ ID NO: 140)-bf sl > frtiis

Froll e TEARIREGEA ) P LB A 2 Ay R > % CKP
17 GCNIMLPYWGCGRDFECMEQCICQYYQSCG (SEQ ID NO: 142)f:

Pl 7 B FEBE R - AFARIR (B0 D) PA BB el 2 &1 i
fHtp > %% CKP A4 GCNIXLPFWGCGRDFECMSDCICQYYQSCG (SEQ 1
D NO: 144)shfrfalill 2 R BE ey » Horp X BT A RZEE(NLe) « fEARIR(E]

B EERI 2 E G - 3% CKP &% GCNIXLPF
WGCGRDFECVSQCICQYYQSCG (SEQ ID NO: 145)rtf7 )il > fir i
FPoll o Borp X B IE A REEA(NLe) o (EARIZ(EGEA ) A FE G 2 F—
YRS E S h > 3% CKP A2 GCNIXLPYWGCGRDFECMEQCICQYYQS
CG (SEQ ID NO: 146) il ~ B Ffg el - Horp X B IE A Kl (Nle) -
TERBEGERTY) DAL E G AR E R A+ > 3% CKP & & GC
DVXQPYWGCGPDIDCLSNCICHWYNSCG (SEQ ID NO: 224) /&) il
ZHEHEBEFRA B X B TR ARl - AFAE ECGE A )L EEafh 2 —
BINFEEE (] - 3% CKP 454 VEGF-A -

[0038] FEub gl s » $2ft- FHIERIRTTAT Z BifElE &SI (CKP) »
HAESEE BT STE R 2 BT EERE © GCDVX,QPYWGCGPDI-D/E-
CLS-N/K/X,-CICHWYNSCG (SEQ ID NO: 534) ~ GCDVX,QPYWGCGPD
I-N/K/X,-CLS-D/E-CICHWYNSCG (SEQ ID NO: 535)+ GCNIX,LPYWGC
GRDF-D/E-CME-N/K/X,-CICQYYQSCG (SEQ ID NO: 538) » GCNIX,LP
YWGCGRDEF-N/K/X,-CME-D/E-CICQYYQSCG (SEQ ID NO: 539) ~ GCN
IX,LPFWGCGRDF-D/E-CVS-N/K/X,-CICQYYQSCG (SEQ ID NO: 540)
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. GCNIX,;LPFWGCGRDF-N/K/X,-CVS-D/E-CICQYYQSCG (SEQ ID NO:
541) > Hrr Xy B EA el B Xo 5 SRl - AeRg(E0E A7) A i
A E NIRRT 0 3% CKP A2 GCDVX,QPYWGCGPDI-D/E-CLS
-N/K/X,-CICHWYNSCG (SEQ ID NO: 534)drffiif >~ g 5] » Hrp
X B TE AWM B Xo By Sl - AR ECEA ) DL EE G 2 &1
FESEEG R 3% CKP A2 GCDVXQPYWGCGPDIDCLSKCICHWYNSC
G (SEQ ID NO: 536)fifrfialil < e Bl e 1] - Horp X R R ARl - AR
(B AT LA EE ]+ 2 -G H - 2% CKP &5 GCDVX,
QPYWGCGPDIDCLSX,CICHWYNSCG (SEQ ID NO: 537)dffiat > Bz
FEERRA - Hor X Ry iR ARl B X0 B SRl - AR (EEE A ) PL
b 2 B —E ey IR B i (5] 3% CKP A1 GCDVX,QPYWGCGPDI-N/K/
X,-CLS-D/E-CICHWYNSCG (SEQ ID NO: 535)tfi[af >~ Brkiig 51
B X B TE AR B X0 B Sl - AR (SR ) PA E G 2 £
TR R 0 3% CKP A4 GCNIX,LPYWGCGRDF-D/E-CME-N/K/
X>-CICQYYQSCG (SEQ ID NO: 538)rffifrfeale & Fi A Frl] » Horr X fy
TERREE B Xo B Sl - AFRIR(ECGEA T L EE G Ay Ak
Bt > 3% CKP A7 GCNIXLPYWGCGRDFECMEKCICQYYQSCG (S
EQ ID NO: 543)dt it ~ frr e eyl - B X Ry IR A HalE o AEARIR(EL
RO LLEEREHIR 2 AR E i d+ - % CKP A% GCNIX,LPY
WGCGRDFECMEX,CICQYYQSCG (SEQ ID NO: 544)rbf il > ji i
FeoIl - Horp X By TE A el . Xo B Sl - AEMRIB(EGE ) A & ]+
AT —HINFE R > 3% CKP &4 GCNIX,LPYWGCGRDF-N/K/X,-
CME-D/E-CICQYYQSCG (SEQ ID NO: 539)rff il > jekiig 51 » Hrp
X BIE ARG B Xo B Sl - AR ECEATY) ML L E G 2 F—&n
FESEEGIE o 3% CKP &4 GCNIX,LPFWGCGRDF-D/E-CVS-N/K/X,-CI
CQYYQSCG (SEQ ID NO: 540) Frlslalt 2 B 5B eyl - Horp X0 IR AR
W H Xo B Elul - AFMRIBEEE AT L EE R A 2 F— iy i (]
15 % CKP A% GCNIXLPFWGCGRDFECVSKCICQYYQSCG (SEQ ID

NO: 545)rpATRal 2 ekl 1] > Horfr X Rk B el - (EARIEEEE AR
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PAEE A 2 g 4 - 3% CKP A% GCNIX,LPFWGCGR
DFECVSX,CICQYYQSCG (SEQ ID NO: 546)difi il fieks gl » i
X R TR B H X0 R Sl - AFRR(EEATY) PA E ' 2
MYEEESEHE 0 3% CKP 875 GCNIX,LPFWGCGRDF-N/K/X,-CVS-D/E-
CICQYYQSCG (SEQ ID NO: 541)firfazlc & f =l e 41 » B X &y TEH
el F Xo R Sl o AARR (B0 O A EEafH 2 iy i
fp - 3% CKP &5 VEGF-A -

[0039] FEARIB(ECEA T P LB REH 2 F—Ery SR g i+ -
et AT S IE N R AR RN (VEGF-A) Z JE R 2ATAE Z BERE B &5 IR
(CKP) » Hrjgz CKP G5 BERaBa 5 2845H5

7,C1L1C,L2C5L3C4L4ACsLS5CeZ, »

B

VAV Ayt Rwlli oS

Ll BRI 1 HEAZEGMHITSEHEAK LR BEE
X1 X2 X3X 1 X5X6X7X3 . X1 X2 X3 X1 X5X6X7 X8 X9 )54
X1 XoX3XaX5X6 X7 XsXoX 10 > Hrp X1 2 X102 H B EAr AN

L2 B2 H B XXX Xy Xs Hp X 22 Xs & 5 B AR

L3 BIR 3 HEAGR - XiXoXs » Hif X £ X & 5 el AR

L4 BEi4 HEAER © X0 Hp X0 BRI AN

L5 B S H B X0 XXXy Xs Hp X 2 Xs & 5 B AR

Hrp2# 844 SEQ ID NO: 1 H [l & fa Bl e 7 1 B AR B B £
HEHIHI EETI-I &5 1 - 2% CKP BAREE 2 hRslER: » Hrpaz &y
8 WREEERE R C1-C4 ~ C2-C3 Kz C5-C6 5 HHE A1z CKP B %70 20%
< o BREEE H ot

[0040] FEARIB(ECEAT) I EEREAIH 2 F—Er R g i+ -
2y 2o By AN 0 ~ 200 (N Al ~ SRR AN A, - AR (BE
LA EE ] A F— AT L1 | 2 X0 & Xk 5 BT
BB ER IR, - AEARIBEGEA T LA LB f b 2 & iR i
B - L2 dr 2 Xa 2 Xs & H R R B AR e ER A - {EiRIg(E0E -

C200069PBX20221129C.pdf 15

105130077 FEHESE A0202 1113306446-0



1799366

PO EE G 2 F— 0T - L3 2 X2 X & 3 B E ez
FE B ER AN - AU EEE AT DA BB 2 F—E Y E i
e > L4 2 X BB An R R IR R ARG RE « fEARBEGEA )L B
R AR A - LS 2 Xo & Xs& H BIEm AR EEE
RIRREFERE o AP TR E R > ZIER ARG 3 R DA S A 2 B
PEGs-L-fr NS T % - L-afi Rl - L-TE A RE0% - L-1-Z85 N %
L-2-ZERC Nl ~ L-2-B Bl l% ~ L-3- B Hes - L-4-m RNk ~ y- 2R
L-FifiHel% ~ v-(4-5 - 5D)-L-Ffif % ~ 4-OH-L-iifef% - 4-5-L-Ffife % -

4-[4-(ZHHIR)- A H B -L-HRe s ~ 3.4- ZH-L-ANIEE ~ 3.4- &L
Wil ~ 4- B -L-R N ~ 3-F4-Cl-L-A N i ~ 2-MibnEFE(NH $)-L- Rl -
ML FR(NH. F)-L- P HE % ~ 3-(1-N-BEEG[I0%)-L- N B ~ 3-(1-N- 0510 -L-
PHEEE ~ 3-(1-N-S N B[ 0%)-L- N Rl ~ 3-(5-F5E-19 V%) -L- N g ~ 4-HFE
LR N R ~ 2- 2505 L- N R ~ L-4 4 -B5 o8 N Rl ~ 3-(3-1ER IS ) -L- N % ~
3-(2-MEEUpR S )-L- P Hac B ~ 3- (2~ B 5 ) - - PAY Bl ~ 4 FH A2 g - P i ~
4 £ FE-2-MLERE-L- P gl ~ R0 -L- P M I ~ Ry -L- N I ~ 3
SFLEWMIS-L-NRERE ~ 56 =T Be-L-N BB IR By L RS T %) ~ 3-387T
FE-L-PRHclts ~ BRIRIE-L-P Bl ~ 5,5,5-= % -L- ARl « =T H-L-H e
(IR L-5=AReg) ~ L-ERACEE T RERE ~ L-3R2 T R Ralt - 3.4-F¢K-L-
RN ~ 3.4-F-L-ENRERE ~ 3-5-4-OH-L-ZE NREEL ~ 2-5-L-ighals - 2
HHAS-L-BgHaBE ~ 2- ZF-L-ligha g ~ 4-CGE-1-B)-L-NHeg ~ D-%riafg - L-B-
RS ~ L-B-PRE ~ N-o-BH Rl ~ THRGBERY - W=BEH RS - 2=
B T el ~ AR T e-3- B T Harfideis e T Har i M h e e -

(0041  {EARBE(ECEA YA LEREE T 2 F— S g s ]
Z e VEGF-A ZIERIATFEE Z(CKP)LL 500 pM slE{R Z A4S &
VEGF-A o fEAHEEGE )L EE A 2 E—E 0 g et - 2245
EHR AL R A - IR ACHTE -

[0042]  TEMRBEECEA YA LEREE T 2 F—Ei I g i |
2 (/B 2y Ry 2 — R R B ER AN I o AE TR a5 Zy B Wi {1
Wil o AR TR BT - Zo By = (R BB, o (EARIR(E0E AT DA - E ]
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T AT AR EEAT T - AE LS > X0 2 Xs B H BRI > 2 Xo
A Ry MM (P) - AEARIR (B0E ) LA LB 2 A iy R F o
FELS o X 2 Xs B H BRI REE - (1 XA R HIZE(G) -

[0043] {EARBEECGEATY) LB HaE] T 2 F— iR hEw ) -
ZAlsE G VEGE-A ZIERINTFAEZ(CKP)TY C R A EaTGH LS
Gir) o AEAHREGEEA O L EFHEAI T 2 ARG - &S
VEGF-A ZIERIAFAEZ(CKP)AY N ARl FAL B EfGE I E i) © R
(EGE A )L EE A 2 AR a1 b 32 iT45 & VEGF-A ZJE
RINTAE Z(CKP)HY C Rl 2 R &8 B H 3% 7457 VEGF-A ZIERIATFAAE
Z(CKP)IY N iz FAE (0 a8 E i)

[0044]  {EARBE(ECE P A LB (b 2 (F— iR f i - -
&5 G VEGE-A ZIERIATTAE 2 (CKP)TY C A IR AR (Lo AEARIE (3K

A LSRG o AR E a3 45 o VEGF-A Z9ER
PFAEZ(CKP)HY N ARt AR ZBEAL » AEMUREEE AT ML EE .2
FE—EEEEH T - A& VEGF-A ZIERATFAEZ(CKPHY C K
Vit AR KR (B HiZ 11455 VEGF-A ZIERIAFAEZ(CKP)HY N Alfg 5
LR -

[0045] RS (EGEAIFY) A BB HEH] T 2 a2 T -
2 4 VEGF-A ZIERIATAAE Z(CKP)IlI] VEGF-A JEE: » 1EARIE (5
RO PA BRG] 2 E—gryEEER] T - CKP DITHEY 0.5 nM #igy
1.0 nM Z[EiY ICsoflIifil VEGF-A JE1E - AARIREGEA T L LB A2
E—EWREFEG T - ZIERRIFAELZ EETHL FAREHG & A
VEGF-A ~ /Ngg, VEGF-A KK VEGF-A -

(00461 1F 7FF<’§‘}€(TZLﬁHE/\)uLE)M§J AT AR
ZIERIRTAAT 2 CKP BliAG G6.31 3 & VEGF-A - fEfRIE(S0HE ﬁﬁﬁ/\\)
PLESE A 2 2y e S i (] EF‘ T—m{ﬁ*@ﬁ ERAFAEZ CKP >
ELLL EEREG E G L4581 VEGF-A ZIER AT Z(CKP)j %}Zﬂ:
7> VEGF-A -

[0047]  {EARE(EEE A A BB E] 2 i it
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A4S VEGF-A b 2 Hi iU A7 F?i%??f Z CKP > PR ERE =
BEE DL T S I Z B g R A iy 22708 © V14~ VIS ~ F17
D19 ~ Y21 ~ Q22 ~ Y25 ~ 146 ~ K48 ~ N62 ~ D63 ~ L66 ~ M81 ~ 183 ~ K84 -
P85 ~ H86 ~ G88 ~ Q89 ~ 191 ~ C104 ~ R105 & P106

(0048 FEAREEGEEMI) L LB M b 2 AR E i
B AR E LU S IR Z AT - K48 ~ N62 Kz D63  {EMRUE (B RY)
LB 2 E—ar R E i f - 2SR E h LU NS
BE Y21~ Y25 K P106 o {EARIR(EGE A HY) PLE S A o 2 A E— &AL e
ek - ZE R DU S IR 2 BT ¢ H86 Kz Q89 - LA (B A
POLLEE G 2 F— A r R E o - R E DT S IR
ZEE M8~ D19 K Q22 - fEMRIR(SEA ) A E B A Z (& iy RLE
HHEEIh o R AR E B LU T ST ZEE  F17 - M81 K2 191 » fEARER (5L

AL EE TG 2 E— gy T - s E R E LT &I

pc ZBF - V14 ~ F17 ~ D19 ~ Q22 ~ M81 ¢ 191 » {EfRIZ(BCGHE AT L EH
JEph 2 E—E N FEE AT - AR E LT ST ZAF
Y25 -

[0049]  FEAHS (GBI T A BB HEHI T 2 & i LT -
i 4k VEGF-A ZIERIATFAEZ CKP BUGHRRIGE & o fEMRIBEGEY)
PLESEEA T A E— R A 22 A& S VEGE-A ZIERIATFAE
Z CKP BMERCAE G AR (EGE Y L LS HER] EF‘ZE— RS i
Pk - AR EEE LU N SR B B VERIOL R ~ ek -

[0050) {EfRAB(EEEAY) A EE G 2 %E’J%ﬁ? ThEf
PEf— TR B 2 > HARAS DL EFEAI & 2 A& S VEGF-A
ZIERAFALZ(CKP) » JRfE (i FIR ke - HARIS ALl B hEf b (£ —
G AW oINPT E S WP BRI Z R
fg o IRt E AL DL EEE S 2 s S VEGE-A ZIERZATT
FEZ(CKPYHY Tk » 7 ABR S, R E—& Z 4HA R 5 4HH
PR AT S VEGE-A ZIERZRFAE.Z(CKP) »

[0051]  Jnf it A= 40 DA BB IE M (F—& 2 45 & VEGE-A
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ZIERITAT Z(CKPY 77 7 A B L2 & 16% 145 & VEGF-A 2 JE
RINFATZ(CKP) e

[0052] Aczifdft—fEAEY) HEa0M FEEEhE—& 20
&ty VEGF-A ZIERIATAE Z(CKP) S B EEEE TR 2 3 -

[0053] At fi e s &« DAUME 4 o R/ SIS 2 A 502
AR AR ED BRI 08 - 3 A B R MRS S A s 2 DL
¢ 2 AT4h & VEGF-A 2 JE R 2 (CKP) « {FHRAE (0 )
DA BRG] 2 AR — AR ] SRR SR Ry EH DA & IHAR
A BERVHR AT AR A © B A VIR A B 828 ~ ARG B I B T2 I(CN V) »
FEHSFHRBR T S DR (AMD) ~ i PR3 M R ELAL S B A i AH B Pt a2
WEDR I PR S B K B ~ R AT R ~ U4 (0- M E L9 (von Hippel-Lindau
disease) ~ HRAASRAHE T ~ MHAIBAFARIHZERVO » ELRE W4 -1 R AFARIH
FE(CRVO) R 48R 73 A AFAREHZE(BRVO)) ~ AR IE 201 ~ Sl adissin
B T S AR 2 (ROP) -

[0054) {EARIBECEAY) L LEEH 2 iR m@¢
Z e VEGE-A ZIERIATAE Z(CKP)ECZ A SR EE i T i AZUR
P ELZ RS - (ERREECE AT D L EHaH] 2 -0 g p &
AITEAGUESEHE H i DU T S TR B - IRENEAY) - RiefEpdlE - iR
Tt A~ IR R RIS A B A Y T R A R IR B A -

[0055] FEARIB(ECE AT DA LB HEE 2 F—Ery e g i+ -
RS LERARE S 2 T4 S VEGF-A ZIERIFEZ
(CKP)E-&) HLAH T AR EEe < DA 28 BOR /BN BB 502 R R R
ZHRSESZR - AR (B0 ) LA E BTG 2 F— B IR E G - &%
HR BB Ry st E AR DA STEALR 2 BEAVER A AR /B BN © 36 A e 4
PR~ HRES TS T2 (CNV) ~ Sl H R M s B B (AMD) ~ R M K
HoAth ey A A T A R AR AR 528~ R PR /KR ~ B MR ~ VA
O-FRE L ~ HRAFARHATE - MHAEREAFIRIHZE(RVO » EIFE AR AT
HkPHZE(CRVO) e 17 48HE 7 Ak FH ZE(BRVO)) ~ AT IE 2R ~ FddHR
T IR 7 S AR B2 (ROP) o (EARIE (508 A ) PA R B e
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(BT EREGI » 240 CYALr TTHEATA B BT RS - 1EAR
PSS IR D L BRI (B SR B T 3% T A A B Bt
FHLLT ST B IR A - SENORRR - RS s - JEE
VTR AR VLIRS A sk e T TR LR B A -

(0056)  {EAREE(EURA YL BB 2 (F—E S g S o
FRAE RO AN A LB T 2 T4 VEGE-A 2 JERATFEY
(CKP)AL L) £ R RS ~ DU 4 e R B A TS R B R
BRI - AEHE (SR AR DAL BRI 2 (S B >
R I BB AT S TEA R BRI A MUEP AR © 0 V4
i ~ BRARBEIFIIE P (CNV) ~ AR R ST 2 M (AMD) ~ BRI I
5 B AR M R A 2 MR SR KR ~ TR - B
a-FRES R ~ BRI - R AERARIRIZERVO T RYERE P s
HRIH #E(CRVO) B 44 4 HeARHRAH 2L (BRVO)) ~ FrIHEHT HISTBY ~ T0ARfEe
S B SR SR AR 2 (ROP) - {EARIE(RRM AR ) B 1 B 1
(B G S EEY) A TTH A SR B P T (8 « FEARE (R

BRI L E BRI 2 (SO - 2T A R b
TEIALIR 2 BE ¢ EEEAY - SOV - IREEI R - JEET
CT S i N i e e N R

[0057)  {EAREE(EUmA YL e b 2 (F— R g S o
AL VEGE-A 7 JERARTEAE 2 (CK PR LA 7 E11E % -

[0058) At FESECY) Ha A bl EBEHl 2
4ifr VEGF-A 2 3ERINIFALZ (CKP)R, PLGA - {EARBE(SUMAIF) L 2
Fiep 2 (£ HATHEESTIERID - % PLGA % PLGA #% -

(0059) sy hRb it FE T 45 A A (S P B 2 1 2B 22
6 (LRP6).2 JEFIATE{E 2 B4k (CKP) » Horfriz CKP b i 2245
fit -

Z,CL1C,L2C5L3C4LACsL5CeZ, 5

Hep

iR, Zo B AR
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L1 BE 1 HEAZEHMD N S AT © XiXoXsXeXs5Xe
XX XX XsXe X7 v XgXpXaXyXs XX Xg ~ X XoX3XuXsXeX7XgXo K
X1 XoX3Xa X5 X6 X7 XX o X0 > HHp X 2 X025 H B AR

L2 B2 H B XXX Xy Xs Hp X 22 Xs & 5 B AR

L3 BIR 3 HEAGR - XiXoX; » Hif X\ £ X & 5 BEml AR

L4 BEL 4 HEAER © X, Hip X BEmAN - B

LS5 BB S HEAEEHE XX Xs Xy Xs K X 2 Xs & 5 Ry el A -

[0060] FEARIE(ECEAT) I EEREAIH 2 F—Er R g i+ -
21 ]88 2y By 2o T — W R B ER AN A, - AT FR BB o] Zo 5 W {[E
o Bl - AFFEE B » Zo Ry = (W 5B -

[0061] FEARIE(ECEAT) I LB REH 2 F—Er R g i+ -
VAY WAy ACK

[0062]  FEARIE(ECE AT A LB HEH 2 F—Ery R g i+ -
LI X AEEEHR-V-M-A-G NS & E ZiFHNE s Xo BiE=E T
N-S-G-R & A ZHgAlE s Xa B N-R-H- V- K~-S-G I XY
CHERE S XomiEEEH R VN~ T-K~ S e T Z e Al Xsm8H V> R »

~I~T~S"L &N ZH#EN s HXeBmiEEHK-G-AI-R-N~S KV
W HEBE - AP (BGE A ) DA L 2y i o AF
Tp e X miEH G-RK~E~P R T ZReRlE - AIRBREEA)H L
AR 2 AR E A - E L X B#EEH G-R-K QA
Fe S 2 Wi Bl o AR (BE A ) PL_EE ] 2 A —a iy g ha i
{6 L1 o2 Xo By H R 30 G Wikl « AR (E0E ) L BB < 1+
—HNHEEE AR o AF L1 X mEEE B~ W K& G 2 A -

[0063] FEARIE(ECEAT) P LB HEH 2 F—Ery SR g i+ -
FELS X BE#EEHG-S"N-Y A KR AN X, 2EEHP-G~S
V~E-R-F D ZH#ElE X3 B N-G~-S~E~P-K-H KR Z}#
BB XeREH G-RH-S~Q~V kD Zhgk#E » H Xs /HEEEHF D>
N-R~G- Y-S kT ZfzxE -

[0064] FEARIE(ECEATY) I EEREAIH 2 F—Er R g i+ -

W
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FL2H > XimK XoBQ XsmD Xo &S H Xs & D o fERIEEGEH
PO EEE AR 2 F—E R - fF L3 > Xo /s L Xy A
H X35 G- AEARBEEEE AL BTG 2 AR o] | - /#
L4 X B Ve
[ E= R ]

(00651 &l 1 #4548 EETI-IN BkAz st M 2 454

[0066) M 2A Hi ~ B 7 e EGF_CKP9.5490 & 45 & i 1%
VEGF-A(8-109)#1 KDR [ + VEGF-A(8-109)#1 Flt-1 [ + VEGF-A 165
g1 KDR [ ~ VEGF-B B Flt-1 2[4 ~ VEGF-C ¥ Flt-4 ] -+ VEGF-D £
Flt-4 7 ft] 5z PIGF-2 811 FLT-1 2 IRy AH A /7 ST 2 EERIv&E R -

[0067) W 2B &~ / ffE EGF CKP9.5490 & & & iy £
VEGF-A(8-109)i1 KDR ~f4 « VEGF-A(8-109)# Flt-1 2[4 + VEGF-A 165
#1KDR 2 f4 - EGF #1 EGFR [ - PDGF 1 PDGFR .~ - NGF Bi NGFR
<[]k IGF B IGFR 2 [EIfVAH AT R 1T < EERrvai &L -

[0068) [Bl 3 &irs/ T HEE VEGF _CKP9.54.90 ~ VEGF_CKP9.54 &
VEGF_CKP9.63.12 j& 5 ]Il s A B EMEM T T < EERivai R -

[0069) Tl 4 &5 THEE VEGF_CKP9.54.90 & VEGF_CKP9.63.12
R E A LB A UM BT 2 EERIATR -

[0070) & 5 #45 VEGF CKP9.54.90 45f# ~ 7441 EETI-II 245
f > AfEftebErsh S VEGF 2 CKP S SLES > i g Befsi =0 B gy A=
EETI-II 2 i g et s &l -

[0071) B 648 VEGF _CKP9.54.90 #i1 VEGF-A ~ &Yy 545
fi o

[0072) T 7 #4850 VEGF_CKP9.54.90 - {2 G6.31 ~ K VEGF-A
2 FIt-2 7 58I 2 2 &5 SRRy 2 FE e i o

[0073) [E 8 #4851« VEGF_CKP9.54.90 ~ 2 G6.31 ~ K VEGF-A
2 FIt-2 2 58I 2 2 &5 SRR A AR ] g A

[0074) T 9 & rAE VEGF-A 81 VEGF_CKP9.54.90 7 B AH B 1E
FHZS Y VEGF-A [kt o

C200069PBX20221129C.pdf 22

105130077 FEHESE A0202 1113306446-0



1799366

[0075] & 10 &irr A (RERET Fab ~ Z 58858 - & VEGF-A .22
BETHETL v108 (19454 HmE -

[0076] & 11 $EAtA I HEC VEGF-A b 2 B ik B 22 s ¥
VEGF CKP9.54.90 81 VEGF-A 45 K % VEGF_CKP9.63.12 1 VEGFA 2
SO BT L EBRIVAT R o AW ERY y TR S E RS
% o

[0077) B 12 $24it 5 T HEE VEGF CKP9.54.90 ¥J K EHRH . CNV
s BT <~ EEREE R -

(00781 [ 13 #2{it 5 T HfEess e VEGF 2 CKP % %4811 ICsofE M
BT EBETR -

[0079) B 14 #% VEGF CKP9.54 & VEGF CKP9.63 7 45fi
14 H1JRED R VEGF_CKP9.63 81 VEGF-A &Y 2 @ &hifiiy—ilior &
Bk VEGF_CKP9.63 2B 1 NIY{rE 8 LR A 81 VEGF-A 2 GIn22 1y
(IR A B o

[0080) B 15 &/ 1 504t £ 9.54-28+9.54+9.54.1-2+9.54.1-36 ~
9.54.1-42 ~ 9.54.1-63 ~ 9.54.1-90 }, 9.54.1 %} hVEGF(8-109) 7 &5 &A1 /1
T R RS ST ELISA Eianvai g -

[0081] B 16A Hify 1 5F{h4T £ 9.63.44-1 22 9.63.44-7 2 &5 R
ST H#ES T < B R AR T ELISA B ERIVAT R -

[0082) B 16B ok 1S4l £ 9.63.44-8 %2 9.63.44-14 2 554
I #ETT < R s 7+ ELISA EERI4L R -

[EiE7=]

[0083] #RfitEfspEat o AME VEGF-A 2 JERIRTEAT 2 BLRARE4EI
(CKP) - BEAEIERIATEAE 2 CKP #in—B 1l DA T e - I VEGE-A J&
PEH ICso 172/ NAEY 0.5 nM BA/NAEY 1.0 nM 2 [ 5 &5& AJH VEGF-A ~ /N
te. VEGF-A k2 K Bl VEGF-A s A B A (LB A M Ziifiass C1-C4 -
C2-C3 K C5-C6 5 /D& 15%FE £ /D% 50% 2 o e m 5 454 VEGF-A
FARERPUE G631 féh& PR e EI PR A E R - 454 VEGF-A [
REF AREREGUATEE & 2 SR E RN PR E R /545 7 VEGE-A [
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AR Fle-1 Fréhi & Z PR E R PR E A -

[0084]) JRHEbEI&TI45E VEGE-A Y JERIRTFAT 2 BEHERE &SI HY
a1 RESEEY) ~ Rt TT45 S VEGE-A 2 JERIRITAE 2 CKP IVRLEE ~ &
HEPIEENEEEH S Y)) - e I E 45 & VEGE-A 2 JER AT Z CKP
A B S (S A0 IS AR e R/ B B V2 7 5 TR Z AR 5 B/ =
EGEAIHRFER M E G A VEDN R/ BRI )77k » JMEt T4 E VEGE-A
ZIERIRTFAE 2 CKP {E RIS B B IR B I BIp e < SEPR T TEIAY FH 2R

[0085]  fr—MHRHARRE H  IREEHEPT & O NI FE R B 1 <2 B AT )
£ H 6 (LRP6) ZIERIATF(£.Z CKP

[0086] ERIESSME R SRIAZIE 2 Btk AN A Ve SR
TS YRS - dIREEEE - RS RS - EHAH DNA KAHEHH
S A E AN L TRT 6 Z e ) i B A SRR 5728 RO R Tl » (R RSl
ALY SRR ELGE I AT = PVE B IHR & AT » 2 810 Alberts, B.Z A,

"Molecular Biology of the Cell | , 25 5 iit, Garland Science, New York, NY,
2008 ; Voet, D% A, " Fundamentals of Biochemistry: Life at the Molecular
Level | , 25 3 i}k, John Wiley & Sons, Hoboken, NJ, 2008 ; Sambrook, J.5& A,

"Molecular Cloning: A Laboratory Manual | , 25 3 i, Cold Spring Harbor
Laboratory Press, 2001 ; Ausubel, F.Z A, T Current Protocols in Molecular
Biology | , John Wiley & Sons, New York, 1987 k7 #5HHE 5 ¥ ; Freshney, R.1.,

" Culture of Animal Cells: A Manual of Basic Technique |, £ 4 fi)i, John Wiley
& Sons, Somerset, NJ, 2000 ; K ## " Methods in Enzymology | , Academic
Press, San Diego, CA -

JEZE

(0087  dmASCRFRfER - T IERAATEAE ) EEEPIE IR EE A
SRS LR P I 0K > BT EL S E A E 285 S R T IR
FRANMILIE o ASCP Tt 2 T IRR IR BB IEAEIR 5 B0 T IRR AT
f1.Z CKP  (BmifE i) A B A8 EETI-I &2 5 2 W B BEFEA - IR
Hl > GCPRILMRCKQDSDCLAGCVCGPNGFCG (SEQID NO: 1) » Hrfils 1
(L1) 53684 575 PRILMR (SEQ ID NO: 92) » B2 2 (L2) BRI
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KQDSD (SEQ ID NO: 93) » 2 3 (L3) Ryl AL P51 LAG » B 4 (L4) iRk
Vo HERS (L5) Rz P51 GPNGF (SEQ ID NO: 19) » A et 2 JE
RIFALZ CKP AR AN AR USRI L Sl R A A
M o ASCH i 2 JER A A 2 CKP H] RyEgiy - JRE > iEssds A
R I BORE R oA I B S AR I = A E R 2R Z 3 S A s a2 4
B G B R SO e a8 A L 2 B < AREIYAIRE A 2 - BCE > A AT
it 2 JERAGAE.Z CKP Al L2k & e A A -

(0088 WA HRArfdE A - figst T WEHERRSSIk ) 20" CKP ) (s RE
TrHY 26 2 50 {ERGRER ZERIIK - Ha A N IRsr PR B > fem
PR SR o 5% S U 2 — A2 A O S W {E A SR B B R ERATE
PRZRER > fei S A 2 FER R TR R LR A SIS - %%
BRC e Ry IR Z N DR R B R HAVE e FE AT 2 g RA L i, -

[0089) 4P A T R FEIE (L (BB B EAR FER AR ~
R SEUC D ER L GEU0(E WT EETI-L JRFe%1 DUEAEJERIRTT
{£2 CKP 5 BUFIERATIAL 2 CKP 1 > DLEE S —JERIRTPAL. 2 CKP) ¢

(00901  "&&oife, ZIERATFE L CKP BN &Y M HEHRIABIR
AH A3 N e /2Bl 2. CKP Bl &)  HERIRERIE 2 J5 %40 o0 Forfs
THEZIERIAGAEL CKP 22t soartE-H@myrs - H T elkhls -
WA R EME A E IR E A EAE AR EE TG ZIER (L CKP
BRI A IR LD 2IERIATAAE 2 CKP 24 95 B % » WFEH Lowry
JTERTAGE - Hi B 99 EHE% © (2)F e Dt i A e IS
N A B A PR A EE PRl 2 270 15 (AFRVRERE © B3) BB GRiifiE
G REE SR IRPE T 58 A5 IR BT T SDS-PAGE B EREHISIEL ) - 457
B2 IERIAFAEZ CKP BLFEEAHARE M 2 L fir CKP > FE{AIN R CKP Z
R 2 /0T AL » &0 B JERIAFAE.Z CKP R
Z/D—AHF LD ERAC T -

[0091]  ghASh Pl 2 ZARFErI & - | R o120 P oy
EE(%) 5 20 T EDEVE | 8 2 BAERHEM PR IR SR A — 22— Bl 3
TESUTEE SRR 2 1% o gt e BRLIE AR PRI & 22K T B R B T A — 3
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MR RS 1 o bl o R e e R e Y1 B — e 1 o e HEYI AT T
Y EE3 A] AR PE TRl & BE VT Hi B AR 2 2 BTl A BE AT
15 BEHSEES - 3540 BLAST ~ BLAST-2 ~ ALIGN =k Megalign (DNASTAR)
BCHG ACRE I o S FRTHAE il & mTHE e 28 A SO HE 2 28 BRRERTED
B PRIy e RRE R RARE Z B EFT R VR EIA » 280 - AL
iz HEY» (5 PR Y1 EL I FE ISR 20 ALIGN-2 Se e AR e Al e v | F—VE % E -
ALIGN-2 IR FERERE 70T Genentech, Inc 4R%5S - H RS B B S0
—FEHERL & FEEE (FHE 5 (Washington D.C. |, 20559) » B a0 fr EERZE (FREEE
#f TXUS510087 2 o ALIGN-2 #2148 H Genentech, Inc. (South San
Francisco, California)/\FHIES o FE¥S ALIGN-2 fF2 X HETT4R=EDIU Y UNIX
FRIF 2570 - iR UNIX V4.0D - 5 FRAIthE 289 h ALIGN-2 25X
s HAZEAL -
[0092] 4mASCrpARfdE A » firsh T PO RS | BdERe S A S T
Hef ZIERIRFAT. L CKP RS S EHEAE 1 » PURREAA T (£22
EIER AL SR 3 & 10 M Z e EnE » It A PURREANTE A -
IR Rl A 25 N T R VERY (IR AR RS P 51 B 48) B L T i 7
= HERRERYER TP (IRB > AR R0 R 21 A ) - flE S5 5V 20
(e85 58 2 St b 2 B R B ZE R S T AR A b R BRIy - LA
FRIAD x HFERAS AR R 2 RN ALR -
[0093] et " —imsEa&sE(DBP) o~ © RSN | K T iR SR
PR RIEMEE WT EETI-I &£ 5 2 Bl B Rz - WT EETI-II &£ 5
GG N PR PRI R ERIE | £ 6) PR E A ERE C1-C4~ C2-C5
Je C3-C6 7 ={lfl Mg - %% MBS st L RRDER » ZE8E
ARSI EERE B R - SEAO(E A AR IR IR AR i -
[0094]  T{E#8 ", B0 TN P AR 2 B RV RIS 53 1 A
AEWIZ EOEY) - ErEANE -~ BBV R 2SI DA B E S - e
EWIEGEEY) - s ~ 1S~ g~ AP o B HIMAE R A
[0095] AIAS R IERATAE L CKP (BB G HHEIER A
THEZ CKP Byl Eny T ) Fe IEBRARL  Hivs & - T A
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S TTRACE R E AU E A » BT AR -

(00961 fij3E CiamAa i | dSHIA S FHE R 2 IR AR
CKP B4 LM T 36 ) T AL B N IE S 2 B S 2 - 15
AR 23 S B G A 125 0 2 o e LB 115 2 B A
BRI » 20 HAHSIL Y TT55 & VEGF-A ~ JEFSATFAE 2. CKP
(S E MRS R &5 5 VEGE-A =~ CKP W4 S YNy aReE R %
SR ~ SR 1 SRR R B B 2 2D R G A S A A >
S HR B P RS B « BRI AR R B TR L
B TR IR 7 R 7 A M B 1 1 2 M S DU 1128
BRI D) R B0 > 52 BRI OB R B R s
(TFE Y E B B SRS (OCT) PR ) B 1 /S P A TE 65 (340
i 5 (50 QUFSH EDTRS 477 AE5) B0 H & TR < 30kt
18 8 B e A FE R B 0 G L MBS () 88 A S i F 2 A
R B I DTSR AR AT 2K ~ 2 A A 50 o
CNV 788 K R I8 2 Sy i« A0SO b F A i T
2 DATEDY SCAEEAR B R ~ SRR R (S R IR
BB 2 M ) SO IR -

(0097 4o p » T3t | B F M 2T B L
EEPREEI 2 73k o HIAASEIR B » 25 SR A SR B R PRA
MUTF SIS MICEIRE RS > SRR © HIGEHRE
P R BB (IAN » TR BB L) TR SR
W G 5 FEBRRATIAR) © TR SAE IR B i 8 ; IEE SRR e
IS NS TRRES © SRR AR BSR4 S § IR
SRR AT 2 — S A EE I R R B R © b
ATSRE LA 5 /ST SRR S 38 » TR ) e R B
i 2 L AT AR AR - AT PR 2 7 M I et
BErp 2 (B S5 -

(0098  9pifiE | B2 osh s FA O P il > W45 4 VEGF-A
JERIRTFAL. CKP MEFT AR - AL AUAR Y VEGE-A HEBE
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TEZ PR BN B BIELRE A0 A S P AL EAR T o Pt . 2 BRI R i G
HR B E 38 A VI B LA RIS AR il R L Z IR B ©

[0099) 40ASCfrfE A - T BSEEEE FrTiE | o T EEEEEE FARS
Ean N EEEVSECEAM TEA SRR E S o B0 ZPE iR AS
BE L EEHSY T MmA G5 T EE N O S L AV RES LA A
ARG AR ZA YR EMEAH T AR - B8EE52 E TR 2 &
SICHE TR (200 e PR 2 s B R B M A Ko/ BB R A E PR 5= B B s
sy e e LIRS e L

[0100]  fitysh " (el ) AR EIEHEE Y E 2 A EBCR A B E e
(FEAIEEAC A AG) < BT TE & - NI sz B A dE (E A P ETE 2 9E
HEV) T RET M ROEE AT - —RImE > AR R e i A
SR Z BN A E

(0101 SR@Ii S » A IA . 00, ATELAS © BOREEACA B (B
FHATRIS NSRS ERE E A2 aa &R 6 (LRP6)ZIKEAIHIIE A K
FRNT A (VEGF-A)ZJR) ZAFALBCR AL SERC g KAE 2 88 L + R/
SLA X 701 by - R ey =A k SRR =V | N RS e =i ol
fir g < ACEMFIAN » AJH LRP6 S AMH VEGF-A 2~ ZZIk7KAE) « o] 135
PRSI R Y 10%EE 90% 2 IR {EEI TR 30%81 60% 2 fEIrY{T:
r{EECEE 100%MY (LG IR BT/ E R - A ERRE R 2 2
10 f5(ELRELHES) & B A (BAD > 100 £5) I TrH{EE Ll T E = -

[0102] = " 5L ) BAEAS i A TE BB BB Rt B ER 24
AL CKP &Sy AN L EPIEEH &) - SRR A S AT Ry A5 Al il (1]
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PGB ~ A-FRFS-2-ME e Re- YR ~ 4- L 5-2-ME e k- L- N AR ~ ZR 0T -
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HHAS-L-BgHaBE ~ 2- ZF-L-ligha g ~ 4-CGE-1-B)-L-NHeg ~ D-%riafg - L-B-
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WrESH Blg) ~ 3-B3 T A-L-NHaBg - B AS-L-NHE % ~ 5.5.5- =% -L-A %
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SRIFAT W BE4EIA(CKPYEL & LS » Horr Xy By Y st i DU TN BIEAH 2
BEMVIER AN NG : PEG-L-Jt PN R H % - L-tislie REAE 1% ~ L-1F A Bl ~
L-1-ZERC N R, ~ L-2-Z5R N K. ~ L-2- Bl ~ L-3-AshalL ~ L-4-3048
PHEEE ~ v PR R-L-HHE I ~ y-(4-3 - 55 -L-Hiec g ~ 4-OH-L-Hiihaig -
4-GF-L-HiH s ~ 4-[4-( =5 B R HER-L-Hilihal ~ 3.4- s -L-R N REEL
3,4- " FA-L-RN % ~ 4- ALK ~ 3-FA-Cl-L-K PN % ~ 2-NHETEER(NH
$F)-L- P R ~ TELE BE(NH. F5)-L- PN e ~ 3-(1-N-FE RE05 ILf)- L - Py B ~ 3-(1-N-
LK |)-L- P R ~ 3-(1-N-S2 N5 0%)-L-py Rl ~ 3-(5- -5 [0%)-L-
Wil ~ A-FROR-L-2R N el ~ 2-Z8R6-L-PNHE % ~ L-4 4oy el ~ 3-(3-18
WRES)-L- AR ~ 3-(2-TAR BRI )-L- P &% ~ 3-(2-IEIR bR )-L- P R ~ 4-FH
-2-MLIE -G ~ 4- £ F5-2-MENERE-L- PO % ~ R FIEmE-L-p il ~ AT
WENY-L- PN RS ~ 3-SR EE-L-N e ~ S5 =TT Be-L-RAR M B L-H &
FEH ) ~ 3-B T R-L-N I ~ BRR-L-pNRERE ~ 5,5,5- = F-L- A %
F=TRL-HERONME R L-F =A%) - L-EAR TR, - L-IRT A H
Wil ~ 34-FSRE-L-R N ~ 3.4--L-K N % ~ 3-%6-4-OH-L-A N i
2- - L- I Hae ~ 2-FR G- LR ~ 2- £ 05 L-lig i ~ 4-(Z5-1-B)-L- P Rt ~
D-%Hl% ~ L-B-r=iéafeli% ~ L-B-PNRE% ~ N-o-FFH 1% ~ HHHeREs - W=H2
HREGES ~ £ R H e RS - AFRERT br-3- 5 T R iR B S T e I 055 bk g
W s Xs By S BB E M DU T B IR 2 B IE R ZRRZEIEIE : PEGe-L-tR N H
Wil ~ L-feli SRSl ~ L-TE ARk ~ L-1-Z850 Rk ~ L-2-Z8 R0 Nl
L-2-G el ~ L-3-G5 s Heli% ~ L-4- 5 R RENE ~ v-(4-98- 4 FP 55 )-L-Hifi s ~
4-OH-L-Fiiiba g ~ 4-5-L-Hialig - 4-[4-(= 5 FF DA AL )-L-Hfa ik ~ 3.4
LR R ~ 3,4- LR R ~ 4-F LR ~ 3-FA4-CL-L-R N
Rl ~ 2-MHEOEFR(NH 355)-L- PN FEl% ~ TEDERR(NH f)-L- I HElg ~ 3-(1-N-FJE
M5 (05 )-L- PN ez ~ 3-(1-N- ZFEN5(UF)-L- B lg ~ 3-(1-N-S2 Y EENG[0%)-L- i
I ~ 3-(5- S5-I )-L- PN Rl ~ 4-FHRS-L-R PN eI ~ 2- 2856 L- P i ~ L-4,4'-
B AN ~ 3-(3-MEIAR)-L- N % ~ 3-(2-IE IS )-L- N % ~ 3-(2-IE bk
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Fo)-L-NHE % ~ 4-FARE-2-ME e Bh- N Ra s ~ 4- £ 2-MEme RL-L-a g ~ 50T
METR-L- PR ~ AT Py -L- PN REEE ~ 3-BRIEIIL-L-N G - SE=T AL
WHEER I By L DO HRGRR) ~ 3-32 T J-L- gl ~ BRR-L- ARG EE -
5,5.5-=Z#-L- ARl ~ 56 =T H-L-HIgBR (R R L-55 = A Reig) ~ L-ER 00
HHaWe ~ LB T R H Rl ~ 3 4-FCR-L-R NNl ~ 3.4-3-L-ZR R B% ~ 3-3
-4-OH-L-ZR WK% ~ 2-F-L-lgha i ~ 2-FR2k-L-MRha s ~ 2- £56-L-AgHa B -
A-(Z5-1-p)-L-NiE% ~ D-8pigl% ~ L-B-=&riaii% ~ L-B-Paiglz ~ N-o- 1%
W ~ Hhalits ~ W= HHeiels - £ ZREHHeils - S0 T he-3- AL
Welis R H R IRE MR © HE P X0~ Xo ke Xa B B BB AR s E h
PUT B IHAH R Z B I ER 2R © PEGe-L-HRN IS H il ~ L-mlB iy
B ~ L-IE A HalE ~ L-1-Z55 el ~ L-2-25 56N lg ~ L-2-S e Hgig ~ L-3-
FEHEEE ~ L-A- 35 R R v PRS- L - 9 ~ v-(4-381 %@FQ)-L-%H&FE& :
4-OH-L-fifif % ~ 4-9-L-HiiHa % ~ 4-[4-( =50 L) RO -L-Fifife % ~

o -L-ARNRE ~ 3.4- LA ~ 4-G LR 3-F,4-C1-L-%P\i
Hel% ~ 2-MEETERR(NH 5)-L- N RZ 0% ~ MENERE(NH [R)-L-PIHglZ ~ 3-(1-N-FH
M5[10%)-L- P HE R ~ 3-(1-N- LFEM5[I0%)-L- PRI ~ 3-(1-N-J8 py 0 [ILk)-L- A%
B ~ 3-(5-VHfE-N5( 10k )-L- P ML ~ 4-FRRE-L-R A R i ~ 2-25 5L -k - L-4,4'-
PR PR ~ 3-(3-TRIHIR)-L- PN HEHE ~ 3-(2-MRIbRL)-L- PRl ~ 3-(2-EERE I
Fo)-L-NHE % ~ 4-FHRE-2-E e Bh- AR ~ 4- £ 2-MEme RL-L-a e ig ~ “50T
MEME-L- PN R ~ R PUELY-L- IR g ~ 3-BAiEIRRL-L-N g ~ SR =TT F&-L-
WHEER I By L DO HRGRR) ~ 3-32 T J-L- gl ~ BRR-L- ARG EE -
5,5.5-=Z#-L- ARl ~ 56 =T H-L-HIgBR (R R L-55 = A Reig) ~ L-ER 00
HHaWe ~ LB T R H Rl ~ 3 4-FCR-L-R NNl ~ 3.4-3-L-ZR R B% ~ 3-3
-4-OH-L-ZE N % ~ 2- G -L-lgha i ~ 2-FR2k-L-MRhals ~ 2- £56-L-BEHa B -
A-(Z5-1-p)-L-NiE% ~ D-Gpial ~ L-B-=&riaii% ~ L-B-Paiglz ~ N-o- L%
&~ kel - W=RE H MRS ~ £ e T HeBaRs - SRR T be-3-2& Ty
BT R H HBAME MR - 2 X0 R By G Xo Ny P R/EE Xo R By G o {13
EEENEMID > ATET S VEGF-A ZIERIANFAL LB BRSSIIR(CKPYEL S LS

Hip X0 2 XsBH REAEREE > B Xof Rz BRP) o (2R EHIEH

=
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A4Sy VEGF-A 2 JERIRTAAT 2 ka4 I(CKPYEL S LS » Hr X & Xs
% B Ry R Al 0 XA By T RZBA(G) - [ R i (5 » 745 ¢ VEGF-A
ZIERINTAAT 2 BERZBEASIK(CKPYEL S LS » Hirp X 538 Q ~ H e X 2%
BB Xo BB Y W R X 2Bl 5 Xa By Y B0 X Xy 88 H Q- N E X
ZRERE 5 Xs By S B X > Horpr X BB DU T S TRAN R 2 B IER 2R
B% : PEGe-L-JRNESH s - L-riBe AR ms el ~ L-TE A Rl - L-1-Z5E Nk
B% ~ L-2-Z Nl ~ L-2- EHeBE - L-3-5BsHels - L-4- A N REBE - v-
AR - LM B ~ y-(4-58- 48 BRI -L - % ~ 4-OH-L-Fiiha i ~ 4-36-L-Hili
B ~ A-[4-( =5 - E)-L-Hifelg - 3.4- 5 -L-RNRERE ~ 3.4- & -L-
KNHE ~ 4-2-L-E PR ~ 3-F4-CI-L-K P el ~ 2-MEnEFI(NH $5)-L-
HaB% ~ EERERE(NH FE])-L- PN g ~ 3-(1-N-HHERNS[IDR)-L- N HEEE ~ 3-(1-N-Z5
M5 [11%)-L- A B ~ 3-(1-N- S PN RENG [ I0%)-L- A R ~ 3-(5- 8- [0 -L- A Rl ~
4-HHRE-L-R NN ~ 2-Z505-L-NRERE ~ L-4. 4B N Bl ~ 3-(3-1EUh L) -L-
PHZEE ~ 3-(2-MEIREL)-L- PN RZ BE ~ 3-(2-MEIAIRIL)-L- AL BE ~ 4-FHJ-2-MEE e
Fe-INHEle ~ 4- ZF-2-ME e R-L-N Rl ~ AT FEmR-L- NI ~ A FIEm)-L-
WHElE ~ 3-FIEWIL-L-NZEE ~ 55 =T Z&-L-NIZBECME R L A H
B%) ~ 3-BR T R-L- Nl ~ BRICR-L-NHElE ~ 5,5.5- =% -L-ARglE - =T
Fe-L-HHl O R L-S5=A0eg) ~ L-ER IR HlE ~ -8 T A H g -

3 A-FRR-L-RAN e ~ 3.4-5-L-R N ~ 3-%-4-OH-L-KNHZH; ~ 2-%-L-
MR ~ 2-FHAR-L-P8 % ~ 2- L FK-L-gHEg ~ 4-(Z5-1-B0)-L- N el - D-4%
il ~ L-B- =i felis ~ L-B-PIR% ~ N-o-FH R ~ HRERHE ~ W =B H i

FElE ~ LB HReBals - AFREER T be-3- A T B ie s ke H RS R iRRs - (7
FECE R w145 ¢ VEGF-A Z JERIRTAT < Bt B 45 A (CKPYBL & L2
HfP X BGH X XoBR-PHX I XaBDH X Xy F 13X H Xs
B E~D 8¢ X Hrfr X Byt DA T S TR R BV R 2ARE RSl - PEG-L-
RN FE TR - -l R lE R - L-1E F % ~ L-1-250 % ~ L-2-25
PR ~ L-2- A EfeEE ~ L-3-5lghelt - L-4-50 A NRERE ~ y-4 - L-Hiffa
B ~ y-(4-S8- A HED)-L-HiRa R ~ 4-OH-L-HiHa % ~ 4-5-L-Alifels - 4-[4- (:%n
RS- FH R -L-Hr B ~ 3.4- —H-L-ANH L ~ 3.4- G-L-FRN Rl - 4-
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F-LRAHEE ~ 3-FA-CI-L-Rp g ~ 2-MEWERR(NH 55)-L- P HEcig ~ MEEnERH
(NH f&)-L-PNEZRE ~ 3-(1-N-FH05[I)-L- R ~ 3-(1-N-LF05(0%)-L- A g
W ~ 3-(1-N-F& PN FE05[)-L- ARG IE ~ 3-(5-ERE-N5(10%)-L- W el ~ 4-FHJR-L-
RHEEE ~ 2-2250-L- NG ~ L-4A-BER LR ~ 3-(3-eibfsh)-L- iR i
3-(2-FEEIMRG)-L- PN HE I ~ 3-(2-EE SIS )-L- PR H I ~ 4- IR 2- ML TERG- P I ~
4- LFE-2-MENEFE-L-P e ~ ZRTFHEME-L- N e ~ R FHEmy-L- N el ~ 3-
SEIME-L- R RE ~ S5 =T Fe-L-N R BRI Ry LW G H R lR) ~ 3-B2 T
F-L-HEls ~ BERS-L-HEN% ~ 5.5.5- =& -L-AE% - =T &K-L-Hizlk
(FfE Ry LS = HeBg) ~ L-BR R H R ~ LB T AR H g - 3.4-FCAk-L-
ARNHEEE ~ 3.4-5 - LR PNHEER ~ 3-36-4-OH-L- 2PN RE I ~ 2-5-L-Fgialg - 2-
HIR-L-I s ~ 2- - L-lhel ~ 4-GR-1-00)-L-W gl ~ D-&5gl ~ L-B-
EARHL R ~ L-B-PHBE ~ N-o-FHRZ 0L ~ HHeERRE ~ W =R HHalals -~ £
MRS « SAOMEER T be-3- AR H NG BERE s H A BE NS AR -

(0119] frELEEdlt - ZT45" VEGF-A ZIERATAAE 2 ML

BEESIR(CKPRY C Rim& (EafiEE a8 Em) o AREEwAIT - Zrl4sE
VEGF-A ZIERATAAL ZREIZEEIR(CKP)IY N Al Zaf(E a0 ) -
FEFEEE b > 3% 4G & VEGF-A 2 JER AT Z Btk &S5 IR (CKP)Hy C
A Ko N A B B B (G 4088 E )  AEFEE SR 2% 745 VEGF-A
ZIERIAALZ BB SEIR(CKP)RY C AR RSBz (b - £ o -
% il VEGE-A ZIER AL Z Wihu B 45 IR (CKP)RY N AdiiHz 48 LERAL
FEFEEE b > 3% 4G & VEGF-A 2 JER AT Z Btk &S5 IR (CKP)Hy C
AU RAEHRR (b H 3% TT45 4 VEGF-A 2 IERIRTEAT 2 B Ba 45K (CKP)
Y N R Ik 6 LERAL

[0120] A /RfRHE—FHTT4S S VEGF-A ZIERINTAAEZ hREE

SEIR(CKP) » Hoifii; CKP 25 LTI 2 HHieas B R HEOIRE » 2
D)

Z1C1L1C2L2C3L3C4L4C5L5C6ZQ (D ’
Hofp
VAV Ayt Rwlli oS
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Ll BRI 1 HEAZEGMHITSEHEAK LR BEE
X1 X X3 Xy X5 X6 X7Xg . X1 X X3 X X5X X7 X X9 )54
X1 XoX3Xa X5 X6 X7 XX o X0 > HHp X 2 X025 H B AR

L2 B2 H B XXX Xy Xs Hp X 22 Xs & 5 B AR

L3 BEL3 HEAEH © XaXoX; » Hor X 2 X5 & 5 BRI AR

L4 BEi4 HEAER © X0 g X BRI Al

L5 B S H B X0 XXXy Xs Hp X 2 Xs & 5 B AR
Hrp o

7% B.45 SEQ ID NO: 1 H1 (el 7lt 2 Bt 5EBE e 71 Y B A= BN T B 25 T B
HIHA EETI-IL 224 » 5% CKP BN 2 i sdRr © Hrpag i
W gERE B C1-C4 ~ C2-C3 K C5-C6 5 H H#% CKP BEATE/D4) 15% -
F0E)20% ~ £/DE 25% ~ B/0E)30% ~ £DEY35%  20E40% ~ 2D
&) 45%E E /D) 50% 2 a BT s v EL o EFRE T R PR SR E IR e s
o

[0121] frRItEegimpit » ZIERATAT.Z CKP LI 500 pM S
R ZBIRIJ&5 5 VEGF-A -

[0122] frRItEegsi » s JERAAAATE 2 CKP Bl VEGF-A 2455
R 28l 0 2R i BB AL+~ LR BCDA N B0 Pl & Ep oy Mk
HE -

[0123] FEREEGEWFIF - 74575 VEGF-A ZIERIRTHAE 2 Bkl
GHIK(CKP) .2 Zy /50 2o By G = AFFEEE T » 21 J/50 ZoB e 21
oSl - AFHEEE M - Z0 R/ 22815 4 R ESBE - (e Ehm i -
2\ B 2o 5 5 NG RN - AR B T - 21 /8 Zo IR R M R -
{EREELE i - 32 IE RIS By N- LR H R BE B H Hahighe -

[0124]  {EEELEaKIT > Zr45a VEGF-A ZIERIARTAAT 2 B
i4EIR(CKP)Y C RiméEafi(EE & Efim) o AT AT > Z T4 E
VEGF-A 2 JERIIAE Z BB &5 IR (CKP)HY N R e E afiEE AN & S i) -
{EFEEE ST 3 rT45 & VEGF-A 2 IER AT 2 BRI 45K (CKP)HY C
At Fe N R i B & (S Al GaA0&EE ) © fEHEEE P #Z 45 & VEGE-A

48

C200069PBX20221129C.pdf

105130077 FEHESE A0202 1113306446-0



1799366

ZIERITAT Z BRI S5 AR(CKP)Y C A 2 S AK Biha (L o (- FREL s
Z 45 & VEGF-A 7 JERIATAT 2 BEREIZ S IR(CKP)ITY N K d8 L BR AL
FEFBEE GG % 45 & VEGF-A 2 JERIRTTAE 2 WEhis 45k (CKP)Y C
R PR BRI L % 455 VEGF-A 2 JERIAAAE Z Biiz 45 K (CKP)
Y N Rih el ZBRAL

[0125) {EHECEHEE > %45 S VEGF-A ZIERIARTAEZ CKP
B L5 > B X 2 Xs & H BRI > 0 Xo R SHfRAEP) - fEihibg
R > Z s G VEGF-A ZIERATATZ CKPEE LS » X0 2 Xs & H B
(A AN - 2 Xo A B HIERE(G) - AFREEE G - 32 45 VEGF-A
ZIERIATPAE 2 CKP i VEGF-A JEM: > H ICs0 5% 0.5nM £471.0nM -
FER BRI - JHRE ALK Fa a0 DA & 5] Hh B SRRl 4HEE ICso 7y
MEENIELIGE -

[0126] FERAbglaft - 2F DL EZR4EERE 1 % 1454 VEGF-A
ZIERAFAEZ CKP & L1 » 3% L1 A5 HMMYDY (SEQ 1
D NO: 231)5 K/P/Q/R-K/T/L/D-W/T/M/L-Q/R/D-W/E/P/V-W/K/F-Y/Q/W-M
/Y/G/D (SEQ ID NO: 15)5% E/G/P/Q/R/T/V-T/E/A/D-D/T/I/P-W/V/Q/T/W-Y
/F/N/E/P/K-P/E/W/N/P-H/Q/K/W/H-Q/F/E/A/D/W-I/L/H-D/W/P/Y/T/M/N (SE
Q ID NO: 232) o frHEE i - 321455 VEGF-A ZIERATAAEZ CK
P baE L2 3% L2 S g RE%] KQDSD (SEQ ID NO: 93) - {4
LB > 32 0T4S S VEGF-A ZIERIAAAE 2 CKP #E— P EE L3 Z L

B EHRIGTY LAG » {EREEIEFIh - %454 VEGF-A ZIERIRTT
162 CKP B L4 » Z L4 85 VECF o [ g fh - &2 455 VEGE-
A ZIERSRTFAEY CKP A4 L5 » 3% L5 A S fkis eyl G/E/Y/Q/H-P/M/W
/Y-N/Y/W-G/D/T/Q/R/S-F/A/E/S (SEQ ID NO: 20)% SWWPSL (SEQ ID
NO: 237) -

[0127] FERsbgrmfsd iﬁ%ui ZEEERE 1 455 VEGF-A
TIERERTEAE Y CKP 13 L1 > 3% L1 G835 E b T & IE4 . B s
B&FP%1] - SEQ ID NO: 8-14 k7 225-230 » {FFEE i ]+ » 3% nl45 & VEGE-A
ZIERINTFAEZ CKP #E-— a7 L2 > 3% L2 EE Al 7% KQDSD (SEQ
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ID NO: 93) o fFREFHEHT - 5% H]45 5 VEGF-A ZIERIZFAE. L CKP i
—AE L3 % L3 BEahiEi Y] LAG - fEREEE - s
VEGF-A ZIERIATAEZ CKP &5 L4 > 3% L4 B3 V ECF o fFRREEE i 4]
o ZATEE S VEGE-A ZJER AL 2 CKP a5 LS » % LS Bl
E T PU T S IR Z B AR F B PP 51 - SEQ ID NO 15-18 k7 233-238°SEQ ID
NO 8-18 ~ 225-230 k; 233-238 ZRGHLBEFPYIFEHE LA TR 1 1 -

=1

ETDWYPHQID (SEQ ID NO: 225)

GPNGF (SEQ ID NO: 233)

GETVFEQFLW (SEQ ID NO: 226)

GPNGF (SEQ ID NO: 234)

HMMYDY  (SEQ ID NO: 227)

EMYDA (SEQ ID NO: 235)

KKWQWWYM (SEQ ID NO: 228)

YPWTE (SEQ ID NO: 236)

PAIQNWKEHP (SEQ ID NO: 229)

SWWPSL (SEQ ID NO: 237)

PTTRFKQY (SEQ ID NO: 8)

GPNGF (SEQ ID NO: 15)

QDPTFNWALY (SEQ ID NO: 9)

QMYQS (SEQ ID NO: 16)

QLMHPFWG (SEQ ID NO: 230)

HWYRS (SEQ ID NO: 238)

QLMQPFWG (SEQ ID NO: 10)

HWYQS (SEQ ID NO: 17)

RDLDVKWD (SEQ ID NO: 11)

QYYSS (SEQ ID NO: 18)

RTPWEPHDIT (SEQ ID NO: 12)

GPNGF (SEQ ID NO: 19)

TTPWPPHEIM (SEQ ID NO: 13)

VTPWKPHWIN (SEQ ID NO: 14)

(0128  frALecggmfylf -

ZIER IR AL LS G

VEGF-A > CKP &

% SEQID NO: 21-17 K7 239-244 {F—#& Z HikE Fe51] - SEQ ID NO: 21-17
2 239-244 ZRERIGFPSITR LR DA R 2 7

105130077

=2

GCETDWYPHQIDCKQDSDCLAGCVCGPNGFCG (SEQ ID NO: 239)

GCGETVFEQFLWCKQDSDCLAGCVCGPNGFCG (SEQ ID NO: 240)
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GCHMMYDYCKQDSDCLAGCVCEMYDACG (SEQ ID NO: 241)

GCKKWOQWWYMCKOQDSDCLAGCVCYPWTECG  (SEQ ID NO: 242)

GCPAIONWKEHPCKOQDSDCLAGCVCSWWPSLCG (SEQ ID NO: 243)

GCPTTRFKQYCKOQDSDCLAGCVCGPNGFCG  (SEQ ID NO: 21)

GCQDPTFNWALY CKQDSDCLAGCVCQMYQSCG (SEQ ID NO: 22)

GCQLMHPFWGCKQDSDCLAGCVCHWYRSCG  (SEQ ID NO: 244)

GCOLMQPFWGCKQDSDCLAGCVCHWYQSCG  (SEQ ID NO: 23)

GCRDLDVKWDCKQDSDCLAGCFCQYYSSCG  (SEQ ID NO: 24)

GCRTPWEPHDITCKQDSDCLAGCVCGPNGFCG (SEQ ID NO: 25)

GCTTPWPPHEIMCKOQDSDCLAGCVCGPNGFCG (SEQ ID NO: 26)

GCVTPWKPHWINCKQDSDCLAGCVCGPNGFCG (SEQ ID NO: 27)

[0129] {FRLECEhE T » 2F DL E 245 1 ZIERIRTAE 245
& VEGF-A ~ CKP & & Ll » % L1 B & i &K F 5
Q/H/E/N/D-L/V/R/P/I-M/F/L-Q/E/R/L-P-F/A/L/S-W-G (SEQ ID NO: 358) » {F
FECEERG T  LIERIRTTAE 2 454 VEGF-A 2 CKP #—SA75 L2 > #%

B E R P51 KQDSD (SEQ ID NO: 93) » fEREEE [ - 22 IER A
AT 2 &5¢ VEGF-A 2 CKP #E—UE 5 L33 L3 G ie Al 51 LAG -
EHECE W F > BZIERAATAE 455 VEGF-A 2 CKP #E— DA% L4
Z L4 BLOHHERE Voo fERREEEEAH » ZIERARIAAE L 455 VEGEF-A 2
CKP i LA4 LS » 3% L5 A8k 75 HWYQS (SEQ ID NO: 17) -

[0130) {EREEEIEFIF » 2L 1 ZIERRTEZEED
VEGF-A 2 CKP &5 L1 » 3% L1 B3 EH PO STHAA I < BRI =L e
F1] + SEQ ID NO 33 ~ 36 J 245-253 o fERLEE R HIH » SZIRRINFAAL L4
£ VEGF-A 7 CKP #—4 A1 L2 3% L2 A4 Bl 251 KQDSD (SEQ ID
NO: 93) o fFFELE A » ZIERINTAAE 245 VEGF-A 2 CKP #E—
A5 L3 0 % L3 GE RS LAG » {r3REe i) d » sZIERINTFAE L
&hitx VEGF-A 2 CKP #—UE75 L4 » 3% L4 BE AL V - fE e g ]
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i

FZIERIMTALZ &5 VEGF-A 2 CKP - P HEE LS » 7
B2 HWYQS (SEQ ID NO: 17) » SEQ ID NO 33 ~ 36 & 245-253 7 ikl

FEAIHER AR 3 -

=3

HLFEPLWG (SEQ ID NO: 245)

QVMRPFWG (SEQ ID NO: 246)

QVMQPAWG (SEQ ID NO: 247)

HRLQPLWG (SEQ ID NO: 248)

ELLQPSWG (SEQ ID NO: 249)

NPMLPFWG (SEQ ID NO: 368)

NVLLPLWG (SEQ ID NO: 250)

DIMQPLWG (SEQ ID NO: 36)

DLMQPLWG (SEQ ID NO: 251)

NPMLPLWG (SEQ ID NO: 252)

QVLQPSWG (SEQ ID NO: 253)

iz LS Blafia ks
Vi

[0131]  feRebetfiufy| T - BZIERINAAE L& VEGF-A Z CKP &
% SEQ ID NO: 265-275 Hi{f—F 2 ekl 5] - SEQ ID NO: 265-275 2
T PPy UL AT R 4 1

=4

GCHLFEPLWGCKQDSDCLAGCVCHWYQSCG (SEQ ID NO: 265)

GCQVMRPFWGCKQDSDCLAGCVCHWYQSCG (SEQ ID NO: 266)

GCQVMQPAWGCKQDSDCLAGCVCHWYQSCG (SEQ ID NO: 267)

GCHRLQPLWGCKQDSDCLAGCVCHWYQSCG (SEQ ID NO: 268)

GCELLQPSWGCKQDSDCLAGCVCHWYQSCG (SEQ ID NO: 269)

GCNPMLPFWGCKQDSDCLAGCVCHWYQSCG (SEQ ID NO: 270)

GCNVLLPLWGCKQDSDCLAGCVCHWYQSCG (SEQ ID NO: 271)

C200069PBX20221129C.pdf

105130077

FEHESE A0202

52

1113306446-0



1799366

GCDIMQPLWGCKQDSDCLAGCVCHWYQSCG (SEQ ID NO: 272)

GCDLMQPLWGCKQDSDCLAGCVCHWYQSCG (SEQ ID NO: 273)

GCNPMLPLWGCKQDSDCLAGCVCHWYQSCG (SEQ ID NO: 58)

GCQVLQPSWGCKQDSDCLAGCVCHWYQSCG (SEQ ID NO: 275)

[0132] 7RfCabEimflt - 2B 4245, 1 ZIERAREE 2D
VEGF-A 7 CKP i#—H8 5 L1 3% L1 &S RS QLMQPFWG (SEQ
ID NO: 10) » {EREERHT » ZIERINAEZ &S VEGE-A 2 CKP #&—
BEE L2 0 3% L2 Bkl 751 KQDSD (SEQ ID NO: 93) - fEREE
B sZIERIRIFAF 2 454 VEGF-A 2 CKP 0 A& L3 0 3% L3 807
FBEFFY LAG AR F b - sz IFRIATHE 2 &5 & VEGEF-A 2 CKP
b EE L4 5z L4 BokeRE V - AAFEEETG - sZIERIATAEL
454y VEGF-A 2 CKP &2 LS » 3% LS G 8k RREFS] R/H-W-Y-N/Q/H-S
(SEQ ID NO: 359) «

[0133] frIttegiif » 25D EZRERE T SIERIRTAE 245
&+ VEGF-A 2 CKP #—a2 L1 > 3% L1 A&l 55 QLMQPFWG
(SEQ ID NO: 10) - f=FEEF T H ] - sZ2IFRIAFAAE &5 S VEGE-A Z CKP
#E—DEE L2 % L2 AE AR RS KQDSD (SEQ ID NO: 93) o frHhit
I ZIERIRTEAE 2 454 VEGF-A 2 CKP i#i— a5 L3 % L3 &
RV LAG - (£ RS F o] o - 5% IR R 28 AT < &5 & VEGF-A 2 CKP
b EE L4 5z L4 BIOREEE V - AR - ZIFRIRTAEL
&ty VEGF-A 2 CKP &1 LS » % LS G5B B i DU S THA R RIS
B2FE%1] : HWYQS (SEQ ID NO: 17) ~ RWYHS (SEQ ID NO: 43) &z RWYNS
(SEQ ID NO: 133) e

[0134] frELsbejifirf - ZIERIAFAE 2454 VEGF-A 2 CKP 6]
T E DT STHA R R AL RS+ SEQ ID NO: 23 ~ 276 2 278 -
SEQ ID NO 23 ~ 276 7 278 #HLFALI TR 5 -

%25

GCQLMQPFWGCKQDSDCLAGCVCRWYNSCG (SEQ ID NO: 276)
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GCQLMQPFWGCKQDSDCLAGCVCHWYQSCG (SEQ ID NO: 23)

GCQLMQPFWGCKQDSDCLAGCVCRWYHSCG (SEQ ID NO: 278)

[0135] {rIRsbggiimf) » 2B J2RE5HE 1 IR E 265G
VEGF-A ~ CKP & & Ll » & L1 8 & k& i r 5
Q/D/K/N/A/R/H-L/V/I/R/P/V/-M/L/S/T/F-Q/E/L/H-P-F/L/M/Y/S-W-G  (SEQ
ID NO: 40) o fEHEFEHIF - ZIERAFAT 455 VEGF-A 2 CKP #-—
A L2 0 g% L2 Aok R P51 KQDSD (SEQ ID NO: 93) » /1520 & i
frh > ZIERIRTEAF 2 45 & VEGF-A 2 CKP #8513 % L3 A&l
R LAG - AR F w5 - sz IERAPAE 2 &5 e VEGF-A 2 CKP
b ET L4 5z L4 BN V - AFRREEGT » s2IERATAEZ
it VEGF-A 2 CKP #E—0B& LS & Ls Bal Kk ryl
H/L/R/Q/-W/F/Y-Y-Q/N/K/H/D/E-S (SEQ ID NO: 360) o

[0136] {rICLbggiifs| » 2FF2RESHE 1 IR E 265G
VEGF-A 2 CKP &5 L1 » 3% L1 8578 0 i DUT S IRAH N BRI B E e
71l SEQID NO: 28-39 fz 254-261 « {FRLELF i » ZIERINFAAE 2455
VEGF-A 2 CKP #—3a 4 L2 3% L2 A &4 751 KQDSD (SEQ ID NO:
93) o [FREEEHIF - ZIERITAE 2454 VEGF-A 2 CKP E— P E5
L3+ 5% L3 GEah AR LAG » fEFEEE Gt » sz IERIAPAE &5
VEGF-A 2 CKP #E— 0675 L4 » % L4 BEREERE V o (FHEEEA$
ZIERIRTTAE 2 454 VEGF-A 2 CKP #-0 a1 L5 » % LS EaE B
T B IE4H A BERA RS 551 SEQ ID NO: 17 ~ 41-46 ~ 133 7 262-264 «
SEQ ID NO: 17 ~ 28-39 ~ 41-46 ~ 133 K 254-264 7 B Rl Fe5 I FE A DL T

6 ¢
=6
DVLQPFWG (SEQ ID NO: 28) HWYQS (SEQ ID NO: 17)
QISQPFWG (SEQ ID NO: 29) HFYNS (SEQ ID NO: 41)
DRMQPLWG (SEQ ID NO: 30) LWYKS (SEQ ID NO: 42)
QLLEPMWG (SEQ ID NO: 254) HWYNS (SEQ ID NO: 46)
KLLQPMWG (SEQ ID NO: 255) QWYKS (SEQ ID NO: 262)
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DRMQPYWG (SEQ ID NO: 256) RWYHS (SEQ ID NO: 43)
NLMLPFWG (SEQ ID NO: 31) RWYQS (SEQ ID NO: 44)
QRTQPFWG (SEQ ID NO: 32) LWYDS (SEQ ID NO: 263)
KIMQPLWG (SEQ ID NO: 257) QYYQS (SEQ ID NO: 45)
NLMHPFWG (SEQ ID NO: 258) RWYNS (SEQ ID NO: 133)
NIMLPFWG (SEQ ID NO: 33) QWYQS (SEQ ID NO: 264)
DPMQPFWG (SEQ ID NO: 34) NPMLPLWG (SEQ ID NO: 38)
DVMQPYWG (SEQ ID NO: 35) KLFEPLWG (SEQ ID NO: 39)

DIMQPLWG (SEQ ID NO: 36)

ALLQPLWG (SEQ ID NO: 259)

QLLQPLWG (SEQ ID NO: 37)

RLLEPSWG (SEQ ID NO: 260)

HLLLPLWG (SEQ ID NO: 261)

[0137] frALeeggylf -

L IERIPAL L& G VEGF-A 2 CKP &

g E PN BRI RERRE R 1] SEQ ID NO: 47-59 K2 279-286 -

SEQ ID NO: 47-59 2 279-286 Z MK PR LLU TR 7 1

=7

GCDVLQPFWGCKQDSDCLAGCVCHWYQSCG (SEQ ID NO: 47)

GCQISQPFWGCKQDSDCLAGCVCHFYNSCG (SEQ ID NO: 48)

GCDRMOQPLWGCKOQDSDCLAGCVCLWYKSCG (SEQ ID NO: 49)

GCQLLEPMWGCKQDSDCLAGCVCHWYNSCG (SEQ ID NO: 279)

GCKLLQPMWGCKQDSDCLAGCVCRWYQSCG (SEQ ID NO: 280)

GCDRMOQPYWGCKQDSDCLAGCVCQWYKSCG (SEQ ID NO: 281)

GCNLMLPFWGCKQDSDCLAGCVCRWYHSCG (SEQ ID NO: 50)

GCQRTQPFWGCKQDSDCLAGCVCRWYQSCG (SEQ ID NO: 51)

GCKIMQPLWGCKQDSDCLAGCVCLWYDSCG (SEQ ID NO: 282)

GCNLMHPFWGCKQDSDCLAGCVCHWYQSCG (SEQ ID NO: 283)

GCNIMLPFWGCKQDSDCLAGCVCQYYQSCG (SEQ ID NO: 52)
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GCNPMLPFWGCKQDSDCLAGCVCHWYQSCG (SEQ ID NO: 53)

GCDPMQPFWGCKQDSDCLAGCVCRWYQSCG (SEQ ID NO: 54)

GCDVMQPYWGCKQDSDCLAGCVCHWYNSCG (SEQ ID NO: 55)

GCDIMQPLWGCKQDSDCLAGCVCHWYQSCG (SEQ ID NO: 56)

GCALLQPLWGCKQDSDCLAGCVCRWYNSCG (SEQ ID NO: 284)

GCQLLQPLWGCKQDSDCLAGCVCRWYQSCG (SEQ ID NO: 57)

GCRLLEPSWGCKQDSDCLAGCVCQWYQSCG (SEQ ID NO: 285)

GCHLLLPLWGCKQDSDCLAGCVCRWYHSCG (SEQ ID NO: 286)

GCNPMLPLWGCKQDSDCLAGCVCHWYQSCG (SEQ ID NO: 58)

GCKLFEPLWGCKQDSDCLAGCVCRWYESCG (SEQ ID NO: 59)

[0138) {ERELEFHEWHIT » 2B ELRERE 1> ZIERRTEZED
VEGF-A ~ CKP & & L1 » % L1 & & W & % 7 7
Q/D/K/W/E/L/R-D/N-P/R/L/T-T/S/L/K-F/V/L/I-N/D-W-A/S/G-L/V/E/T/Q/D-F/
Y (SEQ ID NO: 70) = {E R EEE 5] » 5% I E R AATAAE L & VEGF-A 2 CKP
b AE L2 0 % L2 AlS i EEE %1 KQDSD (SEQ ID NO: 93) » f it
Fha il - ZIERIRIAAE 245G VEGF-A 2 CKP #E— A5 L3 Z L3 8
O RN PP LAG - AE RS E i (5] » 3% I RINAAE 2 &5 & VEGF-A 2 CKP
E—UBET L4 3% L4 BEEEEE V o fEREFETEAH - ZIERATE L
&i& VEGF-A 2 CKP #—BE % LS - &% LS Galr ATy
Q/R-M/L/F/H-Y/F/H-D/Q/N/K-S/T (SEQ ID NO: 80) -

[0139) {EEELEaft - IERATAL 2457 VEGF-A 2 CKP &
S L3 L1 B H R R T S IH4 s BRI 751 - SEQ ID NO: 60-69
Jz 287-291 o fEFLECEEHIH » BZIERIRTAAE L &5 VEGF-A 2 CKP E—
Sa1e L2 0 3% L2 Al S % KQDSD (SEQ ID NO: 93) « {r Lt e
[t » 3R RARTEAE 2 45 & VEGE-A 2 CKP #1413 » 3% L3 @4l
RMeFPY LAG » R F i - IR T 2455 VEGF-A 2 CKP
E—UET L4 3% L4 BEHEE V o fEREFEEAH » ZIERATE L
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i VEGF-A 2 CKP #- DB & L5 % LS BB H LT S TR 2 B
(e 3R %1 - SEQ ID NO: 16~ 71-79~274 )7 292 - SEQ ID NO: 16 ~ 60-69

71-79 ~ 274 5 287-292 ZRuFW Fe A DA 2 8

=8
DDPSFDWSVY (SEQ ID NO: 287) RMYDS (SEQ ID NO: 292)
KNPLFNWALY (SEQ ID NO: 60) QLFDS (SEQ ID NO: 71)
QDPTVNWAVY (SEQ ID NO: 61) QFYQS (SEQ ID NO: 72)
QDPTFNWAEY (SEQ ID NO: 62) QLYQS (SEQ ID NO: 73)
WDPTFNWALY (SEQ ID NO: 288) QMYDS (SEQ ID NO: 76)
QDPTLNWATY (SEQ ID NO: 289) QMYQS (SEQ ID NO: 16)
EDPTVDWAQY (SEQ ID NO: 290) QMHQS (SEQ ID NO: 74)
QDPSLNWADY (SEQ ID NO: 63) QMYNS (SEQ ID NO: 75)
LDRTLNWALY (SEQ ID NO: 64) QLYQS (SEQ ID NO: 73)
LDPSFNWSLY (SEQ ID NO: 65) QHYKT (SEQ ID NO: 77)
RDLTINWALF (SEQ ID NO: 66) QLFNS (SEQ ID NO: 78)
KDTTFNWGLF (SEQ ID NO: 291) QLYNS (SEQ ID NO: 79)
LDPTVNWALF (SEQ ID NO: 67) QMFNS (SEQ ID NO: 274)
QDPKLNWAVY (SEQ ID NO: 68)
LDPSFDWALY (SEQ ID NO: 69)

[0140] fEsbggiafilh - s2IE RN 245G VEGF-A 2 CKP &
s H M LUT S Z AR RIZ Y1) SEQ ID NO: 81-91 7 293-297 -

SEQ ID NO: 81-91 2 293-297 Z MK FpHIIFE LU TR 9 1

=9

GCDDPSFDWSVYCKQDSDCLAGCVCRMYDSCG (SEQ ID NO: 293)

GCKNPLFNWALYCKQDSDCLAGCVCQLFDSCG (SEQ ID NO: 81)

GCQDPTVNWAVY CKQDSDCLAGCVCQFYQSCG (SEQ ID NO: 82)

GCQDPTFNWAEYCKQDSDCLAGCVCQLYQSCG (SEQ ID NO: 83)

GCWDPTFNWALYCKQDSDCLAGCVCQMYDSCG (SEQ ID NO: 294)

GCQDPTFNWAEYCKQDSDCLAGCVCQMYQSCG (SEQ ID NO: 84)

GCQDPSLNWADY CKQDSDCLAGCVCQMHQSCG (SEQ ID NO: 85)
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GCQDPTLNWATYCKQDSDCLAGCVCQMYQSCG (SEQ ID NO: 295)

GCEDPTVDWAQYCKQDSDCLAGCVCQMYQSCG (SEQ ID NO: 296)

GCLDRTLNWALYCKQDSDCLAGCVCQMYNSCG (SEQ ID NO: 86)

GCLDPSFNWSLYCKQDSDCLAGCVCQMYDSCG (SEQ ID NO: 87)

GCRDLTINWALFCKQDSDCLAGCVCQMFENSCG (SEQ ID NO: 88)

GCKDTTFNWGLFCKQDSDCLAGCVCQLYQSCG (SEQ ID NO: 297)

GCLDPTVNWALFCKQDSDCLAGCVCQHYKTCG (SEQ ID NO: 89)

GCQDPKLNWAVY CKQDSDCLAGCVCQLFENSCG (SEQ ID NO: 90)

GCLDPSFDWALYCKQDSDCLAGCVCQLYNSCG (SEQ ID NO: 91)
[0141] {EEECEHEfh » 2B FLGERH T ZIERRIEZGELV
EGF-A 2 CKP 14 L1 > % L1 A-&HcEEEFEY NIMLPFWG (SEQ ID NO:
33) o fEFEEF T > FZIFRIAAT 245 E VEGF-A 2 CKP E—VE7
L2 » 3% L2 A afiig e K/G/Q/S/N-Q/L/P/A/V/T/R/W/K/G/Y-D/S/E/N-S/
F/Y/L/F/Q/M-D/E/N/A/L/F/H/Q (SEQ ID NO: 98)  {£Hegr il » %3k
RIAFAE 2 456 VEGF-A 2 CKP #E—0a & L3 - % L3 A aheiiig 5 L
AG o fFREEF > SZIER AT 2455 VEGF-A 2 CKP #E— a5 L
4> 3% LA GRS V o AR EHGR » ZIERIRAE 245G VEGF-A
7 CKP 5 E 4 L5 % LS5 A SRy QYYQS (SEQ ID NO: 45) -
[0142] {EREFEFIT » SFHEZRERE 1 ZIERRT D
VEGF-A > CKP A1 L1 > 3% L1 A& E#E 7% NIMLPFWG (SEQ ID NO:
33) o fEHELE ﬁﬂzT’iJEF‘ FIERINFAE 2457 VEGF-A 2 CKP #-——DEE
L2 3% L2 B DUT SR RERVRZ R 751 - SEQ ID NO: 94-97
Jz 298-309 - T FLEEE T - ZIERINTAAE 245G VEGF-A 2 CKP #—
BT L3 0 3 L3 B ARSI LAG « 3 E i h - 32IE RIATEAE
245 VEGE-A 2 CKP #5817 Ld » % L4 BLOHERRE V - {ERE
I » 3 dE RARTEAE 2 b 5 VEGE-A 7 CKP #6125 LS - 3% LS 1 2l
AR5 QYYQS (SEQ ID NO: 45)-SEQ ID NO: 94-97 K 298-309 7 kit
FRAFEE LA 10 7 o

= 10
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GQSFE (SEQ ID NO: 94)

GWDQF (SEQ ID NO: 304)

GLDYD (SEQ ID NO: 95)

GKDFH (SEQ ID NO: 305)

GPELN (SEQ ID NO: 298)

GPDLQ (SEQ ID NO: 96)

QADYA (SEQ ID NO: 299)

SGDFA (SEQ ID NO: 306)

GVDYL (SEQ ID NO: 300)

GKELN (SEQ ID NO: 307)

GTNFL (SEQ ID NO: 301)

GWSMD (SEQ ID NO: 308)

SRDFD (SEQ ID NO: 302)

GYDLQ (SEQ ID NO: 309)

NRDFL (SEQ ID NO: 303)

GRDFE (SEQ ID NO: 97)

[0143]  frALecggmyl ) -

L IERIPAL L& G VEGF-A 2 CKP &

g E DL T BRI RERRE R P51 SEQ ID NO: 99-102 k2 310-321 -

SEQ ID NO: 99-102 k7 310-321 ZRgALBEFP YRR LA TR 11 1 -

=11

GCNIMLPFWGCGQSFECLAGCVCQYYQSCG (SEQ ID NO: 99)

GCNIMLPFWGCGLDYDCLAGCVCQYYQSCG (SEQ ID NO: 100)

GCNIMLPFWGCGPELNCLAGCVCQYYQSCG (SEQ ID NO: 310)

GCNIMLPFWGCQADYACLAGCVCQYYQSCG (SEQ ID NO: 311)

GCNIMLPFWGCGVDYLCLAGCVCQYYQSCG (SEQ ID NO: 312)

GCNIMLPFWGCGTNFLCLAGCVCQYYQSCG (SEQ ID NO: 313)

GCNIMLPFWGCSRDFDCLAGCVCQYYQSCG (SEQ ID NO: 314)

GCNIMLPFWGCNRDFLCLAGCVCQYYQSCG (SEQ ID NO: 315)

GCNIMLPFWGCGWDQFCLAGCVCQYYQSCG (SEQ ID NO: 316)

GCNIMLPFWGCGKDFHCLAGCVCQYYQSCG (SEQ ID NO: 317)

GCNIMLPFWGCGPDLQCLAGCVCQYYQSCG (SEQ ID NO: 101)

GCNIMLPFWGCSGDFACLAGCVCQYYQSCG (SEQ ID NO: 318)

GCNIMLPFWGCGKELNCLAGCVCQYYQSCG (SEQ ID NO: 319)
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GCNIMLPFWGCGWSMDCLAGCVCQYYQSCG (SEQ ID NO: 320)

GCNIMLPFWGCGYDLQCLAGCVCQYYQSCG (SEQ ID NO: 321)

GCNIMLPFWGCGRDFECLAGCVCQYYQSCG (SEQ ID NO: 102)

[0144] {EEECEHRGT » 2 FFZGERH T ZIERRIAE 25D
EGF-A 2 CKP A% L1 » 3% L1 G& 58 551 N-I-M/L-L/S/T/Q/N/E/D-P-
F/Y/S-WG (SEQ ID NO: 454) « {FREEF ] - 25520450 1 iZIER
ITAE 2 &5 VEGF-A 2 CKP A% L1 » 3% L1 Bl Al %] NIMLPEW
G (SEQ ID NO: 33) o fFREFuHF » 3ZIERARTAAE L 45 S VEGF-A Z
CKP A4 L2 > 3% L2 A akskisF%] GRDFE (SEQ ID NO: 97) -
(EFLEEEFEG T > SZIERIRGEATE 2 455 VEGF-A 2 CKP i 20a5 L3
2% L3 B2l is 551 L/VIM/F-A/Q/E/S/N/Y/I/T-G/Q/R/D/T/N/E « {7t es
HEHIh » SZIERINGAL 2457 VEGF-A 2 CKP - DE5 L4 % L4 B5
Wl V BT o fERREEE I » BZIE RN < &5 VEGF-A 2 CKP #
—PEE LS - % LS ol A5 QYYQS (SEQ ID NO: 45) -

[0145] {EREFEIEFIT » SFEZEGRE 1 ZIERRT D
VEGF-A 2 CKP &5 L1 » 3% L1 B3 H A DU STHA I 2 B =L e
%l : NIMLPFWG (SEQ ID NO: 33) » NILLPFWG (SEQ ID NO: 396) -
NILLPYWG (SEQ ID NO: 397) + NIMSPFWG (SEQ ID NO: 398)
NIMTPFWG (SEQ ID NO: 399) + NIMQPFWG (SEQ ID NO: 400)
NIMNPFWG (SEQ ID NO: 401) + NIMEPFWG (SEQ ID NO: 402)
NIMDPFWG (SEQ ID NO: 403)  NIMLPSWG (SEQ ID NO: 414) &
NIMLPYWG (SEQ ID NO: 141) - fEREFGHF - SF 522456 V 51
ZIERIRTFAE 2 &5E VEGF-A 2 CKP A& L1 3% L1 A skl rs
NIMLPEWG (SEQ ID NO: 33) - {ERE 4l 11 » I RATHAE 456
VEGF-A 7 CKP 2614 L2 3% L2 A1 i Heii FE%1 GRDEE (SEQ ID NO:
97) o {EFEFTEHIT - ZIERIRIAAE 2 &5 & VEGF-A 2 CKP #E—E7
L33 L3 EE# T STHAA R B RV Al 751 : LQQ ~ VER ~MSD -
MNQ ~ MQT ~ VYQ ~ FIN ~ VSQ + VTE » FYE * MEQ K VYR o {fHeter
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Tt ZIERIRTAAFE . 454 VEGF-A 2 CKP #E— a5 L4 » 3% L4 B3
WSl 1 o {E R E R » SZIERINAAT 2 &5 5 VEGF-A 2 CKP
A5 LS 0 % LS Aol 5 QYYQS (SEQ ID NO: 45) -

[0146] {EEELEEKIT - IERATAE 2455 VEGF-A 2 CKP &
o DU ST A BRI EBE RS - SEQ ID NO: 103-114 » SEQ ID
NO: 103-114 Z Hg AP A FR i LA 12 H1 o

% 12

GCNIMLPFWGCGRDFECLQQCICQYYQSCG (SEQ ID NO: 103)

GCNIMLPFWGCGRDFECVERCICQYYQSCG (SEQ ID NO: 104)

GCNIMLPFWGCGRDFECMSDCICQYYQSCG (SEQ ID NO: 105)

GCNIMLPFWGCGRDFECMNQCICQYYQSCG (SEQ ID NO: 106)

GCNIMLPFWGCGRDFECMQTCICQYYQSCG (SEQ ID NO: 107)

GCNIMLPFWGCGRDFECVYQCICQYYQSCG (SEQ ID NO: 108)

GCNIMLPFWGCGRDFECFINCICQYYQSCG (SEQ ID NO: 109)

GCNIMLPFWGCGRDFECVSQCICQYYQSCG (SEQ ID NO: 110)

GCNIMLPFWGCGRDFECVTECICQYYQSCG (SEQ ID NO: 111)

GCNIMLPFWGCGRDFECFYECICQY YQSCG (SEQ ID NO: 112)

GCNIMLPFWGCGRDFECMEQCICQY YQSCG (SEQ ID NO: 113)

GCNIMLPFWGCGRDFECVYRCICQYYQSCG (SEQ ID NO: 114)

GCDVLQPYWGCGPDIDCLSNCICHWYNSCG (SEQ ID NO: 386)

GCNILLPFWGCGRDFECLAGCVCQYYQSCG (SEQ ID NO: 405)

GCNILLPYWGCGRDFECLAGCVCQYYQSCG (SEQ ID NO: 406)

GCNIMSPFWGCGRDFECLAGCVCQYYQSCG (SEQ ID NO: 407)

GCNIMTPFWGCGRDFECLAGCVCQYYQSCG (SEQ ID NO: 408)

GCNIMQPFWGCGRDFECLAGCVCQYYQSCG (SEQ ID NO: 409)

GCNIMNPFWGCGRDFECLAGCVCQYYQSCG (SEQ ID NO: 410)

GCNIMEPFWGCGRDFECLAGCVCQYYQSCG (SEQ ID NO: 411)

GCNIMDPFWGCGRDFECLAGCVCQYYQSCG (SEQ ID NO: 412)

GCNIMLPSWGCGRDFECLAGCVCQYYQSCG (SEQ ID NO: 415)

GCNIMLPFWGCGRDFECLSGCVCQYYQSCG (SEQ ID NO: 421)
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GCNIMLPFWGCGRDFECLTGCVCQYYQSCG (SEQ ID NO: 422)

GCNIMLPFWGCGRDFECLEGCVCQYYQSCG (SEQ ID NO: 423)

GCNIMLPYWGCGRDFECLAGCLCQYYQSCG (SEQ ID NO: 424)

GCNIMLPYWGCGRDFECLAGCICQYYQSCG (SEQ ID NO: 425)

GCNIMLPYWGCGRDFECLAGCVCQYYQSCS (SEQ ID NO: 431)

GCNILLPY WGCGRDFECMEQCICQYYQSCG (SEQ ID NO: 435)

[0147] [Esbggfililh - 2582400 1 23R EZ40E
EGF-A ~ CKP & & L1 - 3% L1 |&REEME RS DVMQPYWG (SEQ ID N
O: 35) o fEHEEFEH T - ZIERRIFAEZ&E S VEGEF-A Z CKP #E—
& 12 0 % L2 A aie Rl 1 K/IG/D/A/E-Q/E/R/V/P/D/M/G/N/L/A/F-D/N/Y
/S-S/F/L/UM/Y/V/N/E-D/L/Q/S/E/T/L/A/N (SEQ ID NO: 121) - {FHEbE i
i FIERIN AT 2455 VEGF-A 2 CKP E—PEE L3 » % L3 G5
Hie Ry LAG o AR F A0 > ZIERAPAE 2 S VEGF-A Z CKP
LA L4 iz L4 GEiiiig Vo fFREEEGIT - ZIERATAEL
¢5& VEGF-A 2 CKP #-—2Ual& L5 » 3% LS aE i 5| HWYNS (SE
Q ID NO: 46) -

[0148] [RXRstgpjifilh - 28 F20450 1 ZIRRDAEZEE S
VEGF-A 7 CKP & & L1 % L1 g&R7 5N 5] DVMQPYWG (SEQ ID NO:
35) o AEFEEF AP - sZIFRAFAE 245 E VEGE-A 2 CKP #E—b a5
L2-3% L2 A58 5 i DU BIHA R BV AR 751 - SEQ ID NO: 117-120
211 7 322-339 o £ REEFHEGH > ZIERAFAE 24T S VEGF-A 2 CKP
DA L3 % L3 Bali B A LAG » fEREEF R > s IERIA
EZ 4 S VEGF-A 2 CKP #— a5 L4 - % L4 BEiAlg V - f£3EE
G ZIERIRTFAE 45 & VEGF-A 2 CKP #— a5 L5 » % LS &
GREFENE Y] HWYNS (SEQ ID NO: 46) - SEQ ID NO: 117-120 ~ 211 7
322-339 ZHEFBEFPAITE R U TR 13 1

Z< 13
GENFL (SEQ ID NO: 117) DGDFD (SEQ ID NO: 331)
GRDLQ (SEQ ID NO: 322) AGDFE (SEQ ID NO: 332)
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GVDLS (SEQ ID NO: 323)

EMDFD (SEQ ID NO: 120)

GPDID (SEQ ID NO: 118)

GNSFE (SEQ ID NO: 333)

GDDLE (SEQ ID NO: 324)

GQDLT (SEQ ID NO: 334)

GVDMT (SEQ ID NO: 325)

GENLA (SEQ ID NO: 335)

GMDIE (SEQ ID NO: 326)

GQDYN (SEQ ID NO: 336)

DGDYQ (SEQ ID NO: 327)

GADLS (SEQ ID NO: 337)

GNDVS (SEQ ID NO: 328)

GFDMD (SEQ ID NO: 338)

GRDMD (SEQ ID NO: 119)

GESLS (SEQ ID NO: 211)

AGDEL (SEQ ID NO: 329)

DLNYE (SEQ ID NO: 339)

GLDEE (SEQ ID NO: 330)

[0149]  frALecggimfylf -

L IERIPAL L& G VEGF-A 2 CKP &

g E DL T BRI RERURE R Y1) SEQ ID NO: 122-126 2 340-357

SEQ ID NO:

122-126 J, 340-357 2 BB HIHREL R LU T 14 1 <

Z= 14

GCDVMQPYWGCGENFLCLAGCVCHWYNSCG (SEQ ID NO: 122)

GCDVMQPYWGCGRDLQCLAGCVCHWYNSCG (SEQ ID NO: 340)

GCDVMQPYWGCGVDLSCLAGCVCHWYNSCG (SEQ ID NO: 341)

GCDVMQPYWGCGPDIDCLAGCVCHWYNSCG (SEQ ID NO: 123)

GCDVMQPYWGCGDDLECLAGCVCHWYNSCG (SEQ ID NO: 342)

GCDVMQPYWGCGVDMTCLAGCVCHWYNSCG (SEQ ID NO: 343)

GCDVMQPYWGCGMDIECLAGCVCHWYNSCG (SEQ ID NO: 344)

GCDVMQPYWGCDGDYQCLAGCVCHWYNSCG (SEQ ID NO: 345)

GCDVMQPYWGCGNDVSCLAGCVCHWYNSCG (SEQ ID NO: 346)

GCDVMQPYWGCGRDMDCLAGCVCHWYNSCG (SEQ ID NO: 124)

GCDVMQPYWGCAGDELCLAGCVCHWYNSCG (SEQ ID NO: 347)
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GCDVMQPYWGCGLDEECLAGCVCHWYNSCG (SEQ ID NO: 348)

GCDVMQPYWGCDGDFDCLAGCVCHWYNSCG (SEQ ID NO: 349)

GCDVMQPYWGCAGDFECLAGCVCHWYNSCG (SEQ ID NO: 350)

GCDVMQPYWGCEMDFDCLAGCVCHWYNSCG (SEQ ID NO: 125)

GCDVMQPYWGCGNSFECLAGCVCHWYNSCG (SEQ ID NO: 351)

GCDVMQPYWGCGQDLTCLAGCVCHWYNSCG (SEQ ID NO: 352)

GCDVMQPYWGCGENLACLAGCVCHWYNSCG (SEQ ID NO: 353)

GCDVMQPYWGCGQDYNCLAGCVCHWYNSCG (SEQ ID NO: 354)

GCDVMQPYWGCGADLSCLAGCVCHWYNSCG (SEQ ID NO: 355)

GCDVMQPYWGCGFDMDCLAGCVCHWYNSCG (SEQ ID NO: 356)

GCDVMQPYWGCGESLSCLAGCVCHWYNSCG (SEQ ID NO: 126)

GCDVMQPYWGCDLNYECLAGCVCHWYNSCG (SEQ ID NO: 357)

(01501 {rICsbggiimfs| » 2FHJ2RE5HE 1 BIERATF L 265G
VEGF-A ~ CKP & & L1 » #Z LI & & W & B F 5
D-V-M/L-Q/K/D-P-Y/M/T/L-W-G (SEQ ID NO: 130) o {FHtb g5t » 3% IE
RIMTAT 2 456 VEGF-A 2 CKP - BEHE L2 0 7% L2 Bl
KQDSD (SEQ ID NO: 93) « fEHELF fif (¥ h » sZIERIATAAE 2 &5 VEGEF-A
< CKP#-20a15 L3 » 3% L3 Blole ARSI LAG - fF e g
JERIRTFAFE 2 456 VEGF-A 2 CKP A5 L4 > 3% L4 %Hﬁ%@a Ve
(R F TG - SZIERIRTEAT 2 &5 5 VEGF-A 2 CKP #—FE 5 LS
% L5 ALE s 51 H/L/Q/R-W-Y-N-S (SEQ ID NO: 134) o

[0151] FERebgg i » %% AREERE 1 s BRI Z &5
VEGF-A > CKP 25 L1 > 3% L1 &4 5 SEQ ID NO: 127-129 7 kil e
Fl o AEFEEEEEI E%E?i,mﬁcf Z&5% VEGF-A 2 CKP z‘{i~%ﬁ@é\
L2 >3z L2 il fry1 KQDSD (SEQ ID NO: 93)  f£ 3B E {5 >
JERSRIFAT 2 4515 VEGF-A 2 CKP #E—0A15 L3 % L3 & aﬁézﬁé@a}fﬁﬂ
LAG = {FREFHaH T » ZIERIRAAT 245 VEGF-A 2 CKP #E— 0 a5
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L4+ & L4 G NN V - {F S BRI - ZIERITAAE 2 45% VEGE-A
2 CKPi# 5@ LS % LS A a8 E m T & TRl R AR 71
SEQ ID NO: 131-133 - SEQ ID NO: 127-129 K7 131-133 ~ Rl e A IFE AL A
DI 15 1] -

%15

DVMKPMWG (SEQ ID NO: 127) | QWYNS (SEQ ID NO: 131)

DVLDPTWG (SEQ ID NO: 128) LWYNS (SEQ ID NO: 132)

DVLQPLWG (SEQ ID NO: 129) RWYNS (SEQ ID NO: 133)

[0152] (eAREcggjifil - ZIERIAIAEZ &S VEGF-A 2 CKP &
g E DU T BRI B RR R A1) - SEQ ID NO: 135-137 - SEQ ID
NO: 135-127 Zfg BB ey T b pr LU 2R 16 1

Z= 16

GCDVMKPMWGCKQDSDCLAGCVCQWYNSCG (SEQ ID NO: 135)

GCDVLDPTWGCKQDSDCLAGCVCLWYNSCG (SEQ ID NO: 136)

GCDVLQPLWGCKQDSDCLAGCVCRWYNSCG (SEQ ID NO: 137)

(0153) {ERCEcsnifefii: » 2 EMEERE | IR A2 GES
VEGF-A 2 CKP 815 L1 3% L1 A&l =lE 5 DVMQPYWG (SEQ ID NO:
35) SRS - PIERATRE 458 VEGE-A 2 CKP 6 ity
L2 » % L2 AL #5474 GPDID (SEQ ID NO: 118) « {EEEEF i {icf
JEFRIRTEAE > 443 VEGE-A 2 CKP #1413 » 34 L3 /W%%&%WU
LEANBGRN’T%% Bl » S RATPEL 455 VEGE-A 2 CKP
e A LA 0 3% LA B AR Vo~ LR L RS - fE SRS
%%%ﬁﬁz&aVHFAZCHQ;*WVWﬁﬁ%ﬁ AMﬁ&?W
HWYNS (SEQ ID NO: 46) -

(0154) {EECECEnffefiit: » 2 EMEERE | SR A2 GES
VEGF-A 2 CKP 815 L1 3% L1 A&l =lE 5 DVMQPYWG (SEQ ID NO:
35) - (TRESTRPIT » PFRINFE 2456 VEGR-A 2 CKP i s
L2 » % L2 AL #5474 GPDID (SEQ ID NO: 118) « {EEEEFE i ficf
JETRIRTEAE > 43 VEGE-A 2 CKP i1 L3 » 2 L3 & aMﬁ&?W
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FVR J LSN - E%ﬁgb%ﬁﬁﬁﬂ s BIERIRTEAT 2 &5ty VEGF-A 2 CKP i#
— B L4 Z LA EEEL V1 R L ZHERE - AR E i - &Ik
RINTAE 2455 VEGF-A z CKP #—E75 LS » 3% LS BaleRBEFY
HWYNS (SEQ ID NO: 46) ¢

(01551 frabglfs|h - ZIER AL 2 &5¢ VEGF-A 2 CKP &
SRS GCDVMQPY WGCGPDIDCFVRCLCHWYNSCG (SEQ ID NO:
139) o fEREEEE | - ZIERIRTAAT 2 45T VEGF-A 2 CKP A& Al
F£%1] GCDVMQPYWGCGPDIDCLSNCICHW YNSCG (SEQ ID NO: 140) «

(0156 frItEeeiffpit » s IERARTFAL 2454 VEGF-A 2 CKP £
GRS R R 2 JERIRTFAE 2 454 VEGF-A 2 CKP {F—#F Y L1-L2
L3~ L4 /B LS « (N » AT E G » 2552065 1 ZIERRTAE
Z &% VEGF-A 2 CKP &5 L1 % L1 G5 H DT SR B
RS SEQ ID NO: 8-14+28-39~60-69+127-129~141+225-230~245-261 -
287-291 ~ 396-403 fz 414 - {FRECEFHHF » ZIERINAAT 2 455 VEGF-A
Z CKP#E—EE L2 3% L2 G5 EH AT ST REREREL P71
SEQ ID NO: 93-97 ~ 117-120 ~ 211 ~ 298-309 7 322-339 o {FHEELEF} ] »
ZIERIRIEAT 2 454 VEGF-A 2 CKP - A5 L3> 3% L3 a2 E L
R IAM R B EEFEY | LAG ~ LQQ ~ VER ~ MSD » MNQ ~ MQT -
VYQ - FIN » VSQ ~ VTE ~ FYE  MEQ } VYR ~ FVR J LSN o {FItEbEFjiE
feh > ZIERIRITAE 2 45& VEGF-A 2 CKP #8514 % L4 B 50
Bl V- F~TEL o fE R i o - 32 IR RIANAAE 2 &5 VEGF-A 2 CKP
E—DEE LS LS BEEEE R DU T SR BT RL P51 - SEQ ID
NO: 15-18 ~ 41-46 ~ 71-79 ~ 131-133 ~ 233-238 ~ 262-264 7 292 o {FHtibgs
el - sZAléS & VEGE-A 2 JERIAFAT 2 WERZBESS IR (CKP)TY C Ridk
(EaREEAEEEf ) - FREEERMH - Z 457 VEGF-A Z IR RIATAE 2 B
HAG S RR(CKP)TY N R E af(EE & E ) o /LI FEH > ZT4sE
VEGF-A 2 JER IR Z B BE SRR (CKP)RY C AR ke N ARl B 4 (2 i35
AL ET) o AF RSB HEEIh > 45 S VEGF-A Z JERIRIFAE 2 Btk ss
HR(CKP)TY C R &R EZ L o A F M - s nl45 & VEGF-A
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IERINTAAE Z BRI EE K (CKP)HY N Rz 88 ABEA L « e e » 3%
A4S VEGF-A 2 JER AT 2 BERZEEGSITK(CKP)TY C ARl A4 Bha (L
H#ZAl4h & VEGF-A 2 IERINAAT Z W45 IR (CKP)RY N Rl as L F
& -

[0157) fEFEegEhfdl » 20—l B AP it 245
VEGF-A 2 CKP EF‘n’?%’% {EHEEE EﬂzﬁJ H /il REEH N ﬂiﬁﬁ”ﬁn’ﬁ%’% °
(R E it - 20— Al e C RimirAk - 11 %1“3 Yk R
— IR EH N R fo C ARt fE e E I+ - 20— {EAE R
BETRAC o AEFLEEE G » ZIERINAE L 455 VEGF-A 2 CKP A5 1%
%51 CNIMLPYWGCGRDFECLAGCVCQYYQSC (SEQ ID NO: 217) - ££
FLEEE G - A4S VEGF-A 2 JERIANTAE Z BEHEREESIR(CKP)HY C
Al S AE ARG RS ES ) o AFFELE R » & A]45 5 VEGEF-A 2 IERIATF
11 Z W45 IR (CKP)Y N R4 (B af(EE a8 E ) © F R BT+ - &%
A4S G VEGF-A 2 IERINAAT 2 Wk &5 A (CKP)RY C R sz N R B4
AR EEA A E ) - AR EEHIH > ZAT45 T VEGF-A ZIERIRFAATE LRk
Her &5 IR (CKPYRY C Rl 8 AL AS FibHar L - AT TR E i (5] » 5% Pl 45 & VEGF-A
ZIERINTAAL 2 BEFE I &5 K (CKPYY C R i B &S B (b Bz v &6 &
VEGF-A ZIERIRNAAE Z W4 L (CKP)HY N R dE CBg L - A E
fEfF - ZAl4h S VEGF-A ZIERIRTAATE L W45 Ik (CKP)Y C R %
FRASEEAH L A% TT458 VEGF-A ZIERINTAT Z BEREFAESIR(CKP)Y N oK
I 8% L FRAL -

[0158] Frfubgsfififs|h » S IERATAL 245 VEGF-A 2 CKP &
& 2/ DRI  AF TR E TR 20— RN IN 2 N Rl o

lt—%” fEf > 20—l RN INE C R - AFFREEmAH - 2/0
L IAITE N R e C Rl -

[0159] A FEEEE i (5] o » W IR A A I 2 A R ATt 2 JER AR
TAAE 2 & VEGF-A 2 CKP 1Y N Rl o A7 FEEE A - Wil e BB A0
£ GCNIMLPFWGCGRDFECLAGCVCQYYQSCG (SEQ ID NO: 102)f }3)?

[l 2 IERIRTEAE 2 458 VEGF-A 2 CKP /Y N Rl o {FF-E B s -

2%2
5%
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Ji% SEQ ID NO: 102 2 N Rty i {lElha 5582 = F/UVG/T/V/L-H/A/S/R - 1+
FECE T > 14 SEQ ID NO: 102 2 N ARt iy i il e Bl 25 5 i 2
AT B FH - TA ~ GS ~ TR ~ VH R LS » fERREEFEHH - %Ik
RERIFAT 2 454 VEGF-A 2 CKP A4 GCNIMLPFWGCGRDFECLAGCVC
QYYQSCGFH (SEQ ID NO: 379)rirl#dalt & B Fslle Fp A1 o A+ R EL 5 T 4]
s IERIRIEAT 2 454 VEGF-A 2 CKP A2 GCNIMLPFWGCGRDFEC
LAGCVCQYYQSCGIA (SEQ ID NO: 380)fridul > fiklig Fp 5] o 4r Ftt
W ZIERINFAE 245 & VEGF-A 2 CKP 7 GCNIMLPFWGCGR
DFECLAGCVCQYYQSCGGS (SEQ ID NO: 381)rffiflili ~ fiekils 5] o
FEFECE TG - SZIERIRTEAT 2 &5 VEGF-A 2 CKP &7 GCNIMLPF
WGCGRDFECLAGCVCQYYQSCGTR (SEQ ID NO: 382)rff il > firsk
BEFPAI - AFFEEE i HIT - ZIERIAF(E L 45 G VEGF-A 2 CKP &% GC
NIMLPFWGCGRDFECLAGCVCQYYQSCGVH (SEQ ID NO: 383)fi

AL W BB A1 - AFFREEE T » ZIERIRTEAT 2 &fts VEGF-A 2 CKP
A4 GCNIMLPFWGCGRDFECLAGCVCQYYQSCGLS (SEQ ID NO: 384)
ST L N S PR -

(0160 frItEegrifmi » Wizl RinE GCDVLQPYWGCGP
DIDCLSNCICHWYNSCG (SEQ ID NO: 386) il ~ JERIRTFAT 2 45
& VEGF-A 2 CKP [1y N Kifii o {EHEEE R - 7S04 SEQ 1D NO: 10
2 7 N Ry Wi R 5% B R/W/P/D/Q/E/S-T/K/E/F/Q/L/S « {FFLELEF 4]
dr JshNE SEQ ID NO: 102 2 N ARty i il i A B 758 1 /i DR 8 T4
ZBERT~WK-PL-DE - QF ~EQ - PT ~RL f SL o {FAHEEEHf
2 JERIRTFAE 2 454 VEGF-A 2 CKP &2 GCDVLQPYWGCGPDIDCLSN
CICHWYNSCGRT (SEQ ID NO: 387)t[yrfi it & Hi Rl e o) « ££ 3 EE B ife
i > ZIERIRIEAE 454 VEGF-A 2 CKP 12 GCDVLQPYWGCGPDI
DCLSNCICHWYNSCGWK (SEQ ID NO: 388)t1fifil > B ksfie 71 « 4
FEE T ZIERIAAE L &5 VEGF-A 2 CKP A7 GCDVLQPYW
GCGPDIDCLSNCICHWYNSCGPL (SEQ ID NO: 389)rff )il > i diis
FEAI] - AR E o - ZIERIRFAT 2 &f¢s VEGF-A 2 CKP &5 GCDV
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LQPYWGCGPDIDCLSNCICHWYNSCGDE (SEQ ID NO: 390) i fi il
ZHEFPE R - AEFEE NG IR AL 45 VEGF-A 2 CKP &
# GCDVLQPYWGCGPDIDCLSNCICHWYNSCGQF (SEQ ID NO: 391)f:

Pl 2 R R Ryl - AR f - ZIRRATAEZEE S VEGF-A 2
CKP £ GCDVLQPYWGCGPDIDCLSNCICHWYNSCGEQ (SEQ ID NO:

392) P AT AL 2 R BR FPA - AR > ZIRRIATAE 2455 VEG
F-A 2 CKP f17 GCDVLQPYWGCGPDIDCLSNCICHWYNSCGPT (SEQ I

D NO: 393 il > il s - {E BNt » HIERIATPAE 2 55
£ VEGF-A 2 CKP A& GCDVLQPYWGCGPDIDCLSNCICHWYNSCGRL
(SEQ ID NO: 394 ffagaf ~ el eyl o AEFREsE i - SZIERIRTT
£ 2§54 VEGF-A 2 CKP 14 GCDVLQPYWGCGPDIDCLSNCICHWYNS
CGSL (SEQ ID NO: 395)frlealt < Bt Kl 3] -
[0161] FrItsbgmfh » = (MR RN E A SR ARt 2 JER A
AT 2 &5 ¢ VEGF-A 2 CKP 1Y N Rl o AT FEE 5 Wi flEHz B A
% GCNIMLPFWGCGRDFECLAGCVCQYYQSCG (SEQ ID NO: 102)1f7
Bl 2 JERIRTEAE 2 454 VEGF-A 2 CKP 1y N K » fEFEEEHEH I » iR
fin% SEQ ID NO: 102 2 N Aty = (iRl & P/N/T/D/E/Y/W-L/Y/F/H/
D/P-I/Q/V/K/S/Y/H » {F g5t » 75A0% SEQ ID NO: 102 2 N Al
1Y =R R 22 H A DA S THEA R 2 BF - PLI - NYQ ~ PLQ ~ TFQ - DLV -
EHK  YLS « WDY « WPH J% PHQ » {ESLEEBHE{If » e RAATRAE 45
£ VEGF-A . CKP f14 GCNIMLPFWGCGRDFECLAGCVCQYYQSCGPLI
(SEQ ID NO: 369) i alt « B e 31 o {2 FEF M » ZIFRIRTT
£ %54 VEGF-A 2 CKP 124 GCNIMLPFWGCGRDFECLAGCVCQYYQS
CGNYQ (SEQ ID NO: 370)9fiffzlt 2 R sl e 51 o {EFEF T » %
JERIRIFAE 2 454 VEGF-A 2 CKP A& GCNIMLPFWGCGRDFECLAGCV
CQYYQSCGPLQ (SEQ ID NO: 371)fifililt & K FBa Fr 71 o A7 i
i > ZIERIRIFAE 2 554 VEGF-A 2 CKP A4 GCNIMLPFWGCGRDFE
CLAGCVCQYYQSCGTFQ (SEQ ID NO: 372)rftfi il >~ Fi ke Few1] « 15
FREEE N - IR IARTAAE 2 &5E VEGF-A 2 CKP A7 GCNIMLPFWG
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CGRDFECLAGCVCQYYQSCGDLV (SEQ ID NO: 373)t 7Rl > firsti
FPAI o AERRERE il - sZIERINTAATE L &5 VEGF-A 2 CKP A% GCNI
MLPFWGCGRDFECLAGCVCQYYQSCGEHK (SEQ ID NO: 374)Hfii ]

L 2 W BB PR » AT o ZIERIATAAT 2 &5 VEGF-A 2 CKP
14 GCNIMLPFWGCGRDFECLAGCVCQYYQSCGYLS (SEQ ID NO: 37
S5) TR al 2 B RSB PR - AT FEEEEWH - ZIERINTAE 45 VEGF-
A 7 CKP &4 GCNIMLPFWGCGRDFECLAGCVCQYYQSCGWDY (SEQ
ID NO: 376)rff il & He K BE Fr 7 o Ar IR E il - sZIERINAATE 2 &5
4 VEGF-A 22 CKP 14 GCNIMLPFWGCGRDFECLAGCVCQYYQSCGWP
H (SEQ ID NO: 377)frlelall & B B R A1 o ALFLELF AR » 3ZIERA
1AL 2 454 VEGF-A 2 CKP 12 GCNIMLPFWGCGRDFECLAGCVCQYY
QSCGPHQ (SEQ ID NO: 378)rfijrledilt & b FEREFF Y] -

[0162] FFHELEEWIF - 3% 455 VEGF-A ZIERIRTAT 2 HithE
iE4EIR(CKPYY C R IEafi(EE 08 Efi) o AL EEEIh > 32455
VEGF-A ZIERINEAT 2 BERZIEASIR(CKP)TY N R (EafEE &L £ i) ©
{EFLELE A 3245 VEGF-A 2 IERIRTATE 2 BERAE SR (CKP)TY C
A fe N AR i B &K (B B (FE A0 &8 E ) » AEHLELEfm (il » % 7455 VEGE-A
L IERINAAE < BERERESSHR(CKP)HY C ARk FASHHa (L o A FREE i
iZ A4ty VEGF-A 2 IERIRAAE Z W BE S HR(CKP)IY C Rl A AL AL B
{EH#Z A4S & VEGF-A 2 JERINAAT < BEHE S IR(CKP)HY N R &
B Lo AL FEEF G 5% A1 455 VEGF-A 2 JERINTAAT < Wil L5k (CKP)
1y C R A& E (L HZ 45 & VEGF-A 2 IER AT < WL 451k
(CKP)IY N Rz & LEgAL -

[0163] FERFubgElafh » ZIERIRTFAL 245 VEGF-A 2 CKP £
RS > JERIRIFAE 2 454 VEGF-A 2 CKP flyss Sas o {7 hhegr i
] HE AR RS (T SEQ ID NO: 8-14+28-39+60-69+127-129~141-225-230 ~
245-261-287-291~396-403 )% 414 ~SEQ ID NO: 93-97-117-120~211-298-309
J 322-339 Hpfirllile < Fp A1) > B R AR5l LAG ~ LQQ ~ VER ~ MSD ~ MNQ -
MQT -~ VYQ ~ FIN ~ VSQ ~ VTE ~ FYE ~ MEQ } VYR - FVR & LSN K/
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15-18 ~ 41-46 ~ 71-79 ~ 131-133 ~ 233-238 ~ 262-264 ¢ 292 tfh 7 —&Z%Hh

(EEXUR N 2{‘:25//1\3{‘%5/)4{‘:25/)5{‘%@)6{‘
/07~ 208 {I £/0 9 ([F /b 10 Rz B - AR EE R b
R I AU Ry RSP R U » AEFR S ER T - B AU E EATE

K% IERIRTEAT 2 454 VEGF-A 2 CKP 45 AJH VEGF-A HYEE T « Z24511fr
= TETEE ARK VEGE-A G58FIERSFEbWIn » A H
AT Bt 2 RSP o AT DU B FI TR Al & 7R AREHE I ERIARTAAT 2
454 VEGF-A 2 CKP S BEBINAE SR -

[0164) fRsFEUAURALATR 17 o TERSFEUR ) KT Y - HEH
PR LR AR 17t TR 2 3REH T - BAOPAUT 2B R A
FEAHE— AR - LRIHEARIE ARG | AJRRIARAE 245G VEGF-A 2 CKP
FrysEs G h FLS AP BmE(ID - PRI/ 2 VEGF-A 655 )EfiZEEY) -

217 © RSFER

JLyiaps 28 BUIRMERL B
Ala(A) Val ; Leu ; Ile Val
Arg (R) Lys ; Gln ; Asn Lys
Asn (N) Gln ; His ; Asp, Lys ; Arg Gln
Asp (D) Glu ; Asn Glu
Cys (C) Ser ; Ala Ser
Gln (Q) Asn ; Glu Asn
Glu (E) Asp 5 Gln Asp
Gly (G) Ala Ala
His (H) Asn ; Gln ; Lys ; Arg Arg

Ile (I) Leu ; Val ;s Met ; Ala; Phe ; 1FE i Leu
Leu (L) IEARFRE 5 Tle s Val ;s Met » Ala ; Phe Ile
Lys (K) Arg ; Gln ; Asn Arg

Met (M) Leu : Phe ; lle Leu
Phe (F) Trp ; Leu ; Val; lle ; Ala: Tyr Tyr
Pro (P) Ala Ala
Ser (S) Thr Thr
Thr (T) Val ; Ser Ser
Trp (W) Tyr ; Phe Tyr
Tyr (Y) Trp ; Phe ; Thr ; Ser Phe
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Val (V) Ile ; Leu s Met ; Phe ; Ala ; 1FE s Leu
[0165) JECRSFHUREHES A M ERHIL EE8E ] &~ — 1Y gk S B 55— 4
e

[0166] il PR H A 2 B8 Rl FI I AL JE R ARTAAE 2 &5 6
VEGF-A 2 CKP » E A]{H3{sE FH S0 B e 2 B < R ARl G AR
SCH AL R R T T I (EA I A - BRI S 2 OB IR
A0~ GRSECER) L1~ L2~ L3 ~ L4 R/BC LS 2 —BC S 5 - H ks
Z&h& VEGF-A 2 CKP 2 A e Lol H# 4 VEGF-A &5 &1 T
EiiEE o (BRI o FREe T (v - F5 A 2AE 7AW - ZiiigE PCR
BRI BUEAL T IR e (R 28 B 38 T AR — R A Vg | AB T A 8ess
ZASBEREN Y o BRI O o PR AT DA BT VEGE-A H
ARSI IR IR ZRTEAF 2 CKP S 5LhE o fEREEEEf 1 » 51 A%
B BREEDE 7k - Hrp¥ L1~ L2 ~ L3 ~ L4 R/ LS 25550810
W HFREY 5 A ~ &Y 4-6 [iE5c4Y 6-10 (i 20 )T TREMR L o FIF0{E HiNEE
Rt 2R SR A B A Lok B | S BAGE S EEBCfU g~ L1 ~ L2 ~ L3 ~ L4 &/
g LS 7 -

[0167) {EEsbE il » ZIERATFAE 245G VEGF-A 2 CKP &
SRS %1 GCNIMLPYWGCGQSFECLAGCVCQYYQSCG (SEQ ID NO:
215)

[0168) {rEsbE i+ » iZIERATAAE 245G VEGF-A 2 CKP &
SRS %1 GCNIMLPY WGCGRDFECLAGCVCQYYQSCG (SEQ ID NO:
216) -

[0169) {rEsbE it » ZIERATFAE 245G VEGF-A 2 CKP &
SRS GCNIMLPYWGCGRDFECLAKCVCQYYQSCG (SEQ ID NO:
542) -

[0170] fE3abgrimpih » ZIERATFAE 2458 VEGF-A 2 CKP A
SR FEY] GCNIMLPYWGCGRDFECMSDCICQYYQSCG (SEQ ID NO:
363) -

[0171) (R ft » IERATAL 2455 VEGF-A 2 CKP &
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SR FEY] GCNIMLPYWGCGRDFECMSDCICQYYQSCG (SEQ ID NO:
364) -

[0172) (R KT - ZIERATAE 2455 VEGF-A 2 CKP &
SR FEY] GCNIMLPY WGCGRDFECMNQCICQYYQSCG (SEQ ID NO:
222)

[0173) {EEELEaft - IERATAL 2455 VEGF-A 2 CKP &
Sl FEY] GCNIMLPYWGCGRDFECFYECICQYYQSCG (SEQ ID NO:
223)

[0174] {EEELEEfT » ZIERARTAL 2455 VEGF-A 2 CKP &
SR FEY] GCNIMLPYWGCGRDFECMEQCICQYYQSCG (SEQ ID NO:
142) -

[0175) {EEELEfaft - IERARTAL 2457 VEGF-A 2 CKP &
SR FEY] GCNILLPFWGCGRDFECLAGCVCQYYQSCG (SEQ ID NO:
405) -

[0176] {EREEhaf+ > ZIERATFAE 245G VEGF-A 2 CKP &
SR FEY] GCNILLPY WGCGRDFECLAGCVCQYYQSCG (SEQ ID NO:
406) -

[0177) {EEsbg il > ZIERATFAE 245G VEGF-A 2 CKP &
S FEY ] GCNIMSPFWGCGRDFECLAGCVCQYYQSCG (SEQ ID NO:
407) -

[0178) {rEsbg i » iZIERATAAE 245G VEGF-A 2 CKP &
S FEY ] GCNIMTPFWGCGRDFECLAGCVCQYYQSCG (SEQ ID NO:
408) -

[0179) {EEsbgla it » ZIERATAE 245G VEGF-A 2 CKP &
S FEY ] GCNIMQPFWGCGRDFECLAGCVCQYYQSCG (SEQ ID NO:
409) -

[0180) {rBCabglim i » % IERATAAE 2 &5 VEGF-A 2 CKP &
S e FEY ] GCNIMNPFWGCGRDFECLAGCVCQYYQSCG (SEQ ID NO:
410) -
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[0181) {EHELEaft - BIERATAE 2455 VEGF-A 2 CKP &
S5 GCNIMEPFWGCGRDFECLAGCVCQYYQSCG (SEQ ID NO:
411) -

[0182) {rEECELEfafst - BIERATAL 2457 VEGF-A 2 CKP &
SR FF%] GCNIMDPFWGCGRDFECLAGCVCQYYQSCG (SEQ ID NO:
412)

[0183) {EECELEffst - BIERIRTTAL 2457 VEGF-A 2 CKP &
S5 GCNIMLPSWGCGRDFECLAGCVCQYYQSCG (SEQ ID NO:
415)

[0184] {EECELENE (T - BIERIRTTAL 2455 VEGF-A 2 CKP &
Sl FF%] GCNIMLPFWGCGRDFECLSGCVCQYYQSCG (SEQ ID NO:
421)

[0185) {rRsbE i+ » iZIERATAE 245G VEGF-A 2 CKP &
Sl FF% GCNIMLPFWGCGRDFECLTGCVCQYYQSCG (SEQ ID NO:
422)

[0186] {rBCsbg i » iZIERATAAE 2457 VEGF-A 2 CKP &
Sl 5] GCNIMLPFWGCGRDFECLEGCVCQYYQSCG (SEQ ID NO:
423) o

[0187) {rECsbgE i » iZIERATAAE 2454 VEGF-A 2 CKP &
Sl 5] GCNIMLPY WGCGRDFECLAGCLCQY YQSCG (SEQ ID NO:
424) -

[0188) {rBCubgfim i » iZIERATAAE 2 &5 VEGF-A 2 CKP &
Sl 5] GCNIMLPYWGCGRDFECLAGCICQYYQSCG (SEQ ID NO:
425) o

[0189) {rlCsbgEimfiih » iZIERARTAAE 2454 VEGF-A 2 CKP &
Sl GCNIMLPY WGCGRDFECLAGCVCQY YQSCS (SEQ ID NO:
431) -

[0190) FEHELETEWIF - ZIERATAE 2450 VEGF-A 2 CKP &
Sl GCNILLPY WGCGRDFECMEQCICQYYQSCG (SEQ ID NO:
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435) o

[0191] FERabglmf|h » ZIERIARGTAL 2454 VEGF-A 2 CKP &
SRS R GCDVLQPYWGCGPDIDCLSNCICHWYNSCG (SEQ ID NO:
386) ©

[0192] {RHALEEGT » S2IERATAAE 2455 VEGF-A 2 CKP &
SR R GCNILLPFWGCGRDFECVSQCICQYYQSCG (SEQ ID NO:
547) o

[0193] FERbglifs|h » ZIERATAL 2 &5E VEGF-A 2 CKP &
SRS R GCNILQPFWGCGRDFECVSQCICQYYQSCG (SEQ ID NO:
548) o

[0194] FEFsbgimpld » A prtt 2 JERATIE 2 &S
VEGF-A Z CKP 1A iy — B [l Rl 48 R A AR A © A dEt
B o Z BN R A R YRR AR A A o AF R e B i (]
o B R 2 H AR RV RR AR BB AU » A E R e s
SBFIREERE 1 IR RIRIFAT 2 454 VEGF-A 2 CKP £ L1 -1L2~L3-L4
Je /8 LSt 2 (Rl R BBk i B BRI IR R M A

[0195] Frisbgglimfi|t » ZIERATFAL 2454 VEGF-A 2 CKP &
SRR RS GCNIMLPY WGCGRDFECLAGCVCQYYQSCG (SEQ ID NO:
216) » Horpr N oK H 204 DA C(=O)- 2858 T e-3-AE i ©

[0196] Fritbgfimfi|t » ZIERATAL 245 & VEGF-A 2 CKP &
SRR %) GCNIMLPYWGCGRDFECLAXCVCQYYQSCG (SEQ ID NO:
216 - Hp X 5 SR -

[0197] FrRabgliafst - ZIERATAL 2454 VEGF-A 2 CKP &
SRR %1 XCNIMLPYWGCGRDFECLAGCVCQYYQSCG (SEQ ID NO:
361) » Hr X B N-ZFaFH s -

[0198] Fritsbgfimfst » ZIERATAL 2454 VEGF-A 2 CKP &
SRR %] GCNIMLPXWGCGRDFECLAGCVCQYYQSCG (SEQ ID N
O: 362) » Hrf X SliBfFlghal - frHEEEEHGT - ZIERINAE L& 5
VEGF-A > CKP & % GCNIMLPXWGCGRDFECLAGCVCQYY
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QSCG (SEQ ID NO: 362)» Hrft X Fy 3 4- g -L-RNHEEE - (7 R E T
s IERIRIEAT 2 454 VEGF-A 2 CKP A& il 751 GCNIMLPXWG
CGRDFECLAGCVCQYYQSCG (SEQ ID NO: 362) » Hf X & 34- &L
RNHEE o AFFREEE T ZIERIRTAAT L &5 VEGF-A 2 CKP &7
W %1 GCNIMLPXWGCGRDFECLAGCVCQYYQSCG (SEQ ID NO:
362) » Hft X By 4-F-L-ANHEEE o AEFEEEE YT o sZIERIARTAAE 245
2y VEGF-A 2 CKP @&l 551 GCNIMLPXWGCGRDFECLAGCVCQ
YYQSCG (SEQ ID NO: 362) » Hrft X /& 3-FA-CI-L-% s o {F s
Hafilth - sZIERIRIFAE 2 454 VEGF-A 2 CKP gl & A% 751 GCNIMLP
XWGCGRDFECLAGCVCQYYQSCG (SEQ ID NO: 362) » Hrft X & 20t
TEMANH )-L- N Rl - AF g pd - ZIERIATAE 2 &5 VEGF-A 2
CKP & % 551 GCNIMLPXWGCGRDFECLAGCVCQYYQSCG (SEQ
ID NO: 362) » Hrr X BMEnEfE(NH f)-L- 4 fefi% -

[0199) frRItEegimpit » s IERATFAL 2454 VEGF-A 2 CKP £
SIS FE%1] GCNIXLPFWGCGRDFECLAGCVCQYYQSCG (SEQ ID NO:
218) > Hrf X B IF AR

[0200] frRItEegsf » s IERAATFAE 2454 VEGF-A 2 CKP £
SRS FE%1] GCNIMLPFXGCGRDFECLAGCVCQYYQSCG (SEQ ID NO:
219) » Hrr X By 1-Z5 AN -

(0201 frRItEegsii » s IERAATFAE 2454 VEGF-A 2 CKP £
SRS FE%1] GCNIMLPFXGCGRDFECLAGCVCQYYQSCG (SEQ ID NO:
219) » Hrr X By 2-Z RN -

[0202] frItEegimpit » s IERITFAL 2454 VEGF-A 2 CKP £
SIS FE%1] XCNIMLPFWGCGRDFECLAGCVCQYYQSCG (SEQ ID NO:
221) » Hrr X K5 PEGe-JNEL H Rl

[0203] frRabgjifsf - ZIER AL 245G VEGF-A 2 CKP &
SIS FE%1] GCNIXLPY WGCGRDFECMSDCICQY YQSCG (SEQ ID NO:
365) » Hrf X B TF G o

(0204 frItEegympit » s IERATFAL 2454 VEGF-A 2 CKP £
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SIS FE%1] GCNIXLPFWGCGRDFECMSDCICQYYQSCG (SEQ ID NO:
144) » Hf1 X BTE AR -

[0205] frIteegimpit » s IERITFAL 2454 VEGF-A 2 CKP £
SR Y] GCNIXLPFWGCGRDFECVSQCICQYYQSCG (SEQ ID NO:
145) » Hr X B TE A R -

[0206] frRItEegfmpit » s IERITFAL 2454 VEGF-A 2 CKP £
% Wit 7% FF %)) GCNIX,LPFWGCGRDF-D/E-CVS-N/K/X,.CICQYYQSCG
(SEQ ID NO: 540) » Eorfr X By TE H el H Xo By Sl - Ar g hamp -
ZJE R AT 24 & VEGF-A 2 CKP & & W k& % Fr 7
GCNIXLPFWGCGRDFECVSKCICQYYQSCG (SEQ ID NO: 545)» Hrfi X 5
TEARERE o AERREEE G RIERINAAE 2457 VEGF-A 2 CKP G514
W% FE %1 GCNIX, LPFWGCGRDFECVSX,CICQYYQSCG (SEQ ID NO:
546) » Hrt Xy BTEAHEE B Xo By SRl » AT R g a i - ZIER AT
2 4 & VEGF-A ¥ CKP A& & W & B F %
GCNIX ,LPFWGCGRDF-N/K/X,-CVS-D/E-CICQYYQSCG (SEQ ID NO:
541) » Hrf X By 1E A Rl 0 Xo By SR -

[0207] frItEegimpit » IERITFAL 2454 VEGF-A 2 CKP £
S P51 GCNIXLPFWGCGRDFKCVS-D/E-CICQYYQSCG (SEQ ID
NO: 561 » fEASCHF X BIEAREE o frHSEEHipIT - ZIERADTAAE 24
2y VEGF-A 2 CKP & &lis 5 CNIXLPFWGCGRDFKCVSDCICQYY
QSCG (SEQ ID NO: 562 » fE A X BIEARERE o {r3-EE ]+ -
JERSRIFAE 2 454 VEGF-A 2 CKP A&l 75 CNIXLPFWGCGRDF
KCVSECICQYYQSCG (SEQ ID NO: 563 » {EASCHt X B IF AR o F%:
eE G ZIERIRTAE 2450 VEGF-A 2 CKP & & k&L 751 GCNI
X, LPFWGCGRDFX,CVS-D/E-CICQYYQSCG (SEQ ID NO: 564 » (AL
T X R IE AR B X0 Ry SR - A e E i h - ZIERARTAE 2455 V
EGF-A - CKP &% 51 GCNIX , LPFWGCGRDFX,CVSDCICQYYQ
SCG (SEQ ID NO: 565 » {EASC Xy B IEARAR 0 Xy RSl - r5kit
EHEG » ZIERINTFAE 2454 VEGF-A 2 CKP & & g 51 GCNIX,
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LPFWGCGRDFX,CVSECICQYYQSCG (SEQ ID NO: 566 » {EA L X,
Ry IE AR H Xy B S R% -

[0208) FrItsbgimilf » ZIERIATAE 2455 VEGF-A 2 CKP &
SR FEY] GCNIXLPYWGCGRDFECMEQCICQYYQSCG (SEQ ID NO:
146) » Hr X Sy1E Al -

[0209) FrIsegmfi » ZIERIATAE 2455 VEGF-A 2 CKP &
S Wi E B 5] GCNIX,LPYWGCGRDF-D/E-CME-N/K/X,.CICQYYQSCG
(SEQ ID NO: 538) » Horft X B 1F AR E B Xo By SRl o fe g G
Z JE R ARTFF 2 & & VEGF-A ~ CKP & & kg 7% % 7 %
GCNIXLPYWGCGRDFECMEKCICQYYQSCG (SEQ ID NO: 543) » Hirft X
RyIE AR o AT FREEF G » ZIERRIAAE 245G VEGF-A 2 CKP &7
Wi E:EE %1 GONIX, LPYWGCGRDFECMEX,CICQYYQSCG (SEQ ID NO:
544) > Hrr Xy Bk AR B Xo R SRl -

[0210] FEIEegmfi » ZIERIATAE 2455 VEGF-A 2 CKP &
SR FEY] GCNIX,LPYWGCGRDF-N/K/X,-CME-D/E.CICQYYQSCG
(SEQ ID NO: 539)» Hrft X, B 1E A ik H Xo B SRl o - 3R g w5
2 JERIRTFAE 2 454 VEGF-A 2 CKP Al & EEE 7% GCNIXLPYWGCGR
DFKCME-D/E-CICQYYQSCG (SEQ ID NO: 555) » Horft X &TF (bl -
{EFEFTEH T > ZIERATAL Z &5 & VEGF-A 2 CKP B& kA g5 G
CNIXLPYWGCGRDFKCMEDCICQYYQSCG (SEQ ID NO: 556) » £ X
RyIE AR o AT FREEF G » ZIERRIAAE 245G VEGF-A 2 CKP &7
HiEEs %1 GCNIXLPY WGCGRDFKCMEECICQYYQSCG (SEQ ID NO:
557) > Harf X BIEERE - (EREE B o IR RTTAE 2 45 VEGF-
A 2 CKP A& EEE 7% GCNIX,LPYWGCGRDFX,CME-D/E-CICQYYQ
SCG (SEQ ID NO: 558) » Hrr X, BT H Rk H Xo Fs SRk o (IR E i
[l e RIRTEAE 2 & s VEGE-A 2 CKP & & i Hi8 751 GONIX,LPY
WGCGRDFX,CMEDCICQYYQSCG (SEQ ID NO: 559)» Erfr X, & TF A
% H Xy R SHEls o fEFREFHET » ZIERAFAL 2455 VEGF-A 2 CK

1S B %1 GCNIX, LPY WGCGRDFX,CMEECICQYYQSCG (SEQ 1
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D NO: 560) » Hr X BIFE ARz H X 5B -

(0211  frItEegjmpit » IERAFAE 2454 VEGF-A 2 CKP £
SHERIE S GCDVX,QPYWGCGPDI-D/E-CLS-N/K/X,-CICHWYNSCG
(SEQ ID NO: 534) Hrt X, B1E AN B Xo By SRl o fF R F i o
ZIERIRTTAE 2 454 VEGF-A 2~ CKP A&kl F51 GCDVXQPYWGCG
PDIDCLSKCICHWYNSCG (SEQ ID NO: 536) Erft X & 1F [l - {5
SeE NG IR RIATAE 2450 VEGF-A 2 CKP @ &Rkl 7Y GCDV
X 1QPYWGCGPDIDCLSX,CICHWYNSCG (SEQ ID NO: 537) » Hrf X,
FTE AR B X0 Ry Sl o AT E ] - ZIERINFAE 2 &5 VEGF-
A 2 CKP &% %1 GCDVX,QPY WGCGPDI-N/K/X,-CLS-D/E-CICH
WYNSCG (SEQ ID NO: 535) » Het Xy BIEARZEEH Xo 5 SRl o F3
SeE NG IR RIATAE 2450 VEGF-A 2 CKP @ &Rkl 7Y GCDV
XQPYWGCGPDIDCLSNCICHWYNSCG (SEQ ID NO: 224) » Hrfi X &1F
F Nl - AFFEEET P - ZIFRIATAE 245G VEGF-A 2 CKP A5 Hg A
%] GCDVXQPYWGCGPDIKCLS-D/E-CICHWYNSCG (SEQ ID NO:
549) » Hop X B IEA N - AP Ed T - ZIERIAGFAE 245G VEGF-
A 2 CKP & &5 7% GCDVXQPYWGCGPDIKCLSDCICHWYNSCG
(SEQ ID NO: 550) » Hrt X &E RS o AR E 0T - ZIERINFTE
%54 VEGF-A 2 CKP A&l 5 GCDVXQPYWGCGPDIKCLSECI
CHWYNSCG (SEQ ID NO: 551)» Hrft X By 1F SR o £ LT T
L IERIRIFAE Z &4 VEGF-A 2 CKP A5 FiiE 751 GCDVX,QPYWGC
GPDIX,CLS-D/E-CICHWYNSCG (SEQ ID NO: 552)» Hrft X, & 1F [ l#i
H Xo B SNl - APl - ZIERATAE 245G VEGF-A 2 CKP
SRS FES] GCDVX,QPYWGCGPDIX,CLSDCICHWYNSCG (SEQ 1
D NO: 553) » Hit X, BIEAREEH X, /SR o AR Ehd+ » ZIE
RERTFAT.Z 454 VEGF-A 2 CKP G & R4 5%1] GCDVX ,QPYWGCGPDI
X,CLSECICHWYNSCG (SEQ ID NO: 554) » Hrf X, BIEAIEEE X5
SRt -

[0212] frRItEegimpit » IERIFAE 2454 VEGF-A 2 CKP £
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GhREFENE Y] GCNIMLXFWGCGRDFECLAGCVCQYYQSCG (SEQ ID N

O: 413) » Hft X By y- A HRE-L-HiHes o (F e E i » sZIERIARTEAEZ
%54 VEGF-A 2 CKP /A &fidilg FE%1] GCNIMLXFWGCGRDFECLAGCVC
QYYQSCG (SEQ ID NO: 413) » Hrft X B y-(4-%- S HEL)-L-Filpals - 47
HELE Gt ZIERAFAE 2458 VEGF-A 2 CKP B a5 GC
NIMLXFWGCGRDFECLAGCVCQYYQSCG (SEQ ID NO: 413) > Ht X
Ky 4-OH-L-Hiife it - feF-se Gl - s2IERIRTEAT 2455 VEGF-A 2 CK

A EEEFS] GCNIMLXFWGCGRDFECLAGCVCQYYQSCG (SEQ 1
D NO: 413)» Hrt X By 4-5-L-Hififals o (AR E 0T - ZIERINTFAEZ
%54 VEGF-A 2 CKP A& fidtis Fe%1] GCNIMLXFWGCGRDFECLAGCVC
QYYQSCG (SEQ ID NO: 413) » Hrt X £y 4-[4-( =5 FF ) 4 AL -L-Hfif
it o

[0213] Frfabgglimfi|t - ZIERATAL 2454 VEGF-A 2 CKP &
SRR E %] GCNIMLPYXGCGRDFECLAGCVCQYYQSCG (SEQ ID N
O: 417)» Hrft X £ N-FRRNS| L o fERRELE i (i) - ZIER AP 2 65
EGF-A - CKP & &Rk FF%1] GCNIMLPY XGCGRDFECLAGCVCQYYQS
CG (SEQ ID NO: 417) » Hrr X By N-2F05(IVE o R E 5] > 32 IER
SRIFAE 2 454 VEGE-A 2 CKP A&k %] GCNIMLPY XGCGRDFEC
LAGCVCQYYQSCG (SEQ ID NO: 417) » Hrft X & N-FL Lm0k o fFH:
BN G ZIERIRTTAE 245 VEGF-A 2 CKP & &L 51 GCNI
MLPYXGCGRDFECLAGCVCQYYQSCG (SEQ ID NO: 417)  Efi X &5
- [ -

[0214] FERebglafih - ZIERIARGTAL 2454 VEGF-A 2 CKP &
RS 51 GCNIMLPYWGCGRDXECLAGCVCQYYQSCG (SED ID N
O: 419) » Hrt X By 4-HE-L-EK NG o (e u i - ZIERINTEE
454 VEGF-A 2 CKP A& HkE %] GCNIMLPY WGCGRDXECLAGC
VCQYYQSCG (SED ID NO: 419) > Hirft X By 2-Z5F0-L-NFils o {7 Feebes
KEf > ZIERIRIFATE 2 457 VEGF-A 2 CKP Al & iz 75 GCNIMLP
YWGCGRDXECLAGCVCQYYQSCG (SED ID NO: 419) » Hrt X & -1
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IRFS- N Rl - AEFREEE G - ZIERIAE 245G VEGF-A 2 CKP &
SRS %] GCNIMLPY WGCGRDXECLAGCVCQYYQSCG (SED ID N
O: 419) > Hrt X B 4 A-Pieii-L-NHa % o R F G » IR Z
44 VEGF-A 2 CKP A1& ik 5251 GCNIMLPY WGCGRDXECLAGCVC
QYYQSCG (SED ID NO: 419) > Hirft X 5 3-(3-HIHEL)-L-PAfihs » {0
T ZIERIATFAE 2 454 VEGF-A 2 CKP A5 ksl 51 GCNIML
PYWGCGRDXECLAGCVCQYYQSCG (SED ID NO: 419)» Hrft X A 3-(2
-SRI )-L- N i o AT FREEE G o IR T 245G VEGF-A 2 C

A1 & RS 5 GCNIMLPYWGCGRDXECLAGCVCQYYQSCG (SED
ID NO: 419) » Hrpr X By 3-(2-MELEES)-L-NHE s - AF R\ hafd - sz Ik
FARIFAE 2 454 VEGF-A 2 CKP A& i 75| GCNIMLPY WGCGRDX
ECLAGCVCQYYQSCG (SED ID NO: 419) » Hrft X A 4-HIEC2- Ik
R - AEFREEF AT » ZIFERIRIAAE 245G VEGF-A 2 CKP &5 1R
7% GCNIMLPYWGCGRDXECLAGCVCQYYQSCG (SED ID NO: 41
9) » Hrf X Fy 4-ZF8-2-MEWER-L- Nl o AT TS E R - 32IERITEAE
24t VEGF-A 2 CKP A4l 2] GCNIMLPY WGCGRDXECLAGC
VCQYYQSCG (SED ID NO: 419) » Horft X 58 -1 - fichts - {F Fats
i ZIERIAIFAE 2 454 VEGF-A 2 CKP Al &Rk 51 GCNIML
PYWGCGRDXECLAGCVCQYYQSCG (SED ID NO: 419)> Hrft X B4
WEIY-L-NHElE o AEFREEF M - 3IERIRA(E 2455 VEGF-A 2 CKP
&R %] GCNIMLPYWGCGRDXECLAGCVCQYYQSCG (SED ID
NO: 419) » Hrt X B 3-(3-FsIfEL)-L-pNHhs -

[0215) {EECELEaft - IERATAL 2455 VEGF-A 2 CKP &
SRS F%] GCNIMLPYWGCGRDFECXAGCVCQYYQSCG (SEQ ID N
O: 420) > Hrr X 5258 =T R-L-WNH L (JNRE By - IS H ) - (rFee s
TGt > BZIERINGAAE 24575 VEGF-A 2 CKP G135 Fe51] GCNIMLP
YWGCGRDFECXAGCVCQYYQSCG (SEQ ID NO: 420) » i X & 3-B2
THR-L-NHElE - AR F AR o ZIERIATAE 2455 VEGF-A 2 CKP
&R %] GCNIMLPYWGCGRDFECXAGCVCQYYQSCG (SEQ ID
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NO: 420) » Etft X B 3-BAFE-L- RS - (EERESEEHEHI T - IR TT
1E 2 %54 VEGF-A 2 CKP A1 HiE s 7% GCNIMLPYWGCGRDFECXAG
CVCQYYQSCG (SEQ ID NO: 420) » Erf1 X 1 5,5,5-=4fi-L- (9 B -

[0216] FrIsbg il » ZIERIRTAE 2455 VEGF-A 2 CKP &
SR FEY] GCNIMLPYWGCGRDFECLAGCXCQYYQSCG (SEQ ID N
O: 426) Hrfi X B L= AR - LR E il ZIER AL 2565
VEGF-A > CKP f1& 5% GCNIMLPY WGCGRDFECLAGCXCQYY
QSCG (SEQ ID NO: 426)» Hrft X Fy25 =T F&-L- N Helk (Ve By - R
HH) o EFEFETEHT  ZIERARIAA{E 245G VEGF-A 2 CKP E5 k7
i 25| GCNIMLPYWGCGRDFECLAGCXCQYYQSCG (SEQ ID NO: 4
26) » Hrt X By L-ERICKE H R « (R Fha M - ZIERADIAAE 2658
EGF-A - CKP &} 5B %] GCNIMLPYWGCGRDFECLAGCXCQYYQ
SCG (SEQ ID NO: 426) Hrt X By 3-BR [ JE-L- NHER% AT L i -
2 ERIRIFAE 2 454 VEGF-A 2 CKP A& His %] GCNIMLPYWGCG
RDFECLAGCXCQYYQSCG (SEQ ID NO: 426) » Hirft X A L-B3 T H-L-
R - AFFREEEET » ZIERARTAAE 245G VEGF-A 2 CKP L5 ik
2% GCNIMLPYWGCGRDFECLAGCXCQYYQSCG (SEQ ID NO: 42
6) > Hrft X By 3-FR T E-L-NHEl% o fEIREe gl - ZIERATAT 2655
VEGF-A = CKP &5 474 GCNIMLPYWGCGRDFECLAGCXCQYY
QSCG (SEQ ID NO: 426) » 1 X 1 5,5,5- = 45i-L- 1 B -

[0217) FEIEegmfih » ZIERIATAE 2455 VEGF-A 2 CKP &
Sl Y] GCNIMLPYWGCGRDFECLAGCVCQXYQSCG (SEQ ID N
O: 428) » Hrft X By 2-MENERH  fEFREEEHET » ZIFRRIAE LS
GF-A > CKP &} FlE 7% GCNIMLPY WGCGRDFECLAGCVCQXYQS
CG (SEQ ID NO: 428)> Hrr X £y 3,4-F8FL-L- A A Rt o A7 IFEL B {5 h -
L IERIRIFAE 2 454 VEGF-A 2 CKP A& His 2% GCNIMLPYWGCG
RDFECLAGCVCQXYQSCG (SEQ ID NO: 428) » Hrft X B 3,4-55 6P
B o FEFEEE G  ZIERIAAE 2455 VEGF-A 2 CKP &3 Ly
%] GCNIMLPYWGCGRDFECLAGCVCQXYQSCG (SEQ ID NO: 428) s
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X By 3-35,4-OH-L-A A Bl -

[0218) FrItsbgimilf » ZIERIATAE 2455 VEGF-A 2 CKP &
SRS RS GCNIMLPYWGCGRDFECLAGCVCQYXQSCG (SEQ ID N
O: 430) » Hrft X By 2-%-L-fighult o fEFREEHAIT » ZIERIAAE L4
£ VEGF-A 7 CKP 1475 GCNIMLPYWGCGRDFECLAGCVCQ
YXQSCG (SEQ ID NO: 430) » Hrft X £ 2-FHRE-L-Fghi - £ R g ]
b s S IERIRTEAE 2 454 VEGF-A 2 CKP B &kl FR%] GCNIMLPYWG
CGRDFECLAGCVCQYXQSCG (SEQ ID NO: 430) » Hift X & 2- /%L
FsRz i e 4-(Z5-1-f)-L- N % -

[0219) FEIEeg il » ZIERIRTAE 2455 VEGF-A 2 CKP &
SRS RS GCNIMLPY WGCGRDFECLAGCVCQYYQSCX (SEQ ID NO:
432) » Hrp X 5y D-43Hl% ~ L-B-rma5ia i ~ L-B-NHEl% ~ N-o-FFEH R
AR e L = BE B < T g ~ s A R ImE b BR B 2 TR ~ #80%
R G AR T B2 EE & TR RS H e i s kg -

[0220] FEICEeg il » ZIERIRTAE 2455 VEGF-A 2 CKP &
SRS RS GCNIXQPY WGCGRDFECMEQCICQYYQSCG (SEQ ID NO:
436) » Hrpt X Sy IE A4 -

[0221] FEIReegE il » ZIERIRTAE 2455 VEGF-A 2 CKP &
S EEg FE51] GCNIX, LPY WGCGRDFECX,EQCICQYYQSCG (SEQ ID NO:
437) o AEFLEEF T X ke Xo By R EIS ER 2R R B o A FR e B e (5] h
X1 fe Xo B R EIIER AR o AT E M - Xk Xo B IE AR -
{EFECE T > X0 BIE AR 0 Xo By 3-B8 T &-L- N HE% -

[0222] FEXsegimfih » ZIERIATAE 2455 VEGF-A 2 CKP &
SRS RS GCNIXLPY WGCGRDFECLEQCICQYYQSCG (SEQ ID NO:
438) » Hrt X Sy IE A4 -

[0223] {ERREbEHEfT - ZIERIATAT 2457 VEGF-A 2 CKP £
Sl GCNIX,LPYWGCGRDFECX,EQCX;5CQYYQSCG (SEQ ID
NO: 439) o fEFEFHEH > Xy ~ Xo /30 X AAHEINVIER 28R  E3E
EE T > X~ Xo Jo/BE XA BAHEINYIER 28R . o AR IREeE w5
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XimE AREEE - Xom 3-B2 T A-L-NRaBE - H X BER T A-L-TH gl - 1%
e o Xy B IEANEEE - Xo By 3-BR T R-L-NHelE - H Xo B 3-BRT A
-L- Nl o AFFEEE G o Xy RIEA RN, - Xo By 3-BR T R-L- N
H X5 B 1E Bk

[0224] {RHCALEraf » B2IERAFAE 2455 VEGF-A 2 CKP &
SRR Y] CNIX,QPYWGCGRDFECX,EQCX;CQYYQSCG (SEQ ID
NO: 440) - {FEEEE G » Xy~ Xo /3 X BRI IERIARGEEE o /15
EEE AT X~ Xo K/86 X A B AN IR R AN R, « A FREe F i -
XimE AREEE - Xom 3-B2 T A-L-NRaBE - H X BER T A-L-TH gl - 1%
e o Xy B IEANEEE - Xo By 3-BR T R-L-NHelE - H Xo B 3-BRT A
-L-N Rl

[0225] FEfabglimfs|t » SZIERIARTFAL 2454 VEGF-A 2 CKP &
SR Y1) GCNILLPYWGCGRDFECXEQCICQYYQSCG (SEQ ID NO:
441) » Hrr X By 3-B3 T ARG-L-NHZBAEEE = T A-L- R B (O By L TG
HRzEL) -

[0226] FERsbglimfst » ZIERIRTFAL 245 VEGF-A 2 CKP &
Sl HER RS GONILLPYWGCGRDFECMEQCXCQYYQSCG (SEQ ID NO:
442) » Hrp X BB T R-L-H Rl 3-8 T AA-L- N el -

[0227] FERbgliaft - ZIERIARTFAL 2454 VEGF-A 2 CKP &
Ghr RGPS X1CNIX,LPYWGCGRDFECMEQCICQYYQSCX; (SEQ ID
NO: 443) - {FEEEE G » Xy~ Xo /3 X5 BRI IERARGEEE o /15
EEE AT X~ Xo K/86 X A B AN IR R AN R, « A FREe F i -
X1 By N-Z R H % > Xo BIEARENE - B X5 B H B EEhz -

[0228] FEfubglimfs|h » SZIERIRTFAL 2 &5 VEGF-A 2 CKP &
GRS Y1 X1CNILLPYWGCGRDFECMEQCICQYYQSCX,; (SEQ ID NO:
444) - fEFERFHA G - X0 S Xo B AH EIRVIERZARERS B « (7 FL A i (o]
Xk Xy By REINIRR AR R, » AR EHa i+ » Xo & N-ZEgAS H i
H Xo By H Haighe -

[0229] FEfubglimfs|h » ZIERIARGFAL 2 &5 VEGF-A 2 CKP &
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2B 5% FE 51 X CNILQPY WGCGRDFECMEQCICQYYQSCX, (SEQ ID
NO: 445) - {FFREEFHHF » Xk X SAARINIERAREEE - /RS E i
R > Xy ke Xo B AN REIRIERZAEHEE, - fE3REeF i h - X By N-Afi
Rzl H Xo By HHefiHe -

[0230] Frdtabgrimfih » ZIERAGFAL 2454 VEGF-A 2 CKP &
s RS X,CNILQPY WGCGRDFECLEQCICQY YQSCX; (SEQ ID NO:
446) o {1 FECE N - Xy Fe Xo By ME RIRYIER MG S0 « AE TR E s
X1 J Xo B N RIIER 28 50 « AEFREF R - XA N- AR H
H X By Hefbighes

[0231] (R fT » IERATAE 2455 VEGF-A 2 CKP &
2R % GCDVLQPY WGCGPDIDCXSNCICHW YNSCG (SEQ ID NO:
447) » Hrp X By 3-BR T R-L-NHZ IS = T 7-L- N R (L-3r R H R
i) -

[0232] {EECELEfafst - BIERARTAL 2455 VEGF-A 2 CKP &
EfE R % GCDVLQPY WGCGPDIDCLSNCXCHWYNSCG (SEQ ID NO:
448) » Hrr X GBR T R-L-H % -

[0233] {EECELEfaft - BIERARTAL 2457 VEGF-A 2 CKP &
RIS %] GCDVX,QPYWGCGPDIDCX,SNC2X;CHWYNSCG (SEQ ID
NO: 449) - {FEEEE G » Xo ~ Xo /3 X5 BRI IER ARG EEE o /15
EeE AT > X~ Xo K/8E XA B AR [EIVIE R AANG R « fEFREe E T o] -
X IE A REEE » Xo By 3-B2 T 0-L-Nials - H Xs BB T AR-L-HHglg - (£3k
EeEha T o Xo B IE ARl - XoFy 3- 3R T A-L-NRelk - B Xo By 3-BR T
-L-N R -

[0234] {EEELETEK1T - ZIERATAE 2455 VEGF-A 2 CKP &
R FE5] GCDVLQPYWGCGPDIDCX,; SNC2X,CHWYNSCG (SEQ ID
NO: 450) o fEFEEEEHTH » X ke Xo B RINVIERIAREERE - (A EEE T
R X B Xo By AR IER 2 M S0 - AT FREEE G X0 & 3-B2 T A6-L-
WHERE » B Xo BER T AS-L-HHels - AR E e - Xo 5 3-3 T A-L-N
Wl » H Xo By 3-B T RE-L-PNRE% -
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[0235] FEfsbgliaf|h » ZIERIRTFAL 2454 VEGF-A 2 CKP &
SHE R %] X, CDVLQPYWGCGPDIDCX,SNC2X;CHWYNSCX, (SEQ
ID NO: 451) » {FFEEFJHHTH » Xy~ Xy ~ Xs /86 Xy BRI IR 2R R
B% o AFFEEERaGI o Xo ~ Xo ~ Xs R/EC XA BHEEINFER AN ARE - {7
FREEE A X By N-ABRFH 0L » Xo By 3-B2 T J-L- MRk - Xs R
THR-L-HHals - B X R H el o AR i » X0 B AR H .
Xo BB T H-L- Rk » Xo BB T O-L-WNHe % » H X Ry H Ralghs -

[0236] FERsbgliafs|h - ZIERIARTFAL 245 VEGF-A 2 CKP &
SHE RS RS X CDVX,QPYWGCGPDIDCLSNCICHWYNSCX: (SEQ ID
NO: 452) « {FEEEE G » Xy~ Xo /3 X5 BRI IER ARG EEE o /15
EEE AT X~ Xo K/86 X A B AN IR R AN R, « A FREe F i -
X1 By N-ZBaib H R o Xo BIE ARG » B Xs A HREERE -

[0237] FERebgliafih - ZIERIARGAL 2454 VEGF-A 2 CKP &
B FE I FE 51 X,CDVLQPYWGCGPDIDCLSNCICHWYNSCX, (SEQ ID
NO: 453) - fFFEEFHHF » Xk Xo SAARINIER ARG EE, - /- E i
B Xk Xo B R EIYIERIARGEEE - (R ETEPIF - X N-LFE
HHElE B Xo R H Hafghe -

[0238) FrHELEhafih - 3% 455 VEGF-A ZIERIRTAAT 2 HithE
ME4EHL(CKPYY C Rin&EafEE 08 E ) - f£FREE A+ > Z 4 S
VEGF-A ZIERINEAT 2 BEHEIEASIR(CKP)TY N Rim&E (B af(EE &L £ i) ©
FEREC BRI H > 3% 45 S VEGF-A 2 JERIRTAHE 2 R4S (CKP)TY C
A fe N AR B &K (B af(EE A0 EE Ef ) - EHELE Rl % 71455 VEGE-A
L IERINFAE < BERERESSHR(CKP)HY C ARl RSB (L o AR i
iZ A4ty VEGF-A 2 IERIRIAAE Z W BEASHR(CKP)RY C Rl A AL AL B
{EH#Z A4S & VEGF-A 2 JERIRTAAT < BEHE B4 IR (CKP)HY N Rl &

b e T E R 3% 1T 45 & VEGF-A 2 IERIARTAAE 2 Bihi L 45K (CKP)
1y C R A& L HZ 45 & VEGF-A 2 IERIAAAE < WL 451K
(CKP)IY N Rz & LEgAL -

R R
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[0239] FEfsbgimp g » A prdft 2 JERATIE 266
VEGF-A ~ CKP W45t EARE WT EETI-IL 25 » JRE] » AER WT
EETI-IT fif4 > C1-C4 ~ C2-C5 J C3-C6 i st =ny iR s s o frit
EeEiEph o AR TR 2 IR AT 245 VEGF-A Z CKP BEH
C1-C4~C2-C3 . C5-C6 2 T fit iz - W W E R IRFAAE < & VEGF-A
< CKP 1y i Reny 7 A BRI e G A SRR AR 2 &5
VEGF-A 2 CKP #1 VEGF-A Z# &Py &5iH5 - il R A L
FE S BT 2 H /K B LR & i E RS ~ 40 Sampoli Z2 A, (2000) Proteins
Struct Funct Gen. 40, 168-174 Pl 45 RS E S -

[0240] FrRdbggfimfi] » ZIERATAL 2454 VEGF-A 2 CKP B
HEDEI10% ~ 2/ DE] 15% ~ /045 20% ~ /0] 25% ~ £/0430% ~ &
DEY35% ~ /DE]40% ~ /DL 45%E R /DE 50% 2 o BETESE 0 BIRRIT
TR LA < R  #0l&] - (R E TP - ZIERIAAAT 2 &5 VEGF-A
< CKP &2/ 7l ~ /0 8 fli ~ /0 9 {iE ~ £/ 10 {l# ~ £/ 11 i ~ 27D
12 ~ /0 13 6] ~ 270 14 (] ~ 2015 (if ~ 270 16 fii] ~ 270 17 iz /)
18 il BB 6 o BRIE » {F FEE E T - Z IR R IR 2 &5 VEGF-A
< CKP H45 C1-C4 ~ C2-C3 k. C5-C6 ~ _Migiidps ;o /0% 10% ~ /D4y
15% ~ /D& 20% ~ 2/0%) 25% ~ 2704y 30% ~ /D& 35% ~ 2/D%) 40% -
Z/DEAS%EE/DEY 50%. 2 o SR fiE o BRI HE B IR oT #i & -
FEFLEEE A - A& R A8 — &P E(CD)~ it E251(ORD) i HR(NMR) ~
FEF RN AT IR RN < &5 VEGF-A 2 CKP Bl VEGF-A G &Y
LA ~ fETb o g R LR 8 i s T & H /KR L1 8 B R Ak
HEZIERINTAAE < &5 VEGF-A 2 CKP 1Y a BRjjg i e

[0241] FEFsbgrimp » A prdft 2 JERATIE 268G
VEGF-A ~ CKP B1%5 __JERINTAAE 2455 VEGF-A 2 CKP Eiftahiss
VEGF-A » Hfr 25 484hiE 1 3% _IFRIRTAATE L4575 VEGF-A 2 CKP
B2 1 L1 > HA S L] NIMLPEWG (SEQ ID NO: 33) 5 12 » HA%
Hi R BE Fe%1 KQDSD (SEQ ID NO: 93) 5 L3 » HAEIEHAREFFY LAG 5 L4 -
HETARE V kLS HESAE Y] QYYQS (SEQ ID NO: 45) - 11

C200069PBX20221129C.pdf 87

105130077 FEHESE A0202 1113306446-0



1799366

FEF R A it 2 SERAATAE 2 & VEGF-A 2 CKP B
JERINAAL 2 455 VEGF-A 2 CKP B 457 VEGF-A » HrpiZ 55 " IERA
F £ 2 & & VEGF-A ~ CKP A & i = B F 5l
GCNIMLPFWGCKQDSDCLAGCVCQYYQSCG (SEQ ID NO: 52) -

[0242] fR3LALgjm i h » RSP Tt 2 FF R 265G
VEGF-A 2 CKP 45 VEGF-A [ —JERIRTFAT 2454 VEGF-A 2 CKP
Fréhe < Fl—HiEAE R » HP BB 22asiE 1 25 _JERINH L2485
VEGF-A > CKP /& & 1 L1 » Ha &g 551 NIMLPFWG (SEQ ID NO: 33);
L2 » HAEHAEREFPA KQDSD (SEQ ID NO: 93) 5 L3 » HAaL & ki e
LAG: L4 HAa ks Vi & LS HasiaiisF%] QYYQS (SEQ ID NO:
45) - {EFEEEHEWIF » AR AT 2 JERIA AT 2 &5 VEGF-A 2 CKP
&htr VEGF-A FHE __JERATAE L 455 VEGF-A 2 CKP gt 2 [F—Hi
JFUAE RS » HZ e IR RINAAE < &5 VEGE-A 2 CKP Gl ol Al 71
GCNIMLPFWGCKQDSDCLAGCVCQYYQSCG (SEQ ID NO: 52) ©

[0243] FrRRsbgfmpid » A At 2 JER A 2 454 VEGF-A
7 CKP B1% JERIRIFAT 2 454 VEGF-A 2 CKP i F454 VEGF-A >
2R 1 325 44 VEGF-A 2 CKP &% 1 L1 » HA AHQFQ@Q
%1 NIMLPFWG (SEQ ID NO: 33): L2 Ha 2 HL#s £ 51 GRDFE (SEQ ID
NO: 97) : L3 » SRR LAG s L4 > HEESEHE V: K LS » &

Aﬁézﬁ%@a}fﬁﬂ QYYQS (SEQ ID NO: 45) - {EFEEF il » AT
it > JERIRTEAE 2 45 VEGF-A 2 CKP Bil%E JERIRIEAL 2 & & VEGF-A
< CKP #if4f ¢ VEGF-A » HrfaZss IR RINAAE L& E VEGF-A 2 CKP
BE Bk FEY] GCNIMLPFWGCGRDFECLAGCVCQYYQSCG (SEQ ID
NO: 102) -

[0244] FEFsbgimpl » At 2 JER AT 2 &S
VEGF-A 2 CKP 454 VEGF-A 15 —JERIRTFAL 2454 VEGF-A 2 CKP
Frélic Z[A—PuFE A » 2B 2080H 1 3% IR R 245G
VEGF-A > CKP /& & 1 L1 » Ha &g 551 NIMLPFWG (SEQ ID NO: 33);
L2 » HAEEkREEE % GRDFE (SEQ ID NO: 97) 5 L3 » HAa &k ilE e
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LAG: L4 > HAE SIS Vi K LS Ea skt Fy] QY YQS (SEQ ID NO:
45) - 1L %ﬁb M’ﬂ s AR 2 FRRAATAAE 2 &5 VEGF-A 2 CKP
&ty VEGF-A FHEE IR RINAAE 2454 VEGF-A 2 CKP fifghi & 2 [A—41
e HiZ s IERINTAE 2 &5 & VEGE-A 2 CKP B8 =L |
GCNIMLPFWGCGRDFECLAGCVCQYYQSCG (SEQ ID NO: 102) ¢

[0245] frdteggimplh - A ATt 2 R AT 265G
VEGF-A 2 CKP B1ZE _JERIRTAAE 2 &5 VEGF-A 2 CKP Jif4h&
VEGF-A » Hp B 20aifi 1> 5% IR RINPAE 245 VEGF-A 2 CKP
A4 L1 > HaakreFy | DVMQPYWG (SEQ ID NO: 35) : L2 » Has
HirEl% P51 KQDSD (SEQ ID NO: 93) ; L3 » H/Aa S HkiE % LAG : L4
His Vs K L5 HAaakis e HWYNS (SEQ ID NO: 46) « {1
e ASC PRt 2 JERINFAAE 2 &5 VEGF-A 2 CKP B2
3&3&%@@22 VEGF-A 2 CKP 47 VEGF-A » Hraz s —IERA
F 1f 2 & & VEGF-A ~ CKP & & fg X B /F ¥
GCDVMQPYWGCKQDSDCLAGCVCHWYNSCG (SEQ ID NO: 55)

[0246] {rXRsbgg ] » AL prdd it 2 JERARTEAE 2655
VEGF-A > CKP 457 VEGF-A % —JERRTFAE 2 45 VEGF-A 2 CKP
A&t < Bl —PUEAE R - Ep 2B H2REHE 1 %58 IR 2 &S
VEGF-A 2 CKP &% : L1 » A &2y DVMQPYWG (SEQ ID NO:
35); L2 » EA SRS KQDSD (SEQ ID NO: 93) 5 L3 » H/A &k
FPHIILAG ; L4 » A GHEAR Vi R LS » HE Aﬁaﬁéﬁﬁa}fﬁﬂ HWYNS (SEQ
ID NO: 46) » {FFEF (] H » AL ARt 2 JER AT 2 &5 ¢ VEGF-A
= CKP 454 VEGF-A HZE __JERATA(E 2454 VEGF-A 2 CKP fiiéhisa
ZE—PURRE R - A IR RIANTE(T 2 &5 5 VEGF-A 2 CKP .51
HE 5] GCDVMQPY WGCKQDSDCLAGCVCHWYNSCG (SEQ ID NO:
55) o

[0247) fEdEEg el - A ATt 2 R AT 265G
VEGF-A 2 CKP & [ 815 IR RATAAT 2457 VEGF-A 2 CKP Bf45 5
VEGF-A » Hrp 28520408 1 5 457 VEGF-A 2 CKP &% L1

M
= O
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A Sl S DVMQPYWG (SEQ ID NO: 35) L2 » HA S ilg E5 )
GPDID (SEQ ID NO: 118) ; L3 » EAIS Y] LAG ; L4 » Ha skt
BV kL5 HEEHARERY] HWYNS (SEQ ID NO: 46) « {HREC & i (4]
s RSO bRt 2 JER MPAE 2 &5 VEGF-A 2 CKP #3155 —JERIAPAE
&7y VEGF-A 2 CKP 38545y VEGF-A » HirZ 55 IR RINTAE &
VEGF-A Z CKP B2 =5 kB X B OF Al
GCDVMQPYWGCGPDIDCLAGCVCHWYNSCG (SEQ ID NO: 123) o

(0248 frdttugr ] » A ATt 2 R AT 2656
VEGF-A 7 CKP 54 VEGF-A [ “IERIATA (T 2 454 VEGF-A 2 CKP
Fréti o 2 [Fl—HU e A - S BEREHE 1 258 _IFRATF &S
VEGF-A 2 CKP &% : L1 » Ea a5y DVMQPYWG (SEQ ID NO:
35); L2 » HASRE 7% GPDID (SEQ ID NO: 118) ; L3 » H/Aa & ks
FPPILAG ; L4 » HE SRRV & LS » HA aﬁﬁé@a}fﬁﬂ HWYNS (SEQ
ID NO: 46)  {FHEF (] H - AL PR 2 JERIRTA(T 2 &f5¢s VEGF-A
2~ CKP 45& VEGF-A Ml _JERIRIFAE 2 454 VEGF-A 2 CKP fiT4s &
ZE—PURRERS » Az IR RARTE(T 2455 VEGF-A 2 CKP & &l
R % %] GCDVMQPY WGCGPDIDCLAGCVCHWYNSCG (SEQ ID NO:
123) -

[0249) frdEtegg il - A ATt 2 R AT 2656
VEGF-A Z CKP &fi& VEGF-A tha & 2/Db—{E ~ 2/DiE ~ 20 =1 ~ &
DPUME ~ 20T ~ 20N s 20 200U - 200~ 20+
{EE 2 A8 AT S IRAL R 2 BRI A N B U R E RS S V14~ VIS
F17 ~ D19 ~ Y21 ~ Q22 ~ Y25 ~ 146 ~ K48 ~ N62 ~ D63 ~ L66 ~ M81 ~ 183
K84 - P85 ~ H86 ~ Q87 ~ G88 ~ Q89 ~ 191 ~ C104 ~ R105 K P106 o {FHtibgs
Hfg s AR L 2 IER AL 2 455 VEGF-A 2 CKP 45 VEGF-A
B K48 ~ N62 f D63 Z HilFURER: o fFFEEF M » A it
ZIERIRIFAE 2 454 VEGF-A 2 CKP 454 VEGF-A a4 H86 ik
JET o AT T E i (] o > A At 2 IRR AT 2 &5 VEGF-A 2 CKP
&ty VEGF-A a5 Y21 ~ Y25 & P106 2 HUEUREHE: o AR E aff -
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ARt 2 SRR AL 245G VEGF-A 2 CKP &% VEGF-A 85
M81 ~ D19 J Q22 ZHiJFIRES « fEFLEFHEHF - ASCFATE At 2 IER
IRIFAE 2 &5 4 VEGF-A 2 CKP 454 VEGF-A tha15 F17 ~ M81 K2 191 2 #t
JRRES o fEHREE P » ASCf gtk 2 JERIAFAE 2 &G VEGE-A
~ CKP 45 VEGF-A 112 V14 ~ F17 ~ D19 ~ Q22 ~ M81 % 191  Hfi
TEHS AT FECE T - A TR 2 IERINTAAE L &5 VEGF-A 2 CKP
&ty VEGF-A S Q22 K Y25 ZHifFiAER -

(0250 frdtteggfmplh - A ATt 2 R AT 2656
VEGF-A 2 CKP 4% ¢ VEGF-A 8141 VEGF-A §158 G6.31 filt4f & 2 VEGF-A
A R E B U 2 FE(Fuh 25, (2006) J. Biol. Chem. 281, 6625-6631) -
FEFREE RG] - APt 2 JERINAAE 2 & &5 VEGF-A 2 CKP 455
VEGF-A _E#1Flt-1 fit4 &2 VEGF-A Fili e FE s s iy FU R e 5 o 5
Bt o AL TR JERIARTEAE 245G VEGF-A 2 CKP &5
VEGF-A |81 H(RERPIAT4S & 2 VEGF-A HilF R e E AR
;_%; o

ZOEEFFE

[0251] frECaeggpmfpf - 7] T Rppkés & VEGF-A (G ANH
VEGF-A ~/]NEl VEGF-A K/B0R B VEGF-A) 2 JERIATAAEZ CKP B A
AEE) 13107 M~ EER LY 1x10° M i ENE#EL 13107 M) 2 45578
HIJ1(Kd)E - B VEGF-A [F ZPecH A &N T BANES &R IEE
¥ VEGF-A &5 &8 159 2 /0% 50 fiFeiz/D4) 500 e/ 04y 1000
fi o

[0252] frddeggimplh - A ATt 2 JER AT 2656
VEGF-A 7 CKP 8307 Ed & (5140 » VEGFA [E] &Y » 540 VEGF-B -
VEGF-C K VEGF-D)s{ A A& £ HF-(5E%0 PIGF-EGF~NGF~IGF k. PDGF)
INEE OGRS NIRRT 2 457 VEGF-A 2 CKP 81 VEGF-A Z &5 51
& 10% S8 FARSEIE T 2RIV 0% #80 ELISA %S (4Rt 73285 (FACS)
T T BB PR (RIA)FHIE « Al IR0EE dfile o1 2 &5 B IR 7
T 2SS EMEEEUR AR R VESS &  ZE R T R A RS SRR
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EEESERE Y 45T« SIS > FTESE B (MR S 43 7150
S B AR R A HI R MRS £« AEIEBE T FE A0k S > fetpe
VRSTS84 PR3 i AR R T 2 B T A - DS o Bt o - 27
{57] TR VLSS | VEGF-A 2 JERARTFAT.Y CKP 2 &y EL At At
B o

[0253) 4 e {50 FH 22 st o 2 IR a2 S A L > B
TR TR RS ) BB T IR SR S L B TR
Phater | SO IR I b PR T BT | AT
TEE TN B /049107 Mo B 28049107 M35 /049 10° M~
HEE DL 107 M~ HEE DL 10" M~ EEVLI 107 M~ E VL
107 M~ BB 045 107 M~ B 204 107 M S A Kd 194 750
B o AT HENEET o 5 TRV S ) (RIS S T RESE SIS E S
B b B RS AT B e LR AE B (] Hof S ARSI R e 5
T EELHIEE L -

[0254)  fEdsegsffil » ZIER AL 454 VEGF-A 2 CKP 1L
Y1 pM E47 500 nM 2 fH(7 Kd 454 VEGE-A o (£ SEEge il - 3%
JERSRIFAE 2 545 VEGF-A 2 CKP DLAHA%Y 1 pM Z49 50 pM 28 ~ 1172
%7 50 pM ZE4 250 pM 2[4 ~ 71544 250 pM ZE45 500 pM 2[4 ~ /15547 500
PM %5 750 pM 2 ~ /}FA4Y 750 pM £49 1 nM 2 ~ /15249 1 nM £44 25
nM R ~ /4 25 nM E49 50 nM 2~ 154 50 nM E47 100 nM 2
A4 100 nM Z4Y 250 nM 2 [EIE0/ 744 250 1M 24 500 nM 22 [y Kd
454 VEGF-A -

[0255)  fEdtsesffilc » ZIERIAFAL 2 454 VEGF-A 2 CKP 45
£ NI VEGF-A ~ /B VEGE-A B/Z(AEL VEGF-A « (Rt » &
B AULERE T T145 4 ) VEGF-A ~ /NgL VEGF-A F KB, VEGF-A 2 JER
SRIFAT 2 454 VEGF-A 2 CKP 815 : L1 » B AfiE 5] NIMLPFWG
(SEQ ID NO: 33) ; L2 » HEaizEle 51 KQDSD (SEQ ID NO: 93) ; L3 »
HEAEI Y LAG ; L4 » HE S Vi K& LS » HEEHmrs
QYYQS (SEQ ID NO: 45) o {EHELEFEflih » T4E & AJE VEGE-A ~ /NE

|
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VEGF-A F k& VEGF-A ~ JERERIFAE 2 454 VEGF-A 2 CKP A& fitiis

F£%51 GCNIMLPFWGCKQDSDCLAGCVCQYYQSCG (SEQ ID NO: 52) o
[0256] FEftbgfifs|t » &3 F2045HE 1> 7454 A8 VEGF-A

/J\E'IEh VEGF-A J KB VEGF-A Z JERINFAE 2 45 VEGF-A 2 CKP A& ¢

L1 » HAERkEs S| NIMLPFWG (SEQ ID NO: 33); L2 » ey
Fﬁu GRDFE (SEQ ID NO: 97) ; L3 » HAI & HEiEFFS LAG 5 L4 » HAs
W% V5 e L5 » HA AHQP?FE&F?W QYYQS (SEQID NO: 45) - {HEE8

fafih - ATEE & A VEGF-A ~ /Nl VEGF-A K ER VEGE-A 2 JERZATF
f£ 2 & & VEGF-A ~ CKP & & kg & % & 7
GCNIMLPFWGCGRDFECLAGCVCQYYQSCG (SEQ ID NO: 102) -

[0257) {rftsegimpif » 25 F2865 1 4G A VEGF-A -
/N VEGF-A K KB VEGF-A Z BRI A1 2 & es VEGF-A 2 CKP 5
L1 » HA SRR DVMQPYWG (SEQ ID NO: 35) ; L2 » Hof1 &kl
F2%1] KQDSD (SEQ ID NO: 93) ; L3 » HA 2 kis Fs] LAG ; L4 » HA
W Ele Vs L5 HE Aﬁiﬁ%@gﬁ?ﬁﬂ HWYNS (SEQ ID NO: 46) - {1-Fkt
fafih - wrEEa AH VEGE-A ~ /Nl VEGF-A KK ER VEGE-A 2 JERZATF
f£ 2 & & VEGF-A » CKP & & B & & F 7l
GCDVMQPYWGCKQDSDCLAGCVCHWYNSCG (SEQ ID NO: 55) -

(0258 {rRICebgfifyt » 2FH 44505 1 m454a AJH VEGF-A -
/IR VEGF-A Je KB VEGF-A ZIERIATAAE 2 &y VEGF-A Z CKP &1
L1 » HA S5 DVMQPYWG (SEQ D NO: 35) 5 L2 » H/A 2 i kLR
F2%1] GPDID (SEQ ID NO: 118) 5 L3 » /A 2 5] LAG 5 L4 » HA2S
BEREE V R LS » 040 & ERERERES] HWYNS (SEQ ID NO: 46) « fE30EESs
feG o 145 e AJE VEGE-A ~ /Nl VEGF-A KK B VEGF-A ZIERIATT
f£ 2 & & VEGF-A » CKP & & M & & & 7
GCDVMQPYWGCGPDIDCLAGCVCHWYNSCG (SEQ ID NO: 123) -

[0259] frIsb g il rh » RSl « JE RARTEAE 2 458
VEGF-A 7 CKP EA/NARZ) 0.5 nM ~ /NFA% 0.6 nM ~ ZNFRZYY 0.7 nM ~ /N
4]0.8 nM ~ /NFR4Y 0.9 nM B/NREY 1.0 nM 2 ICsofE » BIFE TR IE SR E 2

A
ft
ey
=

P

>

C200069PBX20221129C.pdf 93

105130077 FEHESE A0202 1113306446-0



1799366

BIESIEREIE I

[0260] FERAbgEhiafh » ZIERATAL 2454 VEGF-A 2 CKP R
b A AR E T - WA E 2 A (e & i Pl 2 ik~ E 2L
e oA PRI

[0261] {RBCALggfmfi - s IERAAAE 2455 VEGF-A 2 CKP ¥#f
WA B LE AN - AREEA - BifE A E—Er 37C T
24 h I E 2 1% » 4 30%E5 /D ~ 4 25%BH/DEEEY 20%E5E/DIVIERZA
{7 2 454 VEGF-A 2 CKP {F¥3 2 [N~ Argl3 22U -

[0262] IR RIS A AT 2 JERIRTPAE 2 457 VEGF-A 2
CKP WL 71~ BL o 4mtBiZ JE R IR AAT < &5 VEGF-A 2 CKP 1Y% 7y
TN G S B 2% LG T JRE o ARSI LA AR A SR T
it 2 FERITAT 2 485G VEGF-A 2 CKP Y 574 » & A GsE e E Il
HARE ~ RIS IERIRTFAE 2 454 VEGF-A 2 CKP & H 4Rk e %
IERIRAATE L&ty VEGF-A 2 CKP -

[0263] FrRREuggfim i » a0A S EAE oy Firtsil - &8 e SRSy M
RS EJER NPT 2 455 VEGF-A 2 CKP -

[0264] {EBCsbg i » &S BB 0 BIFE R BB Gk
L1~L12~L13~L4 K/8¢ L5 Kk 2 i 28R G 28450 D FeGEm (B2
LR IE R ARIFAT 2 454 VEGF-A 2 CKP KA IERRIFAT 2458
VEGF-A > CKP -

BIE AN IRE BB 2 2 R(LDL) FEfE ] 6 (LRP6) Z FEX AN TE
Z R4 H(CKP)

[0265] LDL 7§ RSBl &E A &R BRI < 282 2 HH
HERAVES RN R E R - AJH LDL ZH8HBHER 6 (LRP6) (F8%5%
NM 002336 (mRNA)K NP 002327 (Z£5'8) : UniProtKB : 075581) % & Wnt
L A7 G Frizzled — 88 288 B IE M im Al Wnt/B-2HIR4E F{S59%
B I (Katoh ZE A, (2007) Clin Cancer Res 13:4042-4045) o £&H B
Wnt/B-7HER S F (S5 HELM < A FR - LRP6 {1872l L~ M0 &
BATh BAERT e ie A 2 S e fF (L %8 A, (2004) Oncogene
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23:9129-9135 ; Tung % A, (2012) PLoS ONE 7(5) e36565.
doi:10.1371/journal .pone.0036565 ; Liu Z& A, (2010) Proc Natl Acad Sci USA
107:5136-5141) -

[0266] Wt (S5FEEN REFFEL AR « BTSN HOPRE K&
PR YETA ~ BB R RATE R E L U R i~ AT R i BB VR
SRR VR BRI 3 S ELMIL SR VPR © R Er LRP6 [ ¥ Wt (S5R{EE 2
FIHT BA AR - HiEA SR EBZNEE > NMEAEEREER
FOEHIRE] > 1 BAESIPVERAGN SR T A2 238 Vs Rse b s s i i A
EEAR - NS S AEsR L E ~ 3T TN BRI B8 2 AR RIS IR S
Ry (Kawai 22 A, (2011) Nat. Rev. Drug Discov. 10, 141-156 ; Mason k¢
Williams (2010) J. Osteoporosis, 25 2010 %, = 1D 460120, 9 H;
d0i:10.4061/2010/460120) - Wnt ZR{EHIFIF DKK1 k2 SOST mis EA-HI
B 2 A MR R EE AR 2B EE 5 thRl SOST Z Zhgeiviin
He BB E MR 315 YE (Ominsky 22 A, (2010) J. Bone Miner. Res. 25,
948-959) L IR T 1IFEAF N\ JEiE R a5 1 (Padhi ZE A, (2011) J. Bone Miner: Res.
26, 19-26) -

[0267] “kaf> Wnt (ESREZEZE I H B HEGTROE £ RERIEN 2 5
J7(Clevers (2006) Cell 127: 469-80; MacDonald % A, 2009. Dev Cell 17: 9-26;
Nusse (2008) Cell Res 18: 523-7 ; Polakis (2007) Curr Opin Genet Dev 17:
45-51) o F0E HEIE R 285 CHEHE T Mani % A, (2007) Science 315:
1278-82) % fHiz& R {[5(Caricasole Z A, (2004) J Neurosci 24: 6021-7; De Ferrari
Z A, (2007) Proc Natl Acad Sci USA 104: 9434-9) - B3 M-4505 S AR & H
(APC T 1 AR e B~ ER s /K HE 2 ZE 8B B AT HE T R ee & el AP AT
HHRHE 7 B (Polakis (2007) Curr Opin Genet Dev 17: 45-51) « JRFECE F 2
LRPS B A e & YR AE i (%  LRPS tf 2 DygEdB R Al se s m 3 DU
G~ HREBEARS ST A 1) Ry e 2 Ay B g b VI i i B i R - (e pha
BB T (7R (OPPG) (Gong & A, (2001) Cell 107: 513-23) »

[0268] Azt FEraS o NEINEERRE A ZBEMER 6
(LRP6).Z JERIITAE.Z CKP » Hiaz IR 78 CKP &1L 5 DL Wkl s A5
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(JRB[ > HZRESERE )
Z,C1L1C,L2C5L3C,L4CsL5CsZ, (D

Hrp e

2y} Ly Ryt EArT R A,

L1 BB 1 HEAZEHBLA T ST RVESHE © X1X0X3X XX
XiXo XXy XsXe X7~ XgXoXsXpXsXeX7Xg ~ XiXoXaXyXsXeX7XsXo K2
X1 X X3 X X5 X6 X7 X XoX10 + HH X 5 X0 H R EAHEEEE

L2 BBR2 H BAEHE X0 Xo XXX Hr X 2 Xs 2% H B rhe Al

L3 BE:3 HEAEHE « XiXoXs » H X £ Xs & 5 BE AR

L4 GBE 4 HEASHE © X B X BEmieAE © B

LS BEES HBAEHE XiXo X5 XeXs i Xy & Xs &% H By R ha Al -

[0269] {EECELETE KT 1455 LRP6 2 IERIRTTAL 2 B R4S IIA
(CKP).Z ZiJ/BG Zo s G o {EHEEE i » 20 /B ZoB 52—l
B% o AFFEeEafh - Z0R/E 2o 4 (ElEEEE - AR E TR Z)
J /B 2o 1 S (MR B -

[0270] FERAbglaft - IERIATPAT 2454 LRP6 2 CKP A5
L1 Hp X BEEEHR-V-M~A~G N~ S KE ZRRE - Hrp X, fyiE
HT-N-S-G-R KA ZHFEE ; Hfb X3 B#EEEHN-R-H- VK-S~
G 1KY ZReksl s b Xy i H R~ V- N-~T-K S & T ZRail
Hor Xs B H V-RAK~I-T S~ L e N 2Rk HE S X mEEH K -
G~A~I-R~N~S K&V ZREE - fEFREEETEHIT - ZIERINFAE L4
& LRP6 Z CKP &% L1 » Hip X753 H G~ R-K~E~P & T ZHgRHE -
TEFEEE AT > ZIERIAAE 2454 LRP6 2 CKP 7% L1 » Hrift Xg &y
#EH G-R-K-~Q~A K S IR o fEREFEH » ZIERATAEL
&ty LRP6 2 CKP A1 L1 » Hr Xo 538 H R 8¢ G 2Rl - (F e E i
Bl ZIERITAAE 2455 LRP6 2 CKP A& L1 » Hr X0 &#H E - W
e G 2 W Fkl o Ar R E it - ZIERIATAAE 2 & LRP6 2 CKP 75
L5 Hft Xy B8 G~ S N~ Y~ A K R 2R - o Xo BiEH P~ G
S\V~E-R-F & D 7R, Ef X35 N-G~-S~E~-P-K-H
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KR ZJgHEE s B Xy BEEH G~RH~S~Q~ V kD ZfgHl; » HE
P XsBEEHF-D-N-R~G~Y S kT 2kl - £HEEwE
JERIRFAEZES G LRP6 2 CKPEE L2 Ef X A KXo A Q- Xs D
Xory S H Xshy Do fEFEEFHEG - iZIERATAEZ&E S LRP6 2 CKP
B L3 Hr Xy L Xo s A H O Xo Ry G o AEREFHHIT - 3Z2IERA
AL 45¢ LRP6 2 CKP A5 L4 » i X B V e

(0271] fERELEEHIH - ZIERIFAT 2 &5 LRP6 2 CKP Ji
VRIS T 0 TEB LRP6 2455 » AFREEF M - %3870 1 Rl
LRP6 fifig o MEFEEE G - 358001 Rysh _IE R 2455 LRP6
~Z CKP »

(0272] W45 O RERE FHRB RIS 2 JER AL 2 457y LRP6
Z CKP wRE F e P AR A & oA A © LA AT A AR i i o R 2R
M BRI LLUTS SCEkde © S, J. Mather (48) 1996. Current Directions in
Radiopharmaceutical Research and Development, 169- 179, Kluwer Academic
Publishers ; Zettner (1973) Clin. Chem. 19, 699-705 ; Gao (2012) Analytical
Methods 4,3718-3723 -

(0273 ({ESCLBENHI - -8B REEH 1 IR RIATEAE 2455 L
RP6 2 CKP &5 AJH LRP6 s —JER ARG Z & & LRP6 2 CKP firés
aZE—HFEAERRAES L REEHAKRY] VIR/IN/S/E/G-N/S/G/
R-R/V/K/S/N/T/Y-V/N/UR/S/T-R/K/IUN-G/I/R/K/S/A (SEQ ID NO: 185)E A/
R/M/V/G/S-N/T/S/A-R/N/H-V/R/K-K/V/I-R/K/A/N/S/V-T/G/R/K/P-S/G/R/A
(SEQ ID NO: 186)3 R/A/Q-S/A-G/S/N/I-N/K-T/S/L/R-I/R/V-R/E/K-K/Q/A/
R-R/G/Q-E/W/G/R (SEQ ID NO: 187); L2 » HE&l#ENE 5 KQDSD (S
EQ ID NO: 93); L3 » Ha &y LAG ; L4 > HEEleilE VvV &

5&?\@?

N

L5 » HAH ﬁﬁﬁz@z)ﬁﬁu G/S/N/Y/A/R-P/G/S/V/E/R/F/D-N/G/S/E/P/K/H/R-G/
R/H/S/Q/V/D-F/D/N/R/G/Y/S/T (SEQ ID NO: 188) -

(02741 {eREegtfulild - 2B ZIERAEZE S
RP6 2 CKP &% L1 » 3% L1 AE L 5 V/R/IN/S/E/G-N/S/G/R-R/V/K/
S/N/UY-V/N/UR/S/T-R/K/IN-G/UR/K/S/A (SEQ ID NO: 185)5 A/R/M/V/G/
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S-N/T/S/A-R/N/H-V/R/K-K/V/I-R/K/A/N/S/V-T/G/R/K/P-S/G/R/A (SEQ ID
NO: 186)Z R/A-S-G/S/N-N/K-T/S/L-I/R-R/E-K/Q/A-R/G-E/W/G (SEQ ID
NO: 187) o fFFEEE M F » sZIERATAAE 2457 LRP6 2 CKP #E—0 6]
4 L2 % L2 B iR KQDSD (SEQ ID NO: 93) o {FHEtes (s
1 ZIERRTEATE 2 &5¢ LRP6 2 CKP #7513 » 3% L3 Eahails
FEFI LAG o {FHREE i » B2 IR RN 2455 LRP6 2 CKP #E—0 6]
T L4 Z LA EE R V o FRREEEEG T » ZIERATAAE 2457 LRP6
> CKP e L5 » 3% LS ASiiisEg| G/S/IN/Y/A/R-P/G/S/V/E/R/
F/D-N/G/S/E/P/K/H/R-G/R/H/S/Q/V/D-F/D/N/R/G/Y/S/T (SEQ ID NO: 18
8) o
(02751 {rEIREegsi » ZIERINTAAT 2455 LRP6 2 CKP &5
AR FTE R Z IERINEAE 2 45 LRP6 2 CKP H{E—FAY L1 R/E(LS -
TR E o - 2552046 1 ZIERIRAT 2 &0 LRP6 2 CKP A&
L1 & L1 &5 SEQ ID NO: 147-168 k2 367 i Z F-— R Alchy b =e
Fe3 e AF R B a0 3% JERARTEAE 2 454 LRP6 2 CKP a5 12 »
% L2 B17 SEQ ID NO: 93 Hufflift 2 B K BE Fe 3 « fr Rt g - Ik
TARIFAE 2 454 LRP6 2 CKP iE— 14 L3 3% L3 ALl iis F 5 LAG o
TEFELEEGI T - BZIERIRTE(E 2454 LRP6 2 CKP #-UEE L4 >
BN V o AEFREEE T - ZIERIRTAAE 2 &5 LRP6 2 CKP i
—E 4 L5 3% L5 A4 SEQID NO: 19 K7 169-184 tf 27 {-— & bl ke

e BB 5] -
(02761 DL Pt L1 k2 LS B Rl r oL DU R 18 o
7= 18

RTNRVKGG  (SEQ ID NO: 147) GPNGF (SEQ ID NO: 19)

VNRVRG  (SEQID NO: 148) SGGRD (SEQ ID NO: 169)

MNHVKARR  (SEQ ID NO: 149) GPNGF (SEQ ID NO: 19)

RSVNKI  (SEQ ID NO: 150) GSSRN (SEQ ID NO: 170)

VNKIKG  (SEQ ID NO: 151) GVEGR (SEQ ID NO: 171)
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RNSIKR  (SEQID NO: 152)

SVGHG (SEQ ID NO: 172)

VSNRVNKG  (SEQ ID NO: 153)

GPNGF (SEQ ID NO: 19)

RGNIIK  (SEQ ID NO: 154)

NESRG (SEQ ID NO: 173)

RSGNTIRKRE (SEQ ID NO: 155)

GGPGG (SEQ ID NO: 174)

ASSNSIRQGW (SEQ ID NO: 156)

GPKSN (SEQ ID NO: 175)

RSNRIR  (SEQ ID NO: 157)

YGHGD (SEQ ID NO: 176)

RSNKLREARG (SEQ ID NO: 158)

GSRQD (SEQ ID NO: 177)

VNSVKR  (SEQ ID NO: 159)

SRGVN (SEQ ID NO: 178)

GSNKIRPR  (SEQ ID NO: 160)

GPNDF (SEQ ID NO: 179)

NRIRNS  (SEQ ID NO: 161) GRGDY (SEQ ID NO: 180)
SRNSIK  (SEQ ID NO: 162) ASGSS (SEQ ID NO: 181)
SNYVKR  (SEQ ID NO: 163) SPGGR (SEQ ID NO: 182)

RANRVSGR  (SEQ ID NO: 164)

GPNGF (SEQ ID NO: 19)

SNRVKVRA (SEQ ID NO: 165)

GPNGF (SEQ ID NO: 19)

ENRTKG  (SEQ ID NO: 166)

GFRGT (SEQ ID NO: 183)

GNKIRA  (SEQID NO: 167)

RDRVG (SEQ ID NO: 184)

ANRVKRTS (SEQ ID NO: 168)

GPNGF (SEQ ID NO: 19)

QAINRVKRQR (SEQ ID NO: 367)

V/R/N/S/E/G-N/S/G/R-R/V/K/S/N/I/Y-V/
N/IR/S/T-R/K/I/N-G/I/R/K/S/A

(SEQ ID NO: 185)

A/R/M/V/G/S-N/T/S/A-R/N/H-V/R/K-K/V/I-R/
K/A/N/S/V-T/G/R/K/P-S/G/R/A

(SEQ ID NO: 186)

R/A-S-G/S/N-N/K-T/S/L-I/R-R/E-K/Q/A-
R/G-E/W/G (SEQ ID NO: 187)

G/S/N/Y/A/R-P/G/S/V/E/R/F/D-N/G/S/E/P/K/
H/R-G/R/H/S/Q/V/D-F/D/N/R/G/Y/S/T

(SEQ ID NO: 188)

(0277] {ESCEeriafilh - 2582 1

L IER AL L& &

LRP6 2 CKP &5 L1 HE &S 751 RTNRVKGG (SEQ ID NO: 147) 5
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L2 » HE SR 51 KQDSD (SEQ ID NO: 93) 5 L3 » Hal &AL Y
LAG; L4 » HE SRS Vi B LS » B2 tie e GPNGF (SEQ ID NO:
19) -

(0278 FrXELEREIF » 2T H LGN 1 ZIERRTFAEZLGED
LRP6 > CKP 14 : L1 » HA &SRB %] VNRVRG (SEQ ID NO: 148) ;
L2 » HAS i EEEFE%] KQDSD (SEQ ID NO: 93) 5 L3 » Hal & kBe ol
LAG: L4 H & V; B LS » Hoa &R IE %] SGGRD (SEQ ID NO:
169)

[0279) FEHELETREIF » 2T HZEGER 1 ZIERRTFEZLGED
LRP6 > CKPA12; 1 L1 Hofl & ki % MNHVKARR (SEQ ID NO: 149) ;
L2 » HEE RIS KQDSD (SEQ ID NO: 93) 5 L3 » HAal& AL Y1
LAG ;L4 > HAI & iEEE Vi B LS Ha S licElEREY] GPNGF (SEQ ID NO:
19) -

[0280) {ERELEFHEWIT » 2B ELRERE 1> ZIERRTEZED
LRP6 > CKP A1 : L1 » HA & EmEFES] RSVNKI (SEQ ID NO: 150) ;
L2 » HASHEREREY] KQDSD (SEQ ID NO: 93) : L3 » HAl &l sme ey
LAG; L4 EESHOERE V: & LS EA SR %] GSSRN (SEQ ID NO:
170) -

[0281) {ERELEIEFIF » S EHZREHE 1 ZIERRTE 2D
LRP6 > CKP 14 : L1 » HA & HEEEFE%] VNKIKG (SEQ ID NO: 151) ;
L2 » HEE R4 KQDSD (SEQ ID NO: 93) 5 L3 » HAL S e AL Y]
LAG; L4 H/Aa & Hils Vi & LS Ha & i 5251 GVEGR (SEQ ID NO:
29) -

[0282] {ERELEFHEWIT > S ELRERE 1 ZIERARTE 2D
LRP6 > CKP A1 : L1 » HA & EfE 7% RNSIKR (SEQ ID NO: 152) ;
L2 » HA & EEEFE%] KQDSD (SEQ ID NO: 93) 5 L3 » Hoal S kBe ol
LAG; L4 H/Aa & Hiels Vi B LS Hoa & Hieis %1 SVGHG (SEQ ID NO:
172) =

[0283] fECACEFHLHIT - SHBRER 1 ZIRBEAELEES
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LRP6 - CKP 14 : L1 > HA &Ll 5] VSNRVNKG (SEQ ID NO: 153) ;
L2 » HA& i EEEFE%] KQDSD (SEQ ID NO: 93) 5 L3 » Hoal S kBe o
LAG ;L4 » HEI S HiEEE Vi B LS Ha S EiEFEY| GPNGF (SEQ ID NO:
19) -

[0284] FriCabggimpid » 2FH2R65H 1 ZIERRTFEZ45E
LRP6 - CKP f14: L1 » A& fieiE FE51] RGNIIK (SEQ ID NO: 154);1.2 »
HA G AN Y KQDSD (SEQ ID NO: 93); L3 » HAL S AL Y1 LAG 5
L4» EESlerlE Vi B LS H/a 2l FE51 NESRG (SEQ ID NO: 173) -

[0285) {ERELEFHEWIT » 2B ELRERE 1> ZIERRTEZEGED

3

LRP6 2> CKP 15 : L1 » A2 is FE51] RSGNTIRKRE (SEQ ID NO: 155) ;
L2 » HA & ieRE%] KQDSD (SEQ ID NO: 93) 5 L3 » Ha &l ris 5]

LAG: L4 HAEHHERE Vi & LS » B4 5 GGPGG (SEQ ID NO:

174) -

3

[0286]  {FRECEGEHF » ST FHEEN 1 ZIERATIEZED
LRP6 > CKP A% : L1 » Hoa & i el ASSNSIRQGW (SEQ ID NO: 156) ;

L2 » Ha & s ey KQDSD (SEQ ID NO: 93) 5 L3 » Ha & iris 71
LAG: L4 HE SR Vi & LS Ha Sl sy GPKSN(SEQ ID NO:
175) o

[0287) {EREbEIEFIF » 2 EHZREHE 1 ZIERRTEZ D
LRP6 > CKP 14 : L1 » HA & EEEFE%] RSNRIR (SEQ ID NO: 157) ;
L2 » HA & EBErE %] KQDSD (SEQ ID NO: 93) 5 L3 » Hoal S kBe ol
LAG: L4 Ea S Hckig Vi i LS H/a &g FeS] YGHGD (SEQ ID NO:
176) -

(0288  {ENeEesriEhlh » S8 BU5HS 1 JERATTAE 2658 LRPG
 CKP A% @ L1 » HA4 iR FES RSNKLREARG (SEQ ID NO: 158) ;
L2 » HE SRl FEY KQDSD (SEQ ID NO: 93) 5 L3 » Hal &AL Y1
LAG; L4 » B S Vi B LS » B2 eiE FE51] GSRQD (SEQ ID NO:
177) -

[0289) {ERELEFHEWI T » 2B ELRERE 1> ZIERRTEZED
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LRP6 2 CKP A% : L1 » HAESHENE 5] VNSVKR (SEQ ID NO: 159) ;
L2 » HE SRS KQDSD (SEQ ID NO: 93) 5 L3 » A 2 kit 7
LAG; L4 > Ha &kl Vi & LS HEahzElg %1 SRGVN (SEQ ID NO:
178) -

(02901 fERECEFHLHIT - SHBRERH 1> ZIRBEAELEES
LRP6 2 CKP a5 1 L1 » HE & 7R 751 GSNKIRPR (SEQ ID NO: 160) ;
L2 - HASHAR Y] KQDSD (SEQ ID NO: 93) 5 L3 » HAE G AN Y]
LAG; L4 Ha&iaimg Vi & LS HEahzElg 251 GPNDF (SEQ ID NO:
179) -

(0201 FECELEapt » 2B H 2GR 1 ZIERRTFEZGED
LRP6 > CKP A14 : L1 » HASHEs FE5] NRIRNS (SEQ ID NO: 161) ;

L2 » Ha & ierE%] KQDSD (SEQ ID NO: 93) 5 L3 » Ha &l ris 5]
LAG; L4 HA SR Vi B LS Ha 2 krlEFY] GRGDY (SEQ ID NO:
180) -

[0292] {ERELFEFIT » SFELRERE 1> ZIERRTEZED
LRP6 > CKP 15 L1 » HA & e FE 51 SRNSIK (SEQ ID NO: 162);1.2 -
HA G AN Y KQDSD (SEQ ID NO: 93); L3 » HAL S ALY LAG 5
L4 HE & s Vi B LS > Hoa S i rBE %1 ASGSS (SEQ ID NO: 181) -

[0293) {ERELEFHEWHIT - SFELRERE 1 ZIERRT D
LRP6 > CKP A1 : L1 » HA&HERE %] SNYVKR (SEQ ID NO: 163) ;
L2 » HA & EBErE %] KQDSD (SEQ ID NO: 93) 5 L3 » Hoal S kBe ol
LAG ; L4 » B2 H0ERE Vi & LS BA S ok F7%1 SPGGR (SEQ ID NO:
182) -

[0294] {ERELEFHEWFIT > SFHELRERE 1 ZIERRT 2D
LRP6 2 CKP A12; L1 HoA & ki %5 RANRVSGR (SEQ ID NO: 164) ;
L2 » HE SR 75 KQDSD (SEQ ID NO: 93) 5 L3 » Hal &AL Y1
LAG; L4 » HE & HREE Vi B LS » B2t Fe%1] GPNGF (SEQ ID NO:
19) -

[0295) {EFRELEFEWHIT > SFELRERE 1 ZIERRTEZED
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LRP6 2 CKP A2 L1 HoA & kB %1 SNRVKVRA (SEQ ID NO: 165) ;
L2 » HA & EBErE %] KQDSD (SEQ ID NO: 93) 5 L3 » Hoal S kBe ol
LAG ;L4 » HAI S HEEE Vi & LS Ha S EBEFEY] GPNGF (SEQ ID NO:
19) -

[0296] f{ritsbghafh » 2 F 5286 1 ZIERRTAE 240
LRP6 > CKP 14 : L1 » HA & EEE %] ENRTKG (SEQ ID NO: 166) ;
L2 » HEE RS KQDSD (SEQ ID NO: 93) 5 L3 » HAal & AL Y1
LAG; L4 A SRS VB LS » H/a S oie eS| GFRGT (SEQ ID NO:
183) -

[0297) FERELEREIF - 2T H LG 1 ZIERRTTEZLGED
LRP6 > CKP 14 : L1 » HA&HEEEFE%] GNKIRA (SEQ ID NO: 167) ;
L2 » HASHEREREY] KQDSD (SEQ ID NO: 93) : L3 » HAl &l sme ey
LAG; L4 » EE2HRE Vi B LS » B2l F2%51 RDRVG (SEQ ID NO:
184) -

[0298] FrFCELEREIF » 2T H LG 1 ZIERRTFEZLGED
LRP6 > CKP A& L1 HA & EEE %] ANRVKRTS (SEQ ID NO: 168) ;
L2 » HASHEREREY] KQDSD (SEQ ID NO: 93) : L3 » HAl &l sme ey
LAG; L4 » HE & HEEE Vi B LS » B2t Fe%51 GPNGF (SEQ ID NO:
19) -

[0299) {ERELEIEFIF » SFEHZEHE 1 ZIERRTE 2D
LRP6 > CKP A15 L1 oA & i EiEFES1] QAINRVKRQR (SEQ ID NO: 367)
L2 » HA & EBErE %] KQDSD (SEQ ID NO: 93) 5 L3 » Hoal S kBe ol
LAG ;L4 » HAI & HEEE Vi & LS Ha S iEiEFEY] GPNGF (SEQ ID NO:
19) -

[0300) {EECELEfafit » ZIERIIPAL 245 LRP6 2 CKP A5
SEQ ID NO: 189-210 & 366 tft 7 {-—& i i ] it e 5B i %1 SEQ ID NO:

189-210 2 366 Higfffs F3L
GCRTNRVKGGCKQDSDCLAGCVCGPNGFCG  (SEQ ID NO: 189)

3

GCVNRVRGCKQDSDCLAGCVCSGGRDCG (SEQ ID NO: 190)
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GCMNHVKARRCKQDSDCLAGCVCGPNGFCG  (SEQ ID NO: 191)
GCRSVNKICKQDSDCLAGCVCGSSRNCG (SEQ ID NO: 192)
GCVNKIKGCKQDSDCLAGCVCGVEGRCG (SEQ ID NO: 193)
GCRNSIKRCKOQNSDCLAGCVCSVGHGCG (SEQ ID NO: 194)
GCVSNRVNKGCKQDSDCLAGCVCGPNGFCG  (SEQ ID NO: 195)
GCRGNIIKCKQDSDCLAGCVCNESRGCG (SEQ ID NO: 196)
GCRSGNTIRKRECKQDSDCLAGCVCGGPGGCG (SEQ ID NO: 197)
GCASSNSIRQGWCKQDSDCLAGCVCGPKSNCG (SEQ ID NO: 198)
GCRSNRIRCKQDSDCLAGCVCYGHGDCG (SEQ ID NO: 199)
GCRSNKLREARGCKQDSDCLAGCVCGSRQDCG (SEQ ID NO: 200)
GCVNSVKRCKQDSDCLAGCVCSRGVNCG (SEQ ID NO: 201)
GCGSNKIRPRCKQDSDCLAGCVCGPNDFCG  (SEQ ID NO: 202)
GCNRIRNSCKQDSDCLAGCVCGRGDYCG (SEQ ID NO: 203)
GCSRNSIKCKQDSDCLAGCVCASGSSCG (SEQ ID NO: 204)
GCSNYVKRCKQDSDCLAGCVCSPGGRCG (SEQ ID NO: 205)
GCRANRVSGRCKQDSDCLAGCVCGPNGFCG  (SEQ ID NO: 206)
GCSNRVKVRACKQDSDCLAGCVCGPNGFCG  (SEQ ID NO: 207)
GCENRTKGCKQDSDCLAGCVCGFRGTCG (SEQ ID NO: 208)
GCGNKIRACKQDSDCLAGCVCRDRVGCG (SEQ ID NO: 209)
GCANRVKRTSCKQDSDCLAGCVCGPNGFCG  (SEQ ID NO: 210)
GCQAINRVKRQRCKQDSDCLAGCVCGPNGFCG (SEQ ID NO: 366)
[0301) {eAREeggjimfilt - sxIERAIAE2 45 & LRP6 2 CKP FyA

SCH T 2 JERARITAE 2 4 LRP6 2 CKP [y S gl o {1 FEL B (7 »
S FAELE SEQ ID NO: 19 ~ 93 ~ 147-168 ~ 169-184 K7 189-210 il
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TR R SATRE S LAG A ED 1
[~ /0 3~ A fE - B S E - F0 6| B0 T @~ E 8 -
%5/) 9 {54 /b 10 (ERFEREERA - FEREE SRR » OREER A B Rar i
FRBHUA, » FESEE BRI - PRI A B S R (S IE R AT 2 4
£ LRP6 2 CKP 454 AJE LRP6 A S - BRI TTEFFErE |- R (E
LRP6 %5 SETIIIERSF LTI » Q040 PFFRHE Y Rap i) « TT(
DT B P R 5 A JE R AT AE 2 4545 LRP6 = CKP = S 5igs
G Cr R S -

[0302] fRSPHRACRIALL LS 17t TIRSFIRS , 2 KOET - WgrH
PESE (AR 17 o THLRMEEU , BT T » B4 T SR g
SRR - TR IS | AJE R TR 2 554 LRP6 2 CKP (i
s Spmch [ SRS EE(BIAD - (R B LRP6 S54RI -

[0303]  JEfR BT FCFHE (AT NS S > — Y L
FISE e (91T M P B2 S B R I SV E RAATAE 2 465 £ LRPG 2 CKP
T[54 (8 R R B 2 B B R SR T (A ST P s > (5
SR RS R R 2 o BT 2 > B RED SR R ARSI L1 »
L2~ 13 L4 /st LS iS5 (5t » L% 454 LRP6 2 CKP &
FRRAEEERE [ FLHE LRP6 %5 &R I (TR AEIRI R St gy
HEGID > BEES R (I » 53 POR  B0al st Erber i i 2o 8
)P (T RS RS | AP T RS > TSN - BRI
i o B A SR LA IS LRP6 EA R SR I (Rl E R AR AE
CKP 85448 - (R gL > 5 A SREMEIREE A% P L -
L2~ L3~ L4 R/t LS tf 2 35 TR R 2049 5 {8 ~ 49 4-6 fH204 6-10
) e TR TSI P R R B UL A S 1 2 B
GEOMPEIRIES Y L1~ L2~ L3~ L4 RS LS 5 -

[0304]  {ERebBeEfin » ] T HERIELS S | A LRP6 > JETAATT
{E2 CKP (JRHI > FUATRRZIEL 14107 M ~ i R ZIELY 1x10% M [
FHBHLY 13107 M) &EEBiR (KA E)0# 55 LRP & [ G454
BRI EEECE LRP6 45 S RI 58 28/04Y 50 530 E /04 500 fEsia/bgy

=

N
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1000 fiZ -

[0305] {ERLEeEsfEfilc - JERIATFAE 2454 LRP6 2 CKP BlEEE
&5 (5401 LRP6 [E]&)» 540 LRP1 ~LRP1B - LRP2 - LRP3 - LRP4 - LRPS -
LRP8-LRP10~LRP11 K LRPI2)AJ45EFERE /N I RARTEAE 2 453 LRP6
> CKP #1 JUlE LRP6 45414 10% » ATEEMASEEL D10 )7 » 5540
ELISA ~ B EL AR S #E (FACS) S AT U G s OB (RIA)FTHIE © T
HIEE AT S T2 4 EBHIE S T 2 &5 SR L s e R St 2 3%
SHAS TR B R B SS 0B BTSSR 43 T - BT - TS
FF B R SIS T (10 » i A R R B P A L S 45 1 -
(EREIE T » AR > RN BAREST 45 PR B A R R A2 B3 o
TR - S ot SRS o AR S T 2 Al a2 s e S 1K
B LB E R TR RS A S E S BRI E S R | B
PR TR S | SO E SIS E S I L BURRER TR
EEELVE | TSI A B S04 107 M S E /04 10° M~ 50
Z/DHY10° MEEE /D4 107 M EE 2049 100 MBS /047 107 M -
WHEDL 10T M~ EE DL 10T M~ BB E L) 1077 MEE A Kd
(Y5 TR « (E— Tl - floss TR M | RIES THRES
KBS E 2 ik b BUR R e RS O B R 7 AE BT o] Eoft 25 R B % 1k
BRI 2 G e & o

[0306] {EFLELE il - IR RATFAL 2454 LRP6 2 CKP LIy
A% 1 pM Z4Y 500 nM S Kd 4575 AME LRP6 o {EFLEE g » 3% 7]
VLSO LRP6 2 JE RARTE(E. 4505 LRP6 2 CKP (A LA/ A% 1 pM &
4750 pM 7 fi]~ /P A% 50 pM 4 250 pM 2 5]~ /1544 250 pM %44 500 pM
2R~ APFAET 500 pM ZE 750 pM 2 [ ~ /A4 750 pM 4T 1M 2 - A
FAYY 1 nM FE4Y 25 nM 2~ /A% 25 1M E47 50 nM 2 ~ /54 50 nM
49100 1M 2R ~ /1744 100 nM %49 250 1M 2 BS54 250 nM 54y
500 M 7 ity Kd %54 A LRP6 » 1351 2 2 RS (T (e -

[0307] {ESEELEEpIt - IR R AL 2454 LRP6 2 CKP ]I
Wint] (SS5E2E - (41 - L0fd A DU 2 il > 5 AR o
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[0308] JRsELRISATRIL Z IER AL 2 &5 LRP6 2 CKP (1Y%
W1~ Ao dmtihez IR RIRTTAE 2 &5 5 LRP6 2 CKP BRI 73T HYR B
W 5 Bl L R oy LA © A IR BEEE AR IR RN AL Z & LRP6
Z CKP 1Y)77k » &% )7 A s B il RIZIER A AL 265 S
LRP6 .2 CKP J H4HA =Y o IR 2 &l LRP6 2 CKP -

(0309  frRsbgg iyl h - WA S h Bt B o prif e - K S e /M
REARFEAIERIRTAE 455 LRP6 2 CKP -

(0310 dmASCp EA Bl oy At - &E I BERIR R BIAmEE HRkA
S5 L1~ L2~ L3 ~ L4 /8 Ls [iRHizry 22 EETI- 28 belcreibE2 s
PREEEIERIAAAE Z & LRP6 2 CKP AL JERINAAE L& S LRP6 2
CKP -

[0311]  {ERteggfiifh - ZIRRAFALZ &G LRP6 2 CKP f1b
FCEE LRP6 JEVE Z BRI BN < e b F Ry ] -

EETE

[0312]  frHEL S &8 FA R AR S S AR JE R IRTAAT 2 &

£ VEGF-A 2 CKP i RIRTEAL 2 454 LRP6 2 CKP « SeFiic fial FH A 2€

SRRk Z 2T A (DA RS B EE BCEE 5 2 70K » L2 SR R4 A BLn
EARPRI B0 S isE PCR ~ BROGAH BUEAZ THIE R 2 8575 ~ s 1Tk
fi A BB AH AT 57k B R S 0k Z FLM AR BT A (O B SOk
Abou-Nadler Z A, (2010) Bioengineered Bugs 1, 337-340 ; Firth 2 A, (2005)
Bioinformatics 21,3314-3315; Cirino & A, (2003) Methods Mol Biol 231, 3-9 ;
Pirakitikulr (2010) Protein Sci 19, 2336-2346 ; Steffens £ A, (2007) J. Biomol
Tech 18, 147-149 3 R AW o [NIEE > AEFEEE RG] - SefEE iR N TR
SR EA L IERIIPAE 2 &y VEGF-A 2 CKP SR RATAAE 245G
LRP6 2 CKP -

[0313] sty &8 F GRS MRS AR AR JE RINTEAT 2 458
VEGF-A 2 CKP BRI 2455 LRP6 2 CKP - Ff 5 L @ JEHTNE
AR LR HE RSPV E £ S AR 1 2 #Ea AR RNA S
5 AITEETE & FRAI AR A mRNA - RAEH SRR MBI - (5 A fHs e AL
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PR I mRNA SR & HE - TSGR T EEE < S E RS 7 B
A T2 SR TV - AT/ NI SRR ) BT SR AR AL T SRS )
A OEEERF 2 mRNA - BEFOEREYMERE 2 E AR ERTEA FT AT S
Bk - Hope %5 A, (1985) Cell 43, 177-188 ; Hope % A, (1986) Cell 46, 885-894 ;
Hope % A, (1987) EMBO J. 6, 2781-2784 ; Hope %5 A, (1988) Nature 333,
635-640 ; & Melton Z A, (1984) Nucl. Acids Res.12, 7057-7070 o

[0314] (AL S EL RIS A S AT Al ~ JER AT 2 454 VEGF-A
2 CKP IERATEAE 2 454 LRP6 2 CKP S 77 1 - IR L EARAEIE R
INAAT Z &ty VEGF-A 2 CKP BUIER IRTAAT 2 457 LRP6 2 CKP VA% L 77
AR E R R RS - MBS RIS IR R 2 455 VEGE-A
2 CKP s dERIRIEAT 2 &5 ¢ LRP6 2 CKP Wy 1E + AHu (a1 E (a0 iR
278 L 40Rt » SEURESIRE > EAZTE AR > SRR - i L E A
At ~ CHO 4HHt%s) -

[0315] R ECE TR b - &K i ERE YN Ak e AR JE R RTPAE 24658
VEGF-A 2 CKP B(JERIARTAE <& LRP6 2 CKP - (S < » JEHsyNE
R o LR BV E YR P Y B 2 A R L EE R 0 FE A RNA S5
SR T 8 < PRI K FEAE mRNA - R FE AR SRS M0 - {3 A fr R i
PSR mRNA K EGE RS - AR FHICE T EE < S E wmiS 5
HFEA T EE B E A - AT/ NI SRR BT R AR AL T RS )
A OIEEERT 2 mRNA - B EREYMERE 2 HAARERTE A G AT S
Bhdt :Hope 2 A, (1985) Cell 43, 177-188 : Hope 2 A, (1986) Cell 46, 885-894 ;
Hope % A, (1987) EMBO J. 6, 2781-2784 ; Hope % A, (1988) Nature 333,
635-640 ; Jz Melton £ A, (1984) Nucl. Acids Res.12,7057-7070 -

[0316] Fritsbggiimfit » &L A AREEIERAIEE 2GS
VEGF-A 2 CKP B(JFRARTAE L& LRP6 2 CKP o fEERECE fm il - KF
B2 G2 L1~ L2~ L3 ~ L4 /8¢ LS [IRFit 250 EETI-IL 2 HEZE(RE 08
ZREERE D) I DAFEAEIERINAAE 245G VEGF-A 2 CKP BJERAATAAE L4
©r LRP6 2 CKP o fEREEF i fH » (LG IR R AL 2405
VEGF-A 7 CKP SEEFER AT 2 454 LRP6 2 CKP o [&#H KW AHIL &
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BT A AR I Ry BRI H SRR IO (30 AR SRR+ Methods of
Molecular Biology, 35, Peptide Synthesis Protocols, (M. W. Pennington 5z B. M.
Dunn %), Springer, 1994 ; Welsch £ A, (2010) Curr Opin Chem Biol 14, 1-15 ;
Methods of Enzymology, 289, Solid Phase Peptide Synthesis, (G. B. Fields 4g),
Academic Press, 1997 ; Chemical Approaches to the Synthesis of Peptides and
Proteins, (P. Lloyd-Williams, F. Albericio /% E. Giralt 4), CRC Press, 1997 ;
Fmoc Solid Phase Peptide Synthesis, A Practical Approach, (W. C. Chan, P. D.
White %), Oxford University Press, 2000 ; Solid Phase Synthesis, A Practical
Guide, (S. F. Kates, F Albericio 47), Marcel Dekker, 2000 ; P. Seneci,
Solid-Phase Synthesis and Combinatorial Technologies, John Wiley & Sons,
2000 ; Synthesis of Peptides and Peptidomimetics (M. Goodman, Editor-in-chief,
A. Felix, L. Moroder, C. Tmiolo %), Thieme, 2002 ; N. L. Benoiton, Chemistry
of Peptide Synthesis, CRC Press, 2005 ; Methods in Molecular Biology, 298,
Peptide Synthesis and Applications, (J. Howl 47) Humana Press, 2005; 5 Amino
Acids, Peptides and Proteins in Organic Chemistry, 75 3 7, Building Blocks,
Catalysts and Coupling Chemistry, (A. B. Hughs 4) Wiley-VCH, 2011 -

HEIEANFIEZ EETI ZBH Z #4577

(0317]  FAFIRIIRAT 23— 7 A SO il 2 JER AR 2
CKP GHEUIFERIAIAAT 2457 VEGF-A 2 CKP B(IERIRTAE 2457 LRP6
Z CKPYLAMEdH - UP I ELE ZIER AL L CKP Bl — S5 IR By
Hl ey 2 gl ey - AR SYDIR &1 o AAFEEE R - A
e TEEA ST T 2 JER AL L CKP GEUIIER AL 2455
VEGF-A 2 CKP B(JERIRTAAT 2 4l er LRP6 2 CKP)EBLHI A5 —(E 7y
TEEERR T L PR ) o

[0318] fELsbgg iy » k-G o T-E A R il JER AT
< CKP GEUIIERIRIAAE 2 & VEGE-A 2 CKP 8(JERIATAAE 2 4fi&x LRP6
< CKP)Bs I IR e peihiiaipiss TAT t5H < & H E RS e
B3 R 5 0 DAk 5 2 AN [FIRY A A8 o A s i B Py =8 B0 70 (FE A0
/8 LS R I Bl &S (Schwarze 5 A, 1999, Science 285: 1569-72) o
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[0319] frCsbgjmylrh » ASCH et 2 IR AT 2 CKP A
(B SRR EEE 2 e G G B N i) oL WAYA =2 =i - VA= M P N =i : S 7
JFURERS) » 22 TR - BB S » SR REIEIERAAEZ CKP B
S ER SRR E AR AR R Enn T RS B
PURAERABE ARV an T o JERAAAE L CKP S H i §iyT il Ae
LARTSE A0 -7(E B A MBS N eE AT G & &5 S & 1Y 2T 3% -

[0320] st gyl v A SO et 2 a o TE oW EEEE %
(Al EEA0 = ~ DU ~ Zofl ~ ol ~ -~ SR > JUlE -~ - EEE )
IERIRIPAEZ CKP B - {FRREETaGT - M T8 TR oS AR
FERAAT. L CKP WY R I B 2 WA » 5% SR AN Fp i ok BOLEIEsE DA e
A B BT 2 PRI G o ARG o s T AR L
#5 ARG A B AR FEIRVIE R AL 2 CKP > 32 RS FHitifid g Bl
e DL A 4 S T e — BB EC A A6 2 A B R R e B A [l RE RO A A
A B e T 2 AR R A 25 G

[0321] frS—&hufyl - shihiR & B A SR il 2 JER A
FAEZ CKP (FEUIIFR AL 455 VEGF-A 2 CKP BB RIATAAE 2 455
LRP6 7 CKP)Bf LA DS TR S & & DU R E FEIERE MK
R EY) o FPUFRE R A %IRRT L CKP YA S E AL
At o FTEHSHERZARE LK < PURS A GTARZIER /A £ < CKP 21 2 it
TR E SRR LIPZUNIEAE o ERAN » SeEPU R E EE R S5 AE504S
F DU TS BT &S Sz DR E AR 8 2 55 SR AGEI T RV E 3
M AR Gt st LiZ IR R AL < CKP o SRl a S I R PiHE
TEARREI R R LAY - EPIB R AR I (R His) BICR 4 7 B - H R i O
His-Gly)E45 ; flu HA 255 %k E-HiH2 12CAS (Field %A, (1988) Mol. Cell.
Biol. 8, 2159-2165) ; c-myc 124 DL s E 8F9 ~ 3C7 ~ 6E10 ~ G4 ~ B7 57 9E10
biES(Evan % A, (1985) Mol. Cell. Biol. 5,3610-3616] ; b\ K B4lkg2 sl
£ A D (gD)E% K E g (Paborsky Z A, (1990) Protein Eng., 3, 547-553) ©
HAFEE 2 AL B FE Flag Jk(Hopp 2 A, (1988) BioTechnology, 6,1204-1210) ;
KT3 HiE R EEE A (Martin ZE A, (1992) Science, 255, 192-194]; o-fliE £ AL
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G EEERA(Skinner ZE A, (1991) J. Biol. Chem. 266, 15163-15166) ; k2 T7 %&
10 ZE A I EEE(Lutz-Freyermuth Z A, (1990) Proc. Natl. Acad. Sci. USA 87,
6393-6397] o

[0322] fRIEECgiif s ik o T E S A S T il 2 JER A
17AE.2 CKP E A GHEUIERATIAT 2 &5 VEGF-A 2 CKP SIERIRTIAL.Z
&ty LRP6 2 CKP)B GG ek 2R B bk & 1 R &S g v « Hit
Z AT (B0 T RERE )2 ZEP A ST R 1G4 1
< Fe @R EY) - A Pfrieft 2 lg M eYrasi REEe &5 NEE
94-243 ~ 52 F 33-53 BOEEAL 33-52 U Ig N E/0-— A Eany 2k -
e CEETEHI - Z el E AR EYERE 1gGl 71 2 S0lE ~ CH2 &
Ko CH3 & » Sl ~ CHI & - CH2 1& 2 CH3 & - BRIk E A S
Y2 A 0 IR R 1995 4E 6 A 27 HAHSE 2 EEIEFIES 5,428,130 5% o {F5
LB o ARSI JERINAT 2 CKP GEIIERARAAE 2 455
VEGF-A 2 CKP B(JERIATE(T 2455 LRP6 2 CKP)HIIfE N B¢ C Al
IgG ZME&Fo)dh ity » /R » JERIRFA(EZ CKP/Fe @iy
ALY E RS 7Y - AEFREEE G - JERIAFAAE . CKP/Fe g
& H T IER I TAE 2 CKP W EREE(E « g hidf » ASChAT
il 2 JERINEAT 2 CKP E A FHUIERINFAAE 2 454 VEGF-A 2 CKP B
FERINAAE 2454 LRP6 2 CKP)WIA0{E N B¢ C R fiifs & A &L Clq)
S EEUEAHA ) - SR DRI AN ESIER AT E 2 EREN A
ZEEAYE 2 PR GFE R FeRn 855 2 0K5 A7+ (WO 1997/43316
US 5869046 ~ US 5747035 ~ WO 1996/32478 ~ WO 1991/14438)50#4 [ & 1
BEEL FeRn 45508 15 DAOR B3 Ho A Fe <288 <8R R R RAY T
BRI A(WO 1999/43713) 50 #4158 >~ FeRn 45 & 45 FEEFI & (WO 2000/09560
US 4703039)5aHE « BEANABERTEVE S+ (B0 - FERIAFAEZ CKP).Z
CEHRA R E RO B A N T SR US 7083784 tf o {E g fim vl th » Az
Pl 2 IERIRFEAT 2 CKP ZEF GEUIERIATAE Z &5 VEGF-A 2 CKP
BPERMIPAEZ &5 & LRP6 2 CKP)ABSCH 1gG 2 B15 DL M He R iR o8
SA(WIHEH Kabat 1 2 EU 58U T4RSF )Y Fo l@MhE  M252Y/S254T/T256E
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8l H433K/N434F/Y436H -

[0323] fERsbggfiaylh - ASC Al 2 JER 417412 CKP 25 H
GHUWIERINTTAE 2 454 VEGF-A 2 CKP BJERRTFAE 2 454 LRP6 2 CKP)
AT B AT IS I S Ae N BRI =2 TRl e - AEREEE A - A
AT 2 JERZFAE L CKP GEUIIERAAEL45 S VEGE-A 2 CKP
BIER AL 2 & LRP6 .2 CKP)ATBEEAI A IE HEE A (HSA) Z H &R
L RE(PEG) ~ Tk ~ RIEEREH T (1g06) ~ #ithe ~ MELEH ~ Sk
HE 25 A B PR EE AL U 3 B R B AR S0 2 B M N Tl

[0324] B EIERATAAEZ 4 VEGF-A 2 CKP BFERIRTAAT 4
& LRP6 2 CKP HYERAME & 731 AR AN ~ Tl ~ Jha -2k
KB T OAH (AR B T DNA DEH ) )BCo A< AE A - DNA U aH AT A o
FERZFAEZ CKP (B0 > BATE R R SRR R R Z JER A GAEL
CKP) &M —fe2: R US 5605793 -US5811238~US 5830721~US 5834252 -
US 5837458 ; Patten Z A, (1997) Curr: Opinion Biotechnol. 8, 724-33 ;
Harayama (1998) Trends Biotechnol. 16, 76-82 ; Hansson Z& A, (1999) J. Mol.
Biol. 287,265-76; DL k2 Lorenzo & Blasco, (1998) Biotechniques 24, 308-313 -

[0325] {efRdeggfmfih - FEhLA S es PCR - BEMILH I G A S
HAERAH AT A TR R S A B A SO P AT (I L IER R Z 46
& VEGF-A 2 CKP BUJER AL L4 & LRP6 2 CKP » mREdmtlh ] 45 &hF
TERREE 2 B 2RI A TR — BT oy B — B B R oy 2 — B (I
AR~ FTT B ~ BBay ~ SRR R B ERA -

[0326] &R GY)h AT —& 3Tl RE R il s e 28 » s
{5 FH A BE AT 15 2 SR A7 T B A il & R NS R A R B Rl & 25 B B

{EEIR G -
HEIEXRFIEZAEE VEGF-A Z CKP BFE X IE 455 LRP6 Z
CKP HJ4E 5"

[0327] Ao AS PRl 2 JER AL CKP (GEA
FERZIFAEZ &G VEGF-A Z CKP BUERATAAE Z&E S LRP6 2 CKP)Ed
sed LEL AR ~ FRGT  41E - AR -~ Y@l < Bhvt s R
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SBCH R B B E R 2R (JRE > RO RS &) < Al VERIGS Sy sk
SR

[0328] WIHHZEEMEFR R EHR AR A - ABFERE Y
IEGEETEVER B ~ S ER A JHCKE SRR - BMER A 3 - HIN T3
2 A FTERER A R R EES - BTTREH ~ N
7= 25 5 (PAPIL ~ PAPIL fz PAP-S) ~ T IR ~ MR - BEHER - U
EEHIHE - afER - oHEER - BIREER - iR - KeEREER
InflEA s R - KB REIEESREREFETER - RaEE A
FVER o ZAERUR VR ZR T P B A R AS & < FERIATAE L CKP « &
FHIEL RS 212Bi ~ B~ BlIn %Y K 13%Re ©

[0329] ASChfirfilt  JER AL CKP (FEMIER AL 2 45
71 VEGF-A 2 CKP BIERIATAE 2 &7 LRP6 2 CKP) B Atz M
ZEEEVIAREH 2T R E R B E TS - 5810 N-BRER a5
-3-(2-MEmeRE — Sk NBLER(SPDP) ~ sl fEmRFEER TObe(IT) ~ Fiinmlafis <
FRECTAEYIGEMIC e — HERRIREED) ~ TOVEESGEA e B BRI L
Fi)  BEGEA —FE) B SR L EYIGE B SURE RS O i)
RS OTEYIGEO S E SRR £ ) ~ SR EREFEGHEL 2,6-—
S\ W BT S M S E s LI (GEUD 1,5- 5 -2,4- ) - BRI =
ATy Vitetta Z2 A, Science, 238: 1098 (1987)f frrfi sl sk L5 B i 55 25 o0y 55
2 oo ik 14 B 1-REEE B A R A3 A R AR = T OB
(MX-DTPA) B34S £ U R A S P FER L JE RAATEAE 2 CKP (fy
PRtz EH - 25 W094/11026 -

[0330] fEsm—&Ehafith  ASOh i IER /AT 2 CKP (G5
IERIAE 2 &5 VEGF-A 2 CKP B3ERATAEZ &S & LRP6 2 CKP)H]
B T2 ) GEUIEEDIIIZR)& G DU IRES T s R | HrRiZ IR R AR
2 EETI-Il A E H -2 e & S RIRp A - B i AR B 15
OB AG S ZGECY) » HR RO ER(G 0 B i )
BOARTRIG G2 T RCAIES 5 (BIIEIRIE) -

[0331] fEELE I » Attt 2 IER AT 2 CKP (BB
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FERIRIEAE 2 &5¢x VEGF-A 2 CKP SJERIRTAE 2457 LRP6 2 CKP)T[
FA B SR B R I (B T B AL A S S E] - 3R BC A8 L 2 R E PR
HEF) R o T B L EEIE LN - RPN R R
FERATTAT 2 CKP B E- - E QS e A B AR R 2 #or s
TR _WEANDUR A E R AR RN ZE ST - JERIATAE L
CKP oy BT AT A5 DA T 8 0 7-(8 EL A B el SR EC Ay B8 45 & B & (i
HRRCA HBGS & G I TR - BI0ES a4 s -

[0332] frIteeggfmft » A gt 2 JER AT 2 CKP &1
FROUE AR LR IEVE AR A & o (ERRER B > N R 5/8¢ C KR
AT AT R MR B 45 7 o AE IR B h > N R By GE L
ERIRS PEG)E S » 1 C Rl GEER RN EM RS o 5
MR

[0333] $eptASC Gl « JERATFAE 2 CKP GEIERIRTEATE
Z&5E VEGE-A 2 CKP BIERIRTAAE L 455 LRP6 2 CKP)BL—E 25 {[E HS
SEFERERIL - 2k E0E - MeaEAE - KgEs T N1 B
B~ SECEEY) - S T R T ZES B o TMREEAST TR
FERIRIEAE 2 CKP GEAIIERATIAL 2 454 VEGF-A 2 CKP SIERARTHAL
<& LRP6 2 CKP)BLs A A HEEEIN(EH A R 2 Ba 5D 10 (- £
/20 f[ ~ 2/0 30 {1 ~ 2270 40 fif] ~ 270 50 {1 ~ %70 60 f[F ~ 27D 70 {1 -
/1 80 {[E - /0 90 {EE 2 /) 100 [ElEEN: < Z DRV LS & Y)(BEFE L E
FIFEEEEI R « gl T2 RIS - AT AR &S FA S Tl
I BT AIAEEE -

[0334]  {rIREeggmfh - A SOl JER /AT 2 CKP (540
FERIRIEAE 2 457 VEGF-A 2 CKP SIERIRTAAL 2 &5y LRP6 2 CKP)E{
LR T A Y T B B SRR 4E & - PEREIERIATA(E 2 CKP &55
P alfE B AROMERE P < — 8 70 B B I FEDARE « S R B - 3540
il e R R E ) o SRS B R AU TS R (% JERIRTEAT. 2 CKP Bilr]
EHIYVE S AEE - Pl e (IS B S (R IR A S8R - SE U E AR
BB A LYIES ~ ntERREENS - B--FILVETTEREC L ERNEERERES ; B -

C200069PBX20221129C.pdf 114

105130077 FEHESE A0202 1113306446-0



1799366

s UI{EA IR RO R RO G 2=/ BV 2R - B0 SE{EATRIN AR
fid ~ R~ EMABROCER  EHHH Y )RR RO R P HER R
HGEALER  #0RE > sEEATRFYESKEE(luminol) » VIR UL - 58540
R R EES « B ERKREE RO PER R 35A0 TRR F
(B~ 190~ 12937~ 120y S i (MC) ~ /7 CPS) ~ i CH) ~ JA(MPIn ~ B~ 20~ Hn)
K g3(°Te) ~ #2(*°'Ti) ~ $%(°%Ga ~ “Ga) ~ I(""Pd) ~ $H(*"Mo) ~ ("**Xe) ~ #
("8F) ~ °Sm ~ ""Lu ~ °Gd ~ "Pm ~ "La ~ '5YDb ~ *Ho ~ Y ~ ¥'Sc¢ - ¥Re
+ 188Re ~ 142pp + 10RK ~ TRy ~ %¥Ge ~ 'Co ~ ©Zn ~ ¥3Sr ~ 2P~ 1BGd ~ 1°YD
ICr~ >*Mn ~ PSe ~ 1Sn K7 WTn 3 IS REIE TR E g il < TR 1
ST~ FRRUR VAR VE S s B T S SRR VAR By X A R [EI A
REOZoT e

[0335)  JRERILIERRTEAE 2 CKP (BHUNIERRTEAE 2 454 VEGF-A
2 CKP SJER AT 2 &5 LRP6 2 CKP)EL AR 1N 4E 1) - 1L 8
B o b JER AL 2 CKP AT BLaE A 75 22 (BTSRRI S Re ) ~
ORISR VR BB (D10 o SRS LBl ah o - A s R e
Ve AL ST A A Z (FArT SE R -

[0336] fRRsb gyl - APl 2 JER AL 2 CKP (S840
JERATAE L& E VEGF-A 2 CKP BJER AL L& & LRP6 2 CKP)#i
cr U R PR i T (GEA0 o S35TEG - 5B A0 2B B0E A B S BUR TR T
(BFEEAPRFY Pln > Plhu ~ B1Y ~ PlHo ~ BiSm) B IR & 2 RIREE ST
ZIEERT G o AR R - R BE O Ry 1,4,7,10-VUSs R
J7E-N,N'N"N"-PU ZEE(DOTA) » H AT & 157 I B RO I ER A AT
Z CKP o LR 107 AEARSHI A Ry ERIHY HA o BT AR S8k
1 Denardo % A, (1998) Clin Cancer Res. 4, 2483-90 ; Peterson Z£ A, (1999)
Bioconjug. Chem. 10, 553-557; Jx Zimmerman 2 A, (1999) Nucl. Med. Biol. 26,
943-50 o

[0337]  HHRAEEAR T BB & 2 Bl AR AR B T AT
YR JERIR CKP » £ B840 Amon ZE A, " Monoclonal Antibodies
For Immunotargeting Of Drugs In Cancer Therapy ; , Monoclonal Antibodies
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And Cancer Therapy, Reisfeld 2 A (47), 25 243-56 H. (Alan R. Liss, Inc. 1985) ;
Hellstrom % A, T Antibodies For Drug Delivery |, Controlled Drug Delivery (55
2 i), Robinson % A (45), 25 623-53 H(Marcel Dekker, Inc. 1987) ; Thorpe,
" Antibody Carriers Of Cytotoxic Agents In Cancer Therapy: A Review | ,

Monoclonal Antibodies 84: Biological And Clinical Applications, Pinchera £ A
(4%), 55 475-506 H(1985) ;  Analysis, Results, And Future Prospective Of The
Therapeutic Use Of Radio labeled Antibody In Cancer Therapy ; , Monoclonal
Antibodies For Cancer Detection And Therapy, Baldwin %2 A (4&), 25 303-16 &
(Academic Press 1985) ; k& Thorpe Z A, 1982, Immunol. Rev. 62:119-58 - T
SO 7RI A e it 2 JER 8T E.Z CKP -

[0338] el sl At 2 JER A CKP GHUIIERATAEZ
&ty VEGF-A 2 CKP BUER AT 245G LRP6 2 CKP)&E S HYBHHES 7
SCEE) DA A (] B P 7 TR e e 2 T BT BB AR o IR E o e
JEPR TNy BEE Y B ZR4E S R R B R B Lt B 52 \ S @ LU T 501
PRI Z VB~ BRI B EE R S ARG < Sk o

[0339] fERabgg iyl - APl 2 JER AT E 2 CKP (S840
IERIAIPAE 2 &5 VEGE-A 2 CKP BEERIAIAAE Z 4 & LRP6 2 CKP)JR
FTEPERCE A A IS e o P B R e b 2 (ST RG aAS - oA G sns B
FAEARPRFS I ~ SRaE R ~ HMEEENL ~ M ~ BORLME - R OAEE
P

H BB

[0340] R EAS T 2 JER AL 2 CKP (FEUIIER A
EZE5 T VEGF-A 2 CKP BJER AT Z45 1 LRP6 2 CKP)RYH{E{E
b — AR 2 LB AERLEEIE R ATAE 2 CKP HYRERIFL AR R BARE
FREZ IER IRAT. L CKP BT (I N 2 C RimdE s S MY A T AR
TEFIR B - A EEE e SR 2 C1 AR L A R P E IR R 2877 AF 2 CKP Bil/K
A VRS R E B T S DA R S LB 8E < JTA T HRCZIREA
SRR L RSN 1 1-BE( AR R O 2R LN 5 Tl § N-FORDR I
Bl - Plansl 4B 5K < B © S e seliniie AAls - B0 3%
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B AR A0 3,3 - R (BRI e RN BT s S ETRE IS AR b
o W0 -N- P AR B 1,828 R GBI R -3 -[ (BB B A A fit
i B < s

(03411  HAt{EaEIHE BRI RS R R ACBRH R R 2 MRk L 73 7]
TE2 RCAH MR BA R e R A HUBRARRS & i S BN i < FERA T SR sl
b R RRE 2 FO I (L BERL I - FRHA I S AR (I . o-Hakk 2 FR A
{E(T.E. Creighton, Proteins: Structure and Molecular Properties, W.H. Freeman
& Co., San Francisco, 25 79-86 H(1983)) ; N Kifmlz ~ LBl FfFfa] C K
Ui A < Bk L

[0342] JERIATEAEZ CKP 0y A 2 L EEHTEFELL US
4640835~ US 4496689~ US 4301144 ~US 4670417~ US 4791192 5, US 4179337
Rl 2 HEURRZIER AR TEAE 2. CKP i E i EmE e s —
BInEE £ —BZ(PEG) ~ N _FRECE AN -

[0343] fiysh "5 L% | 50 T PEG ) B L L e s AEr T
FERATAHEBSH » BEZCH BRI = 5w Phialzls - =
CHElETE ~ TR LNE ~ BAR ANE ~ N-FSARR IR a5 AR R b 0 50). 2
T NETAEY) ot T PEG, BEdE R &7t 500 B 150,000 Da
B L 1 - EFLEE Y B i S > Rl OR AR E B S H A
F5(f# & mPEG) -

(0344 {rRIRELEfEp - B £ _BE(PEG) A S il 2 JER
SRIFAT 2 CKP (BEUIIERIRIFAE 2 454 VEGF-A 2 CKP BiJERIRIFAF 2 45
@ LRP6 2 CKPYETTITAL - PEG B EA M E A 2 AL LI
TLZERVKBENEEEY) - PEG (REsHE T T2 LU - Hooy - MU

FrFE) 500 AR TH 44 40,000 8 FETH 2 #0I1E AN - ££— H BT L EhE 1
FITER A Z PEG BAT 712 5,000 I ETH 2244 20,000 78 R TH < S0l IR 7775
BRSO T Al 2 FER AT CKP A &Y PEG AT Ry oA sl i oA iy (4]
%> Monfardini, C.Z A, 1995 Bioconjugate Chem 6:62-69)-PEG TJl#H Nektar

c. ~ Sigma Chemical Co. s HA/\E] o [HHfdE PEG AIFE{H AR EEHH A A E
L _FZ(MePEG-OH) ~ B % 2 Al EE(MePEG-S) ~ B HIEFE

:
b
=
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£ " FE BT I B oo e AR BT 0 L 5 (MePEG-S-NHS) ~ B FH S8 0 £ g iy
(MePEG-NH2)~ B E 58 £ 2 = 5 L il e (MePEG-TRES) sz BRIME L fix
R ERE L _FE(MePEG-IM) ©

[0345) FEHELEHEWIh £ DAst il H A A £ A% 2 ek e
FEEPS TR 2 HUK P E R S0 PEG)#ETTE R « 18 - {55 ImEs rh e
e Al FPKEEE (IO AREE S ~ FURERABGRIRERS) ~ KMk ~ BERFEUEI(3
W pATEIABERT - S5 _URBTIANHET) ~ BEAEE - W EEURHE - 3-C4
CHEARSAES)-2- R NED R HIRDY B E TS LRI A S (L
Pafe il S L BMEYBLIA S 2 JERIAFA(E L CKP GEUIFERIATFAE L
&ty VEGF-A 2 CKP BiJERIRAAT 2457 LRP6 2 CKP)ZJiEE » DAFEAE 2K
FEVITELZIERIATAAT L CKP = B0E » A[REA e fit < FER AT
{£.2 CKP ity BT LA B SIS HE - BT [ [EHE S R e s
CHME G AN R Z WA ] - JER Z IR - A it 2 JER AT
1.2 CKP ] 5 F 2 PETH TR il LA R [ 2 20l EM R A A2 DA PEG 177
AL -

B

(0346] s 0iffii s 2 R RAATEE.Y CKP GEAIIETAATEAE 2 46
& VEGF-A 2 CKP B R INAAE 2 & LRP6 2 CKP) R AL S HEEHE
SRS 2 JERARTEAE 2 EETI- B 288 (BB i o] 5 AN
S R A G - GEA LT SUER P FTRE AL ¢ Epstein S8 A, Proc Nail
Acad Sci USA, 82: 3688 (1985); Hwang & A, Proc Natl Acad Sci USA, 77: 4030
(1980) 5 K= A 4,485,045 5 K55 4,544,545 5% « BRI EERH fH]
HIHEE Bt e SR S 5S 5,013,556 5 -

[0347)  CHm A &~ B i v #E i AE 255 AR B i FE R i i -
WEIEE & PEG 14 bHHERE LEEHZ(PEG-PE) Z B &Pk e 2 - (HlEH
REASH B AR AL g as i DA A A TR H K 2 8 HE - iz ieE
HENINRIE R e A% a6 - 25, Gabizon Z A, J. National Cancer Inst.,
81(19): 1484 (1989) «
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HE T NBEMEARKERRAT A (VEGF-A) ZFEXE LS
(CKP) 178 2EH S I R T

[0348] fRIEsbggiE i h » ASOhiREE S IERATE 24 S
VEGF-A 2 CKP K Ba88582 Erlyie2 2 PRI g &) o (£ E i (]
o ZALEWIIN AT AT G ET ~ SR~ ARER ~ [5IRTR Re B R - LARE
2 S BV P R S HR e B8 DU B P S SUE B IR, - AP
B AR OB S B AT IR R 245 5 VEGF-A 2 CKP 27
Hi 2 B 5a ] o PR AN SR < B GTEIRL G S S VA ~ HE i
BT~ B3R~ B (JREN > B KRN I RORHE VA 2 H B
eI A SV B B T i) % - A2 B s g b E2Ae e
VER AP AT IV HLIs D s iR o AEFREEEHE G > AP ATt 2 B aE
HEVISIMLE I ERIRAE 2 & VEGF-A 2 CKP {7 &l A5 =
2 MRS R S R BT o AERLEE R - AP et 2 B e ElL
RN > FR L AT R B R EAL RN I VR AT = SEER AP T FVE © A+
FEEFHEG T AR I L REEH SV e S AR I R S -

[0349]  fEIELE I - A g B4R Yl & AT
BERAT > DI E s SV R R e VB L2 2 B(EE 92 O/
F& ~ pH {HECERI ) 2 SBR[ e R AHE 22 A AR i T AR B
Ve Y i - AFREEEEG T > APt 2 B aRal &) AR
By o AR EHEAID - Pt 2 B SVl RIEE RS o AR E
Haf o A et 2 B gl S YRR AT FEE RS (IRR] - S BT HEL
RBEME R < F s JRBE S D SV 2 2800) - AR E G > A0
At 2 B2 SVIEREC REEE RG] FTEEEYID I ZE1) - 1Lk
B - AL AT At 2 B SV IERC R LR - B S AR A B A
SR < Bt AREFE BER IO PA T SRk © Gaikwad <& A, (2013) Indo Amer
J Pharm Res. 3, 3216-3232 ; Achouri Z£ A, (2012) Drug Dev Indust Pharm. 39,
1599-1617 ; Lu (2010) Recent Pat Drug Deliv Formul. 4, 49-57 ; Baranowski
F A, (2014) Sci World J. doi.org/10.1155/2014/861904 ; Lang (1995) Adv Drug
Deliv Rev. 16, 39-43 ; Short (2008) Toxicologic Path. 36, 49-62 ; Jt ELAT -
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(03501 {RIRLgg iy - A aA Ol 2 JERITEE 2656
VEGF-A 7 CKP HYE& 40 S =00 N EEUI{F4Y 20°C 2 25C ) Al fEELY
053 4103~ 4153 - 49203~ 49253 354 49403 - 41
l5H ~ &2 WA ~ &3 A ~ &4 (EH ~ &5 A ~ &6 i HEGEE 6
A BRI A 2 R & - FREEE A B A S A
it JERIRTEAT 2 454 VEGF-A 2 CKP B S S E R R (EE AT
&) 3TCT A T AR ELY 0.5 8 ~ &Y 1.0 78 ~ &y 1.5 - 420 74 ~ 4425
B35 &40 - &Y {EH &2 MH &3 A~ 44 EH - 45
{5 H ~ &6 ([ HEGE 6 i H - E45/ iR L EE 2 R (o [E -

&/ ilE NI E e ERAF A (VEGF-A) Z JEAXRFIEZ LR
BELTI(CKP) 27T )6 7024

[0351] Y40 kDa 2 55 HIME N &4 &I T(VEGF-A) & o] |
HUBYE ~ AT RS [REHr (s 2 (8 4 A e A /B g hniy
AR R AR 7 R o AR B AR SAR AR B e A AR RN
T(VEGF-A)Z R » HIRlE < S5 GEaE s A A &) E & ie
R T g MEIR B > BLREWIOBEPRIE TR - SRR - S
MEPRI AR AN 2 - FESFERE M s B M (AMD) ~ 3 A= PERE R P 1R 4
RIS (PDR) ~ F78 S A RS 22 (ROP) ~ HIRESHLHT IE 2 RIU(CNV) ~ bk
SR /KHE ~ BRI~ IS O-PRE IR ~ IRAASRAAEEN - H4gHE
AFAKPH ZE (5 AR A AR ZE(BRVO) ke 15 A RS EH ZE(CRVO)) ~ 75
BT TR ~ TR E TR S MBS 4T - VEGF-A S5 2 &
BB AFIRY - HARYERE ~ /NGB BT (AP B &8 AT R 2 TR R -

[0352]  fRItEeggm - A gl A (A < BR B B0 <
Fik o BAAIE R E R A S E 2 A SR AT 2 JER IR 245G
VEGF-A 2 CKP 88 & A ATl 2 JERIRFAE 2 458 VEGF-A 2 CKP
T G PIEEWE SAE 1) o AEFRERE (T - $Eit oA gl 2 Ik
RINTAL 2455 VEGF-A 2 CKP A& GEES Z240 &) LA T e
#E < HR AL BN EONIE « {EFEE T Hd - Pef A SR ATl 2 SRR RTEAT
&7y VEGF-A 2 CKP (B85 IR R AT 2 CKP iAH &) IR B &
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A LU B Ae L BRED IR BORIE L EEVINT A A -

[0353] frREeggimfiih » AOAK (85 BIHALEI(Bm - A8
FENBHBRIA ~ KRB~ /NE A 6 58 &F ~ LEE -~ 0 1) - (e
A > ARG R N o AR EHEG T - 2 (SRS MERIAR R - HRIR
SRR~ HEREIYE o AEFREEGERT o R R UE T B R
EDIBE S A R R B V8 818 Ry Z R B BRI B i (GE U A3
AT 2 1) - ARG - B (aie A DU R I E A s/
SR IVE 218 Rl L IR OR SO IE GEAI A ST AT il 2 17 ) -

[0354]  {rAREeTr iyl - s HE Bl pips SO e AR B b AR Vs -
s dIEE H BT S A R Z BV IR AL MU E 8 A VR BEPR MR ~ #
AREI S~ EEVERE O P E S RN ~ ARV s B 2V E(AMD) ~ 1
EVERERIR TEAR AR EE(PDR) ~ 7 SRR (ROP) ~ R&EHESHr
FR(CNV) ~ BEPRIIVE s B /KA ~ IERIVEATH ~ 575 E-MRE T ~ HRAHE
HEARE I ~ LA AR IR R ZE (AR o B AR 28 (BRVO) KA A A 1 A I
PHZE(CRVO)) ~ AEHTIE /K « SR a2 A R AL R SR 4T - fE e
ek - SRR I RS [REAR IR B ~ BRSSO ~ HRIB R EH(BLrt (b2
KB B A R AR B IR TE G » AERLEE TG - e B e 2 e
B ~ VDIREER FE Shasii 5 [EE -

(03551 fERsbgg iyl h - WA SO EL 0 o BE SRR L - FRF AT 4K
B AL T JER AL 2 &5 5 VEGE-A 2 CKP (BUEL & AL
TG > JERARTEAT 2 454 VEGF-A 2 CKP fYALEY)) EHHE Bl S >~
HRHE GEAIHEERG B ST ©

(03561 {eEgg i ch » AT PRl 2 JERIRIAAE 2 &5 5
VEGF-A Z CKP (BB & IR A2 CKP MYsH P 8L s —28flsi &
LB o SPROBRTI I BOpiE i 3 VE A ey % 2 R - AT =5 RN ORI SR .
HEE - B E - sl AHERRBLA SO AT il 2 JER AT L 45
& VEGF-A 2 CKP (S(E & AR 74 CKP ZAH &) A 73 il ks S i 1z
1MV E A AL BT A B M E TR 2 B T AT RE IS A A - 2l
e~ ELRBOIGIR T a0 B S VIR AL P SO FE A 8 T 2 40 7R
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PEBLA S TSIl > JERIRTAAE 2§57 VEGF-A 2 CKP (EiE & IEfEIER
IRTAAT. 2 CKP BYAH &) B A= P ke A o0 88 P < O SR AN AE 5 - E
R BN B BEIE M A AT A R E A 2 BB AR 2 (R R e R R
ZERERET o NIt AE AR 2 Bl B ARSI 2 18 OB A S T
it JERIRTFAL 2 454 VEGF-A 2 CKP (58 & HEAEIER ZRIFATE . CKP 1Yy
HEP) s L E AN A EAmERE N E 2 B WAYIERD g imE
(BRI RASAEE R B o AEFREEE G - s S il 2 JER AT
{E.2 &5¢ VEGF-A 2 CKP (BB & IEAEIER A7AE 2 CKP A &) 815 —
HUmE £ R o1 o fERREEE A - S A ST JERINTAT
&5y VEGF-A 2 CKP (508 & IR R ZATA(E 2 CKP IYAH &) PRV &
J& & B BR(MMP)HIITAH &A% B -

[0357] FEXCEegg il » s A STl ~ JER ATPAE 2456
VEGF-A 2 CKP (8¢61 75 HAHIE R AT 2 CKP BYAH G BLEE —ROEMA &
FeBil o (PR E TR - 325 A R I OLEERALPT) « LPT {3 AR &
BN AR 2 2 PR DIEA A ARE - H{EHE RO A A EDR
B BERSREME  HEMEFESAL - SRR T 2 SR A - R
NEZEEME > HW I EE R i A BEHR TS DAY 2 Rl o LPT Fflir ke 25
PIRFIEET & BE S A AN (2 A Lock % A, (2010) Med J Malaysia
65:88-94) - FHJ* LPT Z ZE4MAET AT &5 WO 2014/033184 1 -

[0358] frILsbggifnfylrh - 55 oA R LE) 3 APDT) « PDT i
AL T M E N SR E RS - (emESunE 2 - (EHZH
B Z IRBHBOR B2 48 a1 48 R R SR o B [BIBE MR 125 2 A (7S
SIRREE) o (EeE R 2 R RS LR LE Y E ATGE T » B2 E R
A @b #E e 2O S L ES - —fEE B H LA LEY)
RyHEE I 55 (verteporfin) (Visudyne®) - 471 75 + A fHHE 25 B AL IUAE i
o — HAEE AT A ZIFAE THDEE(L » (A S R M S AR
K EVEE E A - tiEEmE ME N - EXRZIE N T8 HiE
NNZARR(H 4RRE =03) BRI ABRCETEAERE - s ARSI ISR U ALl
A7 R g TS PR T B B M AL ~ R4 S R 452 1R e i -
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e pIR R =y PR Ees eyl o b A e N =Rt -t IR A ik (e sk =y
Y. 2 e AR ER SR e FTR ATsE H Z Bpe S BRI L EYm (L - BRL
PDT ZEAYNHEAA] SR 540 WO 2014/033184

(0359 st ggiiifylh - 3258 A Ry BEMA ROsE Il » Horhos
B El R BT 0 A4 TR SRS H (o P9 AR SR 28 e T Y B
PHETTRVEER A PH 2R S -

R

[0360] fERELE I - ZIERIRE 2 &5y VEGF-A 2 CKP (5
BB MREIER AT Z CKP WaH &V A BTAIEE A B BIanasHE T F
S~ TR B E G RS o 3 DA 20-150 pl > 340 40-60 pl B¢ 50
Z BRAVEGRR =2 7O B A L < 15 AT &K FR 30 5%<1/2 I5F(12.7 mm)$F AGETT
TEFEEE Y - SZIERIATAAE 2 &5 VEGF-A 2 CKP (BUE S HEEIER
PPAT.Z CKP WYSH &) BLR: RIZ B AT PRI e SR T S v | o AE e
KaG > Zorstas BB S 2 e S0 - o0 F 5 4 o] i alis -
(50 FH PRER s 5 as T T AR 25 T BAT AR SAAE 70 W] e S 1 B i R PR 5
B ZAFALGHY o THIE TR ae /R R SRR B B RTE AL B 2 L FR B - 6]
PRI G NI S8 2o DAl > 2 4140 WO 2014/033184 © Fagan %5 A,
(2013) Clin Exp Ophthalmol. 41, 500-507 ; Avery % A, (2014) Retina. 34 HE|
12, S1-S18 ; k2 Doshi % A, (2015) Seminar Ophthalmol. 26, 104-113 -

(0361] fEIRELEFEGIH - ZIERIRFAE 2 &5 VEGF-A 2 CKP (5
BRI ER AT Z CKP HysHEVDEE T, (G0 2 BEHRR A 51 - 58
FREHRIE 7T Je F Rk 25 <« BRANIEN RS BT LA S8R - Loftsson 45 A,
(2012) Acta Ophthalmologica. 90, 603-608 ; Patel Z A, (2013) World J.
Pharmacol. 2, 47-64 ; Freeman % A, (2009) Exp Rev Ophthalmol. 4, 59-64 ; J%
Boddu % A, (2014) Recent Patents on Drug Delivery and Formulation. 8,
27-36

[0362] {rICebe iy rh (BRSNS BERFZ IE R A 245
VEGF-A 2 CKP (881 [ ER A1 2 CKP Iy &) ik ik £ IRIE
e FERERF G - ZIERIAAAEZ &GS VEGF-A 2 CKP (B(E &S
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FERIRAAT Z CKP WAH S PNREE FRIR A API(BFRE AR 140 Ocusert ~
Lactiser ~ A7 AR #9748 AP3(SODI) ~ Minidise ~ FRz0A S - I ~ JER
% ~ AR AV RIBIFREHIREEST - 284140 Gaikwad A, (2013)
Indo Amer J Pharm Res. 3, 3216-3232) - fF LIS BTG » 3% IERIREAE 2 45
& VEGF-A 2 CKP (2B 5 FEAEIERIATAAT < CKP IVAH S YDTE RS 18R L
e - HREEZE/ e ~ IREE AV S RS E AL EL - 2 hd
IR B G N R 1k B AR AT AN R Ry LRI o RS AR 0 2 BN 3 5 TR
AEYIRTIERERY > TR FEIEGRENNY « 2240 - WO 2010/088548 #7lt—
fifsE AR AR OB < BAMITERS & 3R 25 2475 - WO 2002/100318
frn A FFAE R ) 2 F BN EE 2 B ATEEVERG IR B4 - 20 0 T
e P TS AT S A R Bk 2 o {8 IR AR 15 T et I < B G TN
B % 24 iy — (& 5] B rf Replenish, Inc. !~ Ophthalmic MicroPump
System™ » 37 Za 4 i) SR T LLAME LB E 8 BT » FFETHC KE - {7
FEEETEET o Bz IERINTAAE 2 &5 VEGF-A 2 CKP (BB & HEIER
PTAEZ CKP BYSH &Y EETY NEZAR (B0 > W FEE VERS ) T - i
Rz A e AR ZHLE BT - sz e B GE L - e A% Ik
RIMATZ & VEGF-A 2 CKP (E0EL 5 FEREIER AT (E 2 CKP I4H &)
BLEZ E L1 2 [ B BB B B2 2 e 1 & R AT % AR R A AE 2
&ty VEGF-A 2 CKP (2813 AR AT 2 CKP [Y4H S VDITRER - 24
T TR IERIRTATL 2 454 VEGF-A 2 CKP (BAL & HARIER IR
CKP MAH &Y I ER SR E | - LR (38D B 5 as PR ERIEHT -
el ZHYHERG N AR B AT T DU AT AT (18 H o DA S 46 2R R i 6%
JERZIPAEZ &G VEGF-A 2 CKP (SUE & I ER AL CKP U &
) o BERURIRGIAEA A Z R H 0852 Fr &2 12 % 2 Eh g ia R R4y
S0%Y TR « 5% 7y e 1 B e AT AT 8 AIVY 2N (1E H 2 IR RIIAT Z 45
& VEGF-A 2 CKP (EtE 5 FEAEIERZATEATE 2 CKP IY4H &) < fLIEE YR
sINe PN Ry B I A ST ek DT & 8% IR R INPAT < & VEGF-A 2 CKP (¢
A5 IR R RTAAE 2 CKP VA &) Al ge e LB B A RUAHRE » 1 Bas
LSRR - FECHE A 0 IR - HEGN=F - NRIEFIVNF

C200069PBX20221129C.pdf 124

105130077 FEHESE A0202 1113306446-0



1799366

P ACHE AR 225 Zodin HL B R BER ARG IR 5 - i T e oo R I e [ R B
PRGN ES © IERIMTAT 2454 VEGF-A 2 CKP (BiEa IAEIER A
£ Z CKP HUSH GV RS MR S DRI > HINEL - B IERAGAE
Z&5 T VEGF-A 2 CKP (BB S IR 7 (£ 2 CKP HYsH &) A fEE
ATl 2 T RIVE A b e DU -

[0363] R abggiifylh » ZIERINFAT 2 &5 VEGF-A 2 CKP (5
A I ER AT AL CKP INAH SPD A s T2 A i - B 17202
Ry IREERVERNy - FLrP e/ NI LA o e < BE Y (g sH A2 A (2 R
1 Myles 2 A, (2005) Adv Drug Deliv Rev 57, 2063-79 ; ) Eljarrat-Binstock
% A, (2006) J Controlled Release 110, 479-89) » FH{##5 BLEE M [F] 2 B {THY
FRMACHEINEEY) > i HLRF BT A B A et Bt B 5 A S i b 2 HLMRR
LUSE RS © SEY) e & i aH 4 < TR EAS ©

[0364]  RERARIBRIEHE BLEEY) « BEY M AT AL MEI0 LA SCkH
Kuno Z£ A, (2011) Polymers 3, 193-221 ; Short (2008) Toxicologic Path. 36,
49-62; Ghate £ A, (2006) Expert Opin Drug Deliv 3,275-87; Davis Z A, (2004)
Curr Opin Mol Therap 6, 195-205; Gaudana Z A, (2010) A4PS J. 12, 348-360;
KA -

R 1EREI RH E ST XY

[0365] frLobegjimfyrf » $Ept 2 SR Ay X2 IER AT
Z&5 1 VEGF-A 2 CKP (B ELE IR R AT 1.2 CKP AYRH &) - Bl
o HRE QR LA P AT IR S VR S BOR L ZE R £ Ui T ATE SR e ke
FGERAECY) -

[0366] #EASIH 2 SR GEREC Y AL B B2 I ER AR 2
&ty VEGF-A 2 CKP (BRELE FEIER AL 2 CKP IVsH &) ~ S oWk
Pl k2 R AR ETZ I ERIAFAE Z & VEGF-A 2 CKP (UL IR R AT
1.2 CKP WS &) B & 55 SV R AR A R B « RE s
RE GV 2 IR SR SR TR TSl SV 2 R )RR -
2R YRR I B B A ) AT R R S e I R e o PR
Pifns - & a Vg i 5 ALIRPLA) ~ B LEEIA(PGA) ~ AKX MAS-L
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LEEHEFYIPLGA) ~ s ~ BRMER) ~ T0HR) ~ @RI - HO Wb
SHAHA -

[0367] {rRItEegf » s G s & PLGA « s R et
AU BB 10 2 40 (b1 < SRR EE - % R REEIGEETT a2
fig ~ TR2 - 502 - AHERR - WEOERR - fRAR - ARfEihis - biHsRs - 2eul
Hefs ~ SOMES ~ OEE ~ oo HES ~ 2R BRI R o HIES ~ 2 BRI s o i -
[l ~ A B ERONES ~ FEARE ~ 1 B - TLGHERE - RIRES
WeRE ~ t RS~ ) \EE ~ BEAERE - BRIREE R =1 PURE -

(0368 {rEILEg iy » B ZIERINTAAE 245 VEGF-A 2 CKP
(BB MR RN < CKP IYAHEYN I ARSI RIS < R RE A &
Py o AFFEEE G o Z S EkEG T PLGA B4 o ARSI A S
i RS R ATETIOF ATIEREG T 2 JERIAAAAE Z &y VEGF-A 2
CKP (BB IR AL 2 CKP WAL EY)HY & RIER AL 2 &858
VEGF-A 2 CKP (E¢EL 5 FEAEIRRIATEAE 2 CKP IYAHEVDIRERTHSS - A
PSR ISEAGEERCY) 2 7 A iy US 2005/0281861 Kz US
2008/0107694 tf1 -

[0369] {rItebgifs|t - FFZIERINTAAT <455 VEGF-A 2 CKP
(BCEL S PRI ERZRTAAE < CKP BVAH G OF A ARV AT A < A AP)(GE 06U
o AEE AYIGEEOMED) A B RRIR RN - TR 2
FlEREGAE 1 K& 6 (il H B ] EZHAE 2 s L 8285 & (Davis % A, (2004)
Curr Opin Mol Therap 6, 195-205) - H5#H FBHE# R K & A 0K 2 34t

VPRI IE(PLA) Ko/ BEE - LS (PLGA) BRI » ARE FH 2 A A FR(S1)
Ko LAZBR(RER) S ARYTRIE ~ (B R GYEELL NI NE Y8 g siE
B A S SR R PR REEY H A AR < IR SRR - SEYIRE N
—AEE S )15 H P EEY KA T an e R R TR - N RS
AV EREE A - IR ECBBHS A A (Hsu (2007) Curr Opin Ophthalmol
18, 235-9) - A=W Al [ M i AP R s TR koG iR B R 480 ] (B0 2
FHEFEIEH 258 - (258 EY) PLA/PLGA LERIME » HE AR
T HE e E YR 1k 2 Sy dn i PR T R R K T gE BT R 8L
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BRI S R A\ AP AT AR A PI(EELD PLGA B¢ PLA f5 AY) DL EEHR
P B > SEAMNAET EEEE M40 WO 2006/093758 ~ US 2006/0182783 ~ WO
2009/026461 ~ US 2008/0181929 ~ US 2009/0263460 ~ US 2010/0015158 ~ US
2011/0207653 ¢ US 2014/0154321 - s FFAR B SE YR 8 & s EHA b
SHEAHRE LRI LT SZEkF - Donnelly % A, (2010) Drug Deliv 14, 187-207
USP7918814 » Yavux % A, (2013) Sci World J. doi.org/10.1155/2013/732340 ;
Je oAt SRR -
R REG

[0370)  {rBCALgrfmfi - At S A AP il 2 JER NPT 2 45
& VEGF-A 7 CKP Kz A A AR B2 BpiE GE AR Sh 078 8 A= P
B DU e AR R E Z BR B ) < WP iy B« 2 B Bl 75 e
KRl iz 2 e FECELZ S e R < AR e BT H - e Z A avETE ]
W ~ /N~ RS ER S - RER S BRI » S B -
{EREELE ] » SZ S e AN A IR T B B e R HR B i A b AR
PRI B DA S AR 1 R e ZBRBBIPIE VA s < AH ) H AT A TE A 42 1%
RN E R N BEY IR 28 RS T i 2 — B EY L B IR EHTEEE
[SED R TTESTEEY) ~ FilrfEes - B O RBEATT DARIRE o EREE ]
o MR AR AR R A - A ST T 2 20— MUE TR R AL
T > JE K ARTFAE 2 454 VEGF-A 2 CKP « ZfE S sLF HIs 153
e AR AR IR SR B E GE IR FR S B A Mpei s A R I A
RS IRENAIE) - s A BB Satd B R 20 B Fh B S (7] B A 1 L%
IERIRIPAE 2 &fer VEGF-A 2 CKP (A Z AR ER /AT L CKP Byl &
PNIERIH » JREa B o A S il 2 sH E A0y B i R 4

[0371] EESEEGIERGIE IR C AR E L s FHEasst 2 5iaE
ELE A RE S BA(E A A A e MH B 2 I ~ A BilE - 8 B
J/ BB HVER - AFFREEYIT - ZEEE A eI E R L
&h¢r VEGF-A 2 CKP W4l &R GRS P B EGE A S s
At AREBITE B A MR i B AR RS TS A 106 By i (el < MBI IE) =
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(0372]  JREEULEAT AR - PO BN VEGF-A
TG ER A G 2 B4 - BIFY VEGE-A 2 B 4tib > &l &
A EABRRL(BIAD - BIRE R RERE BN 8l A SO il Z SRR ML 2 65 &
VEGF-A 2 CKP - g tS A A Rl 2 JER AL 2 &5 & VEGF-A
< CKP WY& - IR SRS » BId0AE ELISA SRR AF ¥ VEGE-A
BT ER - R LY ZEN BRI i% e FEEBEZ 7
s HEH B AR BB H - BB > ZEGTWE S 20— A
il 2 JER SRIEAT 2 454 VEGF-A 2 CKP [NAH&Y) - A 655 B0
B S ~ ISP S < SIS o - sz IRk s B AR A T At &)
A DR ol i TRE TG Y N EGE2 B iR 2 S

B
EO1 : JHRE 2 ZERI3 ZHER TG
FMI3 EEEae [ 287 EETI-IT -

[0373] FEHEanSerifh i~ Wi RS E S pS2202b i EETI-IT 2 EiF
M13 KEE RS < 2 [(Skelton, N. J., Koehler, M. F., Zobel, K., Wong, W. L.,
Yeh, S., Pisabarro, M. T, Yin, J. P, Lasky, L. A. 5 Sidhu, S. S. (2003) Origins of
PDZ domain ligand specificity. Structure determination and mutagenesis of the
Erbin PDZ domain. J Biol Chem 278, 7645-7654) - {f FELAE 31~ A= W45 fii
PL47AE EETI-I 2 DNA F E% B #a4R6% Erbin PDZ 455k > pS2202d [ % -
FT S i i E A (p8EETI-II) & A3 4R 2 SFMEAS & 25 5 20 S 98 Z B LBl 3
fE B2 By gD B4 EETI-: H DA MI3 F2251ME & H p8 Eflie F M13-KO7
SR R S p8EETI-II 2 KBS R TR - HEFEYHE 307C
TEMIEA 50 pg/ml FRERER & 25 pg/ml RHMEER Z 30 ml 2YT 58k
A BRI o AEARAE Jy ZE A4l (LT R IH < Mk G (Tonikian, R., Zhang, Y.,
Boone, C.kz Sidhu, S. S. (2007) Identifying specificity profiles for peptide
recognition modules from phage-displayed peptide libraries. Nat Protoc 2,
1368-1386) > H ¥ 1 ml PBT &% (PBS ~ 0.5% BSA Kk 0.1%
TWEEN®20)H » ¢ zE4L S5 p8EETI-II DNA K At 23 2 EETI-II IV R
BRI T o (3 IR ERTAG ELISA 2RI =2 B /KAE -
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IR 57 2 o

[0374) 3%7E Kunkel 288655 5% )7 4 5k /2 EETI-II 57J& (Kunkel, T. A.,
Roberts, J. D. & Zakour, R. A. (1987) Rapid and efficient site-specific
mutagenesis without phenotypic selection. Methods Enzymol 154, 367-382) - £&
B - S 1 K ERiSER Cys DIYNZ AT R ARG BE Y RS OF % 05
T-LL6 ~ 8 5 10 {elfg g 2 R FEREER 1 3-8)FEt(l - BCgd 2> A AE-—
AR OFERHS T DA S (AR & [ e R (R 5 (22-26)Bsfk(b B 3 - H
L6~ 8 K2 10 (Wi R (R 1 Btk b HL[EIRy RS 19 i 582 < B 0F
5 T-LA S (i R R S BEtAL - SER4RAS 19 (e R & =2 nnbdkFiha £
FEHRE T 2220/ 5 Y)(Glen Research > Sterling » VA)RGRAN €5
S B o SRR pSEETII 2 AE 3-26 WEieh &g = (48 113
B AV ELRE DNA - H A FOREEATA =S - = S 2 A% 3<101
(EERr e 2 - HAGE s E G e T = et W e e & £ 2 hVEGF
(8-109)f 4t 25158 % (VUs%) (Tonikian, R., Zhang, Y., Boone, C. &, Sidhu, S.
S. (2007) Identifying specificity profiles for peptide recognition modules from
phage-displayed peptide libraries. Nat Protoc 2, 1368-1386) » E.ri 888 ([~ R A{F
FYBEA 25 ug/ml hVEGF (8-109) A kg At (s i i & (e 30°C
N RERTAHEZ R AT B o

BB e ELISA -

[0375] frbUdmas e 2 1% » BRI ARG 40 2 B HEAE 2 96 1L
R EAT 50 pg/ml 2R EEIER K M13-KOT BRI AG.Z 450 ul 2YT 5%
Fhr (AT 37°CT AR BRI - AR BRI R RG ELISA o EIAR- 40
i hVEGF (8-109)2 BSA ZE4fft 384 #, MAXISORP™ (e ey F i1 H ikt
&€ PBT &REnmiire(1:3) ZIi G ORI E &1L - PRl et HARFF A
Ht MI3-HRP K TMB <ZEANTHIC AT & 2 Wi hG o AFEE S A7
s BSA ZIGERRGES o LEHE R S4G T » ¥ hVEGF-A (8-109) 2455
{S57EE BSA (7505 i H 3 0Vl R i BEa 1T - BE VA 1T DNA
FERN I3t -

-+ H EE
\?QEE%E;—Z °
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(03761 & 7B EREY) » K VEGF-A B4iZ% 7 mg/ml H#l6
G5 HiE 2 VEGF_CKP9.54.90 #5455 - #EMRHRMEIUE
(ER 201 EEE AR B AR R an Rl 22 fElBE P1241 2
VEGFA/VEGF _CKP9.54.90 iisfF 19C T4AE & - A% 54 100 mM
HEPES pH 7.4 % 26% PEG 3350 - {f£&RWIE Z 7 » fE M5 25% PEG 200
Z SR T R TR ORE B R ST RS R -

BFIEREGTIEEE -

[0377]  Froeiest 1 B R H 4R 21IDF $1¥ 1.64 A U5 X H4x4&%
FEHRL o [ iMosflm FRIR &R} - #5018 A] Phenix o7 2 Phaser » DLSERTA
582 apo VEGF-A &5f#(PDB : 1 VPF) ({F Ryt g A kA i BT 2 —1
VEGF-A RSl T T B KA 4SS - VEGF_CKP9.54 .90 S48 1A (T
HAEA Fo-F % » IAEE » 3/ Coot fRFEEERELET 2 S5 F Rt EIFE (3 S -
HFE1% A Phenix K Coot T 78w s (L 2 -

JEFHE SR IC 50,22 KDR-CHO VEGF 5247

[0378] i KDR-CHO 44 gD FE8 (1 KDR &y CHO 4
M) 4 £ R DMEM Ham [, F-12+ 10%40 574835~ FBS (GIBCO
H %57 26400)~ 25 mM HEPES »2 mM L-GLUTAMAX™)tj1 4 £ - %54 VEGF
R & S0 G FLEAERY 96 FLAHAIT B F 2 100 pl 4IRS
EEH(DMEM/Ham (5 F-12 ~ 0.2% BSA ~ 0.25%%8 787758 2 FBS ~ 25 mM
HEPES ~ 2 mM L-GLUTAMAX™)th H 1+ 37 C N ES SRR © Fzina g
By 100 pl S AR R a2 (DMEM/Ham (5, F-12 ~ 0.5% BSA ~ 25 mM
HEPES) H At 37 C RIS & 2 /NEF o AERIFLZ RT— /N - R I i
s 5O pl oA AR RDFEE A o [FIRF » £ 37°CNE 50 p fei & 4mAe]
wiEER Y VEGF (5> hVEGF » 50 ng/ml ; %> mVEGF K rVEGF » 100
ng/ml)BLEE m 2 CKP 2t VEGE —EFaET & 1 /N FURTT 2 4HRE - £ 37
CRRAHAEREL 15 min HAZFREF RS - A 130 pl 7KL AR SRR En/(150
mM NaCl ~ 50 mM HEPES -~ 0.5% Triton-X 100 ~ HALT 2= [ Jifs EAL ksl il 41]
7 5 &% (ThermoFisher Scientific, Inc. > H §£5% 78444) ~ SmM EDTA )3 75 fi#
HAREL e FEFRALTS ELISA 2 0 A AACHIE KDR 2 VEGF J12E 2 Tyr Bl (L
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fHimE L > A2 4C 2L 100 pl Fkghy PBS th 2t gD HiAs(l pg/ml)ZEAf
MAXISORP™ 96 £ 1% Mz (ThermoFisher Scientific, Inc. » H §E97 439454)(5
W HARREETRPBS ~ 0.05% TWEEN®20 » pH7.4)58 8 =K » 150
F 300 pl [HErZENR(PBS ~ 0.5% BSAHETHER 1 /NEF - Bt b iReE g
WA= = KE 2L KDR-CHO dHHEZA#E)(100 p)isin s &1L A =08
e 2 /NEF o RURIRGR ENRORIS BEROIRPUZR - BETRAE 20 N EHE &
B 100 Wl 2 0.5 pg/ml V2 &5 S iz gL iz (%1 % 4G10 > Millipore
H##9T 16-103)—H: & 2 /N  fE5EIRPI R 2 1% > (E=00 MMEHET R EIR
HRFEE B IR B 100 pl HRP 45 & Al 22— & 30 min o (£HHRIIR
1% £ 75 T H 100 ul TMB ~Z/&(BD Biosciences) {5 E##H 20 & 30 min >
HAFFHATD 50p HaSOLEIRAEE 11 » {H FHEEE £ 450 nm 2 bk s Bas ACH]
TES LI CERHE -
i ELISA

(03791 #Er5: 5 ELISA AhiE Sk 25 &R RE - 550 i
4°C TS 2 8¢ 5 ng/mL VEGF-A ~ VEGF-B ~ VEGF-C ~ VEGF-D - PIGf-2 -
NGF - EGF ~ PDGF-BB 2 IGF-1 .~ PBS Z4ffi{f MAXISORP™ 24k HfR&
ARG E B A RN BLEAR 2 HG DT EAR-ELISA A8 & & - f£506 AR
B4R @R (S 0.5% BSA k2 0.05% TWEEN®20 2 PBS)FHET 2 /N 2 7% - fif
FH o MréR{Eni (7 0.5% BSA & 0.05% TWEEN®20 ~ PBS)#H ke #G-Fe
EEEPIECEYI R LG BAT R TS 1 /N - #8000 BIlBT A Fe-HRP
(Life Technologies)T, iy Fil 7 U f1 22 -HRP (ThermoFisher Scientific,
Inc.)—#EH% & 30 min RS G 2 ~2he-Fe BUEY) R L2y E - FBLL
RO E G EETTISCE ELISA » (HAE[HEr 2 1% » IS AN e RE
< zha-Fe ghaP)eiAaYIELziG L EEMEINE SV (ZRRERUE &
ECo) HITFE 1 /NF - FrAERANIHERE KiEESEEE R & D Systems
(Minneapolis > MN) o

SPR &35 777 -

[0380] ££ BIACORE™ 3000 {##3(GE Healthcare) [ {F 37°C T {£

A 0.1% DMSO (v/v).2 HBS-EP &f##%(10 mM HEPES pH 7.4 - 150 mM
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NaCl~3 mM EDTA }z 0.005% v/v S E L] P20){sE A i B 47 1L Irbiin
AEHE VEGE-A {1 2 &5 & I RO « S thrig=me - 0BA T
FITHE A0H FH SR RORURT 22 BRI (SA) BT O 2= (i (CMS )Rl =5 -

[0381] 1B SA EOMIz:— A » HefEmrK LkiErE ol
EZ-i#% NHS-PEG4- £ 112 (Pierce) 57 1l DA 1:1.5 SLHELAT PBS HEF A 2 /)NEf
Kt VEGF-A WAL 2 ([E4 Y122/ VEGF-A) » BErg5Hain 10 (555
Had s 2 T pH 8.0 A28 s Y 3. FH Amicon 0.5 mL 3000 MWCO i
e Lo B AR (EMD Millipore) K5 i &% EE AC#R 22 PBS o« 35 LC-MS 734
AbgEt E H'E L EVEAGIRGE - BEER Y=L VEGF-A g fRE L H
FE~400 2 HARFAL(RUYESE o & 7kt VEGF-A &£ CMS JollEs |
B IARIRHEIERTSIA A N-2J%-N'-(3- —H R )i b e B R B
N-FEIRIAR nnfe < e & P)(EDC/NHS) SRR - FEtgiks VEGE-A #ifg %
HERENK(0.1 M AREEIRENR > pH 5.0) 0l HiF A > B 2 (S5 FIL)~400
RU » fE%H 1 M £FEHz pH 8.0 Mk DU LB E5E b  fir sk -

[0382] frfidbE 1% » 45 B MHUCEC 2 DMSO JRFEY HBS-EP
SENRT I Z2YORE(E £ 0.1%) » HEL 80 pl/min L #UE A - fEtg
{5 H Scrubber 2.0 (BioLogic Software) » {5 1:1 45 &R 54 i 15 I8 HI ]
PIESEN S &k SO -

CKP S R15E -

[0383] HrarMERTHEY) LRP6 f7f#EFS DMSO (0.5 mg/mL)~0.1 M fii
B s#(pH 9) ~ & 1 mM Z[FAREH A Z 50% DMSO B A==06 MMrikiz
NEIEFEEE 24 he 41 C18 ‘&t [#5M RP-HPLC sc4fifl#582& ~ CKP » HfE
eRrE VB RE o MU R IR EE D - s RREZ - & -

AT EE R -

[0384] A&k a5t 2B Wt #ii2 Ei8s HEK293 4Hffd(Gong
Z A, (2010) PLoS ONE 5.9: €12682) H {# pRL-SV40 j§ &5 Z i (Promega)
TEREFEAT 10% FBS 2 mM GLUTAMAX™ 40 pg/ml /25> DMEM:F12
(50:50) AR £ & 90%E S » 1F 5% COLEBER BT 37°C T4 &
24 h » fEE2 5 2 1% > FraiHulEE Al L(E 0.05% Gibeo 15400-54 2 PBS) »
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FE% AT 7A 10% FBS -2 mM GLUTAMAX™_> DMEM:F12 (50:50) 177 FE
2 4<10>E4HHE/ml - B 20,000 {E4HHEEEE 2 H & microtest 96 F[, optilux 5%
ER(H %57 353947) 2 E51 L H 5% B~ 24 h - /] FUGENE® HD - [/
Wntl-pCDNA3 .2 (5 ng/f.)5( Wnt3a-pCDNA3 .2 (25 ng/fL) 31 > fEB4
& 24 ho K45 & LRP6 B BAGHAERY DMSO H HLL0+0.1-0.1-1.0 ~
10 2 100 pM Z [JRGREE RN 2 40 - 5045 DMSO JRIE Fs 1% » 35748 6 /NI -
AT > {1 PBS HEE4H Wnt3a (5036-WN-010/CF » R & D Systems)f#ife
£ 50 ng/mL FURINE & e~ CKP fyEFER -

[0385] [E7% > A Promega > DUAL-GLO®E4 » ffgHlisng 0
HREL{SE FH 2% 5 2 e Ry — R =M A A B R B - {1 Perkin
Elmer ENVISION™Z A2 E T Es 5 HIE K 82385 BORE 48 « STEEDK
aa 2GR S 2 H e R iE R 2 Wit &2 HEEE TR 2 Wit 2 H
P BRIV ¥ WO HE FR I EE SR TSR AL, » {F Prism Graphpad = {58 A S B (HI1 1
Pl ) A S A A A AL S 5 A AR AL R} AR R AR B - wT R R
Y=100/(1+10"((LogICso-X)* 75 B R} )) i F§ Holm-Sidak J57£2L a=5.000%
ARMEE S FREENE - STREECERTAYIR Bk B BA A (SD) ZRHEGITY
B HLE AR A F e B T P<0.05)Ks [Csoff il M1
EJ o

EPI2A * B4a5 VEGF-A ZFEXANFIEZ EETI-I BBERHIESE

[0386] #f% EETI-II (& DF AR 2RI 2HE MI13 EREHE 2 KM
o 3R EETI- @i 22 M3 F3NEEH p8 2 N Kl © FEYh > gD f2E R
EETI-IT feol] 2 &8 TRZ S 2 N AR » DA Bt £ B KR « Bt EETI-II £
ZRE AR = KV RG SO - a0 T ¢ S 1> BB 1 e AR i A i L HL
BT Ry mTSEMY(6 ~ 8 ~ 10 MFRAL) 5 S 11 HrpiliEs 5 W Al v AL pE AL
HRABRRE BEEN  RoE N> Hp [ERFEE 1 kB S (el A A&
Py EEERAL - HE 1 REH 6 2 10 M AREASL - M S &E Al
SERY « G822 » = WSJEEAH 310 8 B 55 iE i1 VEGF-A
< B o

[0387] $1¥%f VEGF-A g7 A 81 hVEGF s 004550 2+ = MRS
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BEEN(S AR 19) o LEEREGAIR 1 PEyEiR 1 KR S Wah ElR &S

R A BRAH L - B > R BB A BL EETI (PP {2 2 RARERAALE

R 2B o ORSF YXS BOT/RAT RPRER 5t - B m A ER LS

fi 1 2 E T REVE R R IR AT IA - BB RS ELISA tiggiR

B hVEGF-A §E (3% 19) © (D > EFAEAli o P ap il — 28 g H HHI

A ANE - NEROR B VEGE-A JEVE Z s fddlli] - B uM 2 ICso
7= 19 : $1¥%f hVEGF-A ZE® EETI-II Z4& &8

p Lt ] 1 ®mS n ELISA | S/N®
PRILMR GPNGF
EETI-II 0.01 1.11
(SEQ ID NO: 92) (SEQ ID NO: 15)
ETDWYPHQID GPNGF
VEGF_CKP1 2 0.9 16.9
- (SEQ ID NO: 225) (SEQ ID NO: 15)
GETVFEQFLW GPNGF
VEGF_CKP2 2 3.2 48.1
- (SEQ ID NO: 226) (SEQ ID NO: 15)
HMMYDY EMYDA
VEGF_CKP3 2 3.1 42.9
- (SEQ ID NO: 227) (SEQ ID NO: 235)
KKWQWWYM YPWTE
VEGF_CKP4 5 2.6 353
- (SEQ ID NO: 228) (SEQ ID NO: 236)
PAIQNWKEHP SWWPSL
VEGF_CKP5 2 1.9 28.4
- (SEQ ID NO: 229) (SEQ ID NO: 237)
PTTRFKQY GPNGF
VEGF_CKP6 28 35 51.9
- (SEQ ID NO: 8) (SEQ ID NO: 15)
DPTFNWALY MY
VEGF_CKP7 Q v QMYQS 2 3.4 54.5
- (SEQ ID NO: 9) (SEQ ID NO: 16)
QLMHPFWG HWYRS
VEGF_CKP8 2 3.9 59.4
- (SEQ ID NO: 230) (SEQ ID NO: 238)
LMQPF HWY
VEGF_CKP9 QLMQPFWG WYQs 11 33 36.0
- (SEQ ID NO: 10) (SEQ ID NO: 17)
RDLDVKWD QYYSS
VEGF_CKP10 3 3.2 43.7
- (SEQ ID NO: 11) (SEQ ID NO: 18)
RTPWEPHDIT GPNGF
VEGF_CKP11 16 4.1 57.5
- (SEQ ID NO: 12) (SEQ ID NO: 15)
TTPWPPHEIM GPNGF
VEGF_CKP12 75 35 55.2
- (SEQ ID NO: 13) (SEQ ID NO: 15)
VTPWKPHWIN GPNGF
VEGF_CKP13 2 35 56.3
- (SEQ ID NO: 14) (SEQ ID NO: 15)

*S/N=E1 BSA ¥IHHEL 2 (F9T5EIEE
2% 20: $H B hVEGF-A ZHEMENY EETI-1L Z & SRR RS 3 ELISA
P&l gl vERE
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i) ek
JERESh
1L ] ‘ .
ICs0(uM) hVEGF-A mVEGF rVEGF
(25 ng/ml) (50 ng/ml) (50 ng/ml)
VEGF_CKP6 3 47 169 7112 57
VEGF_CKP7 12 18 39 7
VEGF_CKP9 0.6 12 10 1
VEGF_CKP10 1 45 ND* 18
VEGF_CKP11 80 ND#* ND* ND#*
VEGF_CKP12 60 102 243 1220 (&35
VEGF_CKP13 80 ND#* ND* ND#*
*ND=AHI5
[0383] By D (UL EE 2 50 » B % VEGF_CKP7
J VEGF_CKP9 T - £ VEGF-CKP7 fEZENEER 1 KIR 5 EfTekfE
AL > FEEAEELAJH VEGE-A §551Y 16 (R 8 Hmig(2 RLI TR 21) -
%% 21 : ¥ hVEGF-A 2 CKP_7 %ﬁﬂﬁ)&?fh&%ﬁﬁﬂ
BRE ®1 ’S5 ELISA S/N*
VEGF_CKP7 QDPTFNWALY QMYQS 1 0.1 1.3
- (SEQ ID NO: 9) (SEQ ID NO: 16)
VEGF_CKP7.2 DDPSFDWSVY RMYDS 1 1.2 21.5
(SEQ ID NO: 287) (SEQ ID NO: 292)
KNPLFNWALY QLFDS
VEGF CKP7.8 2 0.5 7.5
- (SEQ ID NO: 60) SEQ ID NO: 71)
VEGF CKP7.17 QDPTVNWAVY QFYQS 1 0.8 13.4
- (SEQ ID NO: 61) (SEQ ID NO: 72)
VEGF_CKP7.19 QDPTFNWAEY QLYQS 2 0.6 11.1
(SEQ ID NO: 62) (SEQ ID NO: 73)
VEGF_CKP7.24 WDPTFNWALY QMYDS 2 0.8 13.4
(SEQ ID NO: 288) (SEQ ID NO: 76)
VEGF CKP7.35 QDPTFNWAEY QMYQS 3 0.6 10.6
- (SEQ ID NO: 62) (SEQ ID NO: 16)
VEGF CKP7.43 QDPTLNWATY QMYQS 1 0.5 6.3
- (SEQ ID NO: 289) (SEQ ID NO: 16)
VEGF_CKP7.46 EDPTVDWAQY QMYQS 1 0.3 4.9
(SEQ ID NO: 290) (SEQ ID NO: 16)
VEGF_CKP7.50 QDPSLNWADY QMHQS 1 0.8 14.3
(SEQ ID NO: 63) (SEQ ID NO: 74)
VEGF_CKP7.54 LDRTLNWALY QMYNS 1 0.5 93
C200069PBX20221129C. pdf 1 3 5
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N VEGE-A &5 5115 16 (B2 SIS AU TR 2 £824) -

(SEQ ID NO: 64) (SEQ ID NO: 75)
LDPSFNWSLY QMYDS
VEGF_CKP7.57 2 1.0 17.4
- (SEQ ID NO: 65) (SEQ ID NO: 76)
RDLTINWALF QMFNS
VEGF_CKP7.73 1 1.2 19.2
- (SEQ ID NO: 66) (SEQ ID NO: 274)
KDTTFNWGLF
VEGF_CKP7.78 WG QLYQS 1 0.7 11.8
- (SEQID NO: 291) | (SEQ ID NO: 73)
LDPTVNWALF QHYKT
VEGF_CKP7.81 1 1.1 18.6
- (SEQ ID NO: 67) (SEQ ID NO: 77)
DPKLNWA LFN
VEGF CKP788 | O WAVY QLENS 2 0.5 77
- (SEQ ID NO: 68) (SEQ ID NO: 78)
LDPSFDWALY QLYNS
LRP6_CKP7.89 1 0.5 8.1
- (SEQ ID NO: 69) (SEQ ID NO: 79)

*S/N=E1 BSA ¥IHHEL 2 (F9T5EIEE
[0389] {f VEGF-CKP9 FEZENHIE 1 KB S M TE BBl - A A B

7222 $1% VEGF-A 2 VEGF_CKP9 I& 1 S J kP EER

|AR L1 FF%1 n ELISA S/N*
LMQPF
VEGF_CKP9 QLMQPEWG 0.4 74
- (SEQ ID NO: 10)
HLFEPLWG
VEGF_CKPY.L1.2 17 1.6 12.5
- (SEQ ID NO: 245)
VMRPF
VEGF_CKP9.L1.7 Q WG 3 L5 8.9
- (SEQ ID NO: 246)
PA
VEGF_CKPY9.L1.8 QVMQPAWG 1 1.2 12.8
- (SEQ ID NO: 247)
HRLQPL
VEGF_CKP9.L1.19 QPLWG 3 1.4 116
- (SEQ ID NO: 248)
ELLQP
VEGF_CKP9.L1.26 QPSWG 4 1.7 11.9
- (SEQ ID NO: 249)
NPMLPFWG
VEGF_CKP9.L1.57 3 3.7 318
- (SEQ ID NO: 368)
NVLLPLWG
VEGF_CKP9.L1.64 1 23 19.9
- (SEQ ID NO: 250)
DIMQPLWG
VEGF_CKP9.L1.68 1 2.0 232
- (SEQ ID NO: 36)
DLMQPL
VEGF_CKP9.L1.76 QPLWG 2 25 17.4
- (SEQ ID NO: 251)
NPMLPLWG
VEGF_CKP9.L1.78 1 3.0 25.1
- (SEQ ID NO: 252)
P
VEGF CKPoLL79 | JVEQPSWG 1 1.2 10.0
- (SEQ ID NO: 253)
136
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*S/N=E1 BSA ¥IHHEL 2 (F9T5EIEE

7= 23 : $1%f VEGF-A Z VEGF_CKP9 3 5 FiR1 /S A8

EEE L5 =51 n ELISA S/N*
HWY:
VEGF CKP9 WYQS 0.9 11.6
- (SEQ ID NO:17)
VEGF CKP9.15.7 RWYNS 11 1.4 18.9
- (SEQ ID NO: 133)
HWY:
VEGF CKP9.1.5.18 WYQS 1 16 20.4
- (SEQ ID NO: 17)
RWYHS
VEGF CKP9.1.5.43 2 0.9 13.6
- (SEQ ID NO: 43)

*S/N=E1 BSA #IHHEE 2 (S9REERHEL
%24 : $}%f VEGF-A ¥ VEGF_CKP9 B 138 5 SIf177 pses mas

i LA = s n ELISA | S/N*
LM
VEGF_CKP9 QLMQPEWG HWYQS 0.4 74
- (SEQ ID NO: 10) (SEQ ID NO:17)
DVLQPF HWY
VEGF_CKP9.2 VLQPEWG WYQS 20 24 31.1
- (SEQ ID NO: 28) (SEQ ID NO: 17)
I
VEGF (Kpo3 | JDQPFWG HEYNS 1 1.6 245
- (SEQ ID NO: 29) (SEQ ID NO: 41)
DRMQPL LWYK
VEGF_CKP9.4 QPLWG WYKS N/D N/D
- (SEQ ID NO: 30) (SEQ ID NO: 42)
QLLEPMWG HWYNS
VEGF_CKP9.9 1 1.1 19.7
- (SEQ ID NO: 254) (SEQ ID NO: 46)
KLLQPM
VEGF_CKP9.14 QPMWG RWYQS 1 2.0 30.1
- (SEQ ID NO: 255) (SEQ ID NO: 44)
DRMQPY
VEGF_CKP9.11 QPYWG QWYKS 1 1.1 14.1
- (SEQ ID NO: 256) (SEQ ID NO: 262)
NLMLPFWG RWYHS
VEGF_CKP9.20 1 1.7 13.3
- (SEQ ID NO: 31) (SEQ ID NO: 43)
QRTQPFWG RWYQS
VEGF_CKP9.22 1 1.2 17.2
- (SEQ ID NO: 32) (SEQ ID NO: 44)
KIMQPLWG LWYDS
VEGF_CKP9.47 1 1.0 14.6
- (SEQ ID NO: 257) (SEQ ID NO: 263)
NLMHPFWG HWYQS
VEGF_CKP9.51 1 1.0 11.0
- (SEQ ID NO: 258) (SEQ ID NO: 17)
VEGF CKp9.54 | NMLPEWG QYYQS 1 2.1 28.4
- (SEQ ID NO: 33) (SEQ ID NO: 45)
VEGF CKP9.59 | DT MQPFWG RWYQS N/D N/D
- 7 | (SEQ ID NO: 34) (SEQ ID NO: 44)
DVMQPYWG HWYNS
VEGF_CKP9.63 1 2.0 29.7
- (SEQ ID NO: 35) (SEQ ID NO: 46)
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ALLQPLWG

RWYNS

VEGF_CKP9.69 1 1.0 14.3
- (SEQ ID NO: 259) (SEQ ID NO: 133)
LLQPL RWY
VEGF (Kpo.71 | QLLQPLWG WYQS 1 1.0 16.5
- (SEQ ID NO: 37) (SEQ ID NO: 44)
RLLEPSWG QWYQS
VEGF_CKP9.72 1 0.6 10.0
- (SEQ ID NO: 260) (SEQ ID NO: 264)
HLLLPLWG RWYHS
VEGF_CKP9.76 1 13 15.5
- (SEQ ID NO: 261) (SEQ ID NO: 43)
KLFEPLWG RWYES
VEGF_CKP9.96 1 1.2 184

(SEQ ID NO: 39)

(SEQ ID NO: 45)

*S/N=Eil BSA ¥t Z (95
[0390] &=t at 4 DI B i o s — 0 s> 10 2L
FEAEE I P 2 iy nD AV ERE B AL I — D B R YN
(2 RLLUTER 2S5) - (F I al B EHS T BLEIA VEGF-CKP9 #HEE» VEGF_CKP9.2 -
VEGF CKP9.54 F; VEGF CKP9.63 {3E88 4 K 4RHU 5347 113 VEGF-A 2
IR ZR0)7 0 ICso{T 100 £ 200 nM 1|8 A (2 B3R 25) -
%25 [EMSE RS S ELISA & VEGF-A-KDR A E fEA ELISA 2 4]

EE
s 55 ELISA Al

ICso(uM) ICs0(nM)
VEGF_CKP9 1.36 11700
VEGF_CKP9.2 0.168 270
VEGF_CKP9.3 1.50 N/D
VEGF_CKP9.4 1.95 N/D
VEGF_CKP9.20 1.34 N/D
VEGF_CKP9.22 >100 N/D
VEGF_CKP9.54 045 188
VEGF_CKP9.59 5.82 N/D
VEGF_CKP9.63 0.146 140
VEGF_CKP9.96 49.00 N/D

[0391] & Tidmst)  EEEEEAIE 9.54 K 9.63 701 LIRS
2R A AR > LD EER 2 BRI - $H hVEGF-A Jgsi i H e
ERTRIR 2 BHG  BLIHIA 9.54 [ 9.63 3 MIEE - E B AGY VEGE-A
BURRIE RS 22 LU TR 26 3R 27) » K ame A oy 1 i
7% 0.5 2 2 nM #iE[A.Z [Cso (ZFLIT R 28) -

2R 26 © BRY 9.54 RARHGRRUIRAEIE & VEGEF-A 23R 2 B8R
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6 e B 2 ’s n | ELISA | S/N*
LM
VEGE CKPY QLMQPFWG KQDSD HWYQS
- (SEQID NO: 10) | (SEQID NO:93) | (SEQID NO: 17)

VEGF_CKP9.5 | NIMLPFWG KQDSD QYYQS
4 (SEQID NO: 33) | (SEQID NO:93) | (SEQ ID NO: 45)
VEGF CKP9.5 | NIMLPFWG GQSFE QYYQS 0| 24 20,9
4.1 (SEQID NO: 33) | (SEQID NO: 94) | (SEQ ID NO: 45) ' '
VEGF_CKP9.5 | NIMLPFWG GLDYD QYYQS | ol -
42 (SEQID NO: 33) | (SEQID NO: 95) | (SEQ ID NO: 45) '
VEGF_CKP9.5 | NIMLPFWG GPELN QYYQS ) )4 188
4.12 (SEQID NO: 33) | (SEQID NO:298) | (SEQ ID NO: 45) ' e
VEGF CKP9.5 | NIMLPFWG QADYA QYYQS ) 55 235
4.14 (SEQID NO: 33) | (SEQID NO:299) | (SEQ ID NO: 45) ' o
VEGF CKP9.5 | NIMLPFWG GVDYL QYYQS ) i 208
4.16 (SEQID NO: 33) | (SEQID NO: 300) | (SEQ ID NO: 45) ' e
VEGF_CKP9.5 | NIMLPFWG GTNFL QYYQS | 93 325
431 (SEQID NO: 33) | (SEQID NO: 301) | (SEQ ID NO: 45) - e
VEGF_CKP9.5 | NIMLPFWG SRDFD QYYQS ) )4 244
4.44 (SEQID NO: 33) | (SEQID NO: 302) | (SEQ ID NO: 45) ' o
VEGF CKP9.5 | NIMLPFWG NRDFL QYYQS ) 55 349
4.48 (SEQID NO: 33) | (SEQID NO: 303) | (SEQ ID NO: 45) ' o
VEGF CKP9.5 | NIMLPFWG GWDQF QYYQS ) 55 s
451 (SEQID NO: 33) | (SEQID NO: 304) | (SEQ ID NO: 45) ' '
VEGF_CKP9.5 | NIMLPFWG GKDFH QYYQS | 93 358
4.56 (SEQID NO: 33) | (SEQID NO: 305) | (SEQ ID NO: 45) - o
VEGF_CKP9.5 | NIMLPFWG GPDLQ QYYQS 1 23 354
459 (SEQID NO: 33) | (SEQID NO: 96) | (SEQ ID NO: 45) - e
VEGF CKP9.5 | NIMLPFWG SGDFA QYYQS ) 5y 14
4.64 (SEQID NO: 33) | (SEQID NO: 306) | (SEQ ID NO: 45) ' '
VEGF_CKP9.5 | NIMLPFWG GKELN QYYQS | )5 217
4.69 (SEQID NO: 33) | (SEQID NO: 307) | (SEQ ID NO: 45) ' '
VEGF_CKP9.5 | NIMLPFWG GWSMD QYYQS ] 97 12
4.76 (SEQID NO: 33) | (SEQID NO: 308) | (SEQ ID NO: 45) ' '
VEGF_CKP9.5 | NIMLPFWG GYDLQ QYYQS | 24 2.1
4.87 (SEQID NO: 33) | (SEQID NO: 309) | (SEQ ID NO: 45) ' '
VEGF CKP9.5 | NIMLPFWG GRDFE QYYQS ) )3 20,5
4.90 (SEQID NO: 33) | (SEQID NO:97) | (SEQID NO: 45) - '

*S/N=E1 BSA ¥IHHEL 2 (F9T5EIEE

= 27 * ER VEGF_CKP9.63 fEZEAEHAI I B EI4E & VEGF-A 235 2 &%
e
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p-Lat B B2 B|s ELISA | S/N*
LM
VEGE CKPO QLMQPFWG GRDLQ HWYQS
- (SEQID NO: 10) | (SEQID NO: 322) | (SEQ ID NO: 17)
DVMQPYWG GVDLS HWYNS
VEGF CKP9.63
- (SEQ ID NO: 35) | (SEQID NO: 323) | (SEQ ID NO: 46)
DVMQPYWG GPDID HWYNS
VEGF CKP9.63.1 2.0 252
- (SEQ ID NO: 35) | (SEQID NO: 118) | (SEQ ID NO: 46)
DVMQPYWG GDDLE HWYNS
VEGF CKP9.63.2 2.0 15.0
- (SEQ ID NO: 35) | (SEQID NO: 324) | (SEQ ID NO: 46)
DVMQPYWG GVDMT HWYNS
VEGF CKP9.63.3 1.7 20.7
- (SEQ ID NO: 35) | (SEQID NO: 325) | (SEQ ID NO: 46)
DVMQPYWG GMDIE HWYNS
VEGF CKP9.63.12 2.6 39.9
- (SEQ ID NO: 35) | (SEQID NO: 326) | (SEQ ID NO: 46)
DVMQPYWG DGDYQ HWYNS
VEGF CKP9.63.14 1.5 213
- (SEQ ID NO: 35) | (SEQID NO: 327) | (SEQ ID NO: 46)
DVMQPYWG GNDVS HWYNS
VEGF CKP9.63.15 1.5 21.4
- (SEQ ID NO: 35) | (SEQID NO: 328) | (SEQ ID NO: 46)
DVMQPYWG GRDMD HWYNS
VEGF CKP9.63.16 22 10.3
- (SEQ ID NO: 35) | (SEQID NO: 119) | (SEQ ID NO: 46)
DVMQPYWG AGDEL HWYNS
VEGF CKP9.63.18 23 17.3
- (SEQ ID NO: 35) | (SEQID NO: 329) | (SEQ ID NO: 46)
DVMQPYWG GLDEE HWYNS
VEGF CKP9.63.24 1.6 20.4
- (SEQ ID NO: 35) | (SEQ ID NO: 330) | (SEQ ID NO: 46)
DVMQPYWG DGDFD HWYNS
VEGF CKP9.63.27 2.1 26.0
- (SEQ ID NO: 35) | (SEQID NO: 331) | (SEQ ID NO: 46)
DVMQPYWG AGDFE HWYNS
VEGF CKP9.63.30 2.0 26.0
- (SEQ ID NO: 35) | (SEQID NO: 332) | (SEQ ID NO: 46)
DVMQPYWG EMDFD HWYNS
VEGF CKP9.63.37 0.6 8.6
- (SEQ ID NO: 35) | (SEQID NO: 120) | (SEQ ID NO: 46)
DVMQPYWG GNSFE HWYNS
VEGF CKP9.63.39 1.6 18.9
- (SEQ ID NO: 35) | (SEQID NO: 333) | (SEQ ID NO: 46)
DVMQPYWG GQDLT HWYNS
VEGF CKP9.63.42 1.7 23.1
- (SEQ ID NO: 35) | (SEQID NO: 334) | (SEQ ID NO: 46)
DVMQPYWG GENLA HWYNS
VEGF CKP9.63.44 1.7 19.5
- (SEQ ID NO: 35) | (SEQIDNO: 335 | (SEQ ID NO: 46)
DVMQPYWG GQDYN HWYNS
VEGF CKP9.63.47 1.7 20.7
- (SEQ ID NO: 35) | (SEQID NO: 336) | (SEQ ID NO: 46)
DVMQPYWG GADLS HWYNS
VEGF CKP9.63.50 0.9 12.7
- (SEQ ID NO: 35) | (SEQID NO: 337) | (SEQ ID NO: 46)
DVMQPYWG GFDMD HWYNS
VEGF CKP9.63.54 1.4 19.9
- (SEQ ID NO: 35) | (SEQID NO: 338) | (SEQ ID NO: 46)
DVMQPYWG GESLS HWYNS
VEGF CKP9.63.56 1.8 8.4
- (SEQ ID NO: 35) | (SEQID NO: 211) | (SEQ ID NO: 46)
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DVMQPYWG DLNYE HWYNS
VEGF_CKP9.63.62 1.8 254
- (SEQ ID NO: 35) | (SEQID NO: 339) | (SEQ ID NO: 46)
DVMQPYWG GRDLQ HWYNS
VEGF_CKP9.63.65 2.0 27.1
- (SEQ ID NO: 35) | (SEQID NO: 322) | (SEQ ID NO: 46)
DVMQPYWG GVDLS HWYNS
VEGF_CKP9.63.69 2.9 23.7
- (SEQ ID NO: 35) | (SEQID NO: 323) | (SEQ ID NO: 46)
DVMQPYWG GPDID HWYNS
VEGF_CKP9.63.87 0.9 8.6
- (SEQ ID NO: 35) | (SEQID NO: 118) | (SEQ ID NO: 46)

2 28. VEGF_CKP9.54 }» VEGF_CKP9.63 £74: 738 2 S B VEGF-A

HYHNEEME
KDR-VE | #HfE
S Lo 1 52 B’s GF ICso ICso
(nM) (nM)
LMQPF KQDSD HWY
VEGF CKP9 QLMQPFWG QDS WYQS 569 11700
- (SEQID NO: 10) | (SEQ ID NO: 93) | (SEQ ID NO: 17)
NIMLPF
VEGF CKP9.54 WG KQDSD QYYQS 5.8 188
- (SEQID NO: 33) | (SEQ ID NO: 93) | (SEQ ID NO: 45)
NIMLPF
VEGF CKP9.54.1 WG GQSFE QYYQS 0.2 147
- (SEQID NO: 33) | (SEQ ID NO: 94) | (SEQ ID NO: 45)
NIMLPFWG GLDYD QYYQS
VEGF CKP9.542 0.2 43
- (SEQID NO: 33) | (SEQ ID NO: 95) | (SEQ ID NO: 45)
NIMLPF
VEGF CKP9.54.59 WG GPDLQ QYYQS 0.5 3.06
- (SEQID NO: 33) | (SEQ ID NO: 96) | (SEQ ID NO: 45)
NIMLPFWG GRDFE QYYQS
VEGF CKP9.54.90 0.2 135
- (SEQID NO: 33) | (SEQID NO: 97) | (SEQ ID NO: 45)
DVMQPYWG | KQDSD HWYNS
VEGF_CKP9.63 10.8 140
- (SEQID NO: 35) | (SEQ ID NO: 93) | (SEQ ID NO: 46)
VEGF CKPo.63.1 | D YMQPYWG o, HWYNS 0.4 0.49
B0 SEQ ID NO: 35) (181]%2 ID NO: (SEQ ID NO: 46) ' '
VEGF CKP9.63.27 | DV MQPYWG e ~ HWYNS 0.3 5.8
0220 SEQ ID NO: 35) (lsllggg ID NO: (SEQ ID NO: 46) . '
VEGF CKP9.63.44 | DV MQPYWG NG, HWYNS 0.2 2.05
B0 SEQ ID NO: 35) (1821353 ID NO: (SEQ ID NO: 46) ' '
VEGF CKP9.63.69 | D MQPYWG T o, HWYNS 2.1 26.4
R0 SEQ ID NO: 35) gsﬁ;g ID NO: (SEQ ID NO: 46) ' '
VEGF CKPo.63.12 | DV MQPYWG o, HWYNS 0.7 1.83
0225 SEQ ID NO: 35) (181%2 ID NO: (SEQ ID NO: 46) ' ©

[0392] VEGF_CKP9.63.1-VEGF_CKP9.63.27-VEGF_CKP9.63.44 -
VEGF_CKP9.63.69 & VEGF_CKP9.63.12 %f hVEGF-A (8-109).7 #{f1/1/4%
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JIRIREA TR 29 e

%29
BWEE Ka ka Kb
EM63 0.16 £0.03 16 +£0.5 100 £ 9 nM
L2.9.63.1 61 0.37+£0.13 58+1.2
L2.9.63.12 8§+1 0.10+0.04 1.1+02
1L2.9.63.27 11+4 0.15+0.04 14+£02
1L2.9.63.44 10+£2 0.11+0.02 12+£02
L2.9.63.69 3+1 0.20+0.04 69=+07

[0393] 4O RS TILIRATHNE - E 548 VEGF_CKP9.54.90
(27326 252 51) K VEGF_CKP9.63.12 (2 B3R 27 25, 6 5 LRSI A
S48 VEGF_CKP9.54 (23R 24 25 12 5l))f VEGF_CKP9.63 (2:53% 24
2 1S TR BRI 45 O B - /N - REUR L VEGF-A « 28I
%30

% 30 : VEGF_CKP9.54.90 - VEGF_CKP9.63.12 ~ VEGF_CKP9.54 };
VEGF_CKP9.63 ${%%& VEGF [FThREY 2 & &8 IR KN

BRI | e |l [l | W | e | 5 OE
9.54 AJE 8-109 1.26x10° | 1.10x105 | 2.18x10! | 1.19x1072 175.88 18.21
A 165 8.23x10° L11x10° | 1.49x107 | 1.29x1072 189.67 34.57
/NER, 164 8.26x10° | 2.93x10" | 2.07x10 | 2.44x107? 249.87 21.19
K ER 1.93x10° | 8.91x10° | 2.96x10" | 9.36x1072 175.64 26.27
S 2.10x10° | 7.12x10° | 2.74x10" | 9.14x1072 133.22 947
9.54.90 A 8-109 5.15%107 1.62x107 | 4.05x102 | 8.77x107 0.87 0.13
A 165 1.58x107 | 3.87x10° | 1.33x10 | 1.70x10? 0.89 0.10
/NER, 164 8.71<10° | 2.79x10° | 1.01x102 | 2.12x107 1.31 0.24
K ER 1.72x107 | 7.43x10° | 1.35x10 | 3.33x10* 0.90 0.14
S 5.15%107 1.36x107 | 6.75x102 | 8.99x107 1.14 0.18
9.63 A 8-109 6.62x10° | 9.83x10' | 1.81x10" | 2.56x1072 281.44 43.53
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AT 165 3.40x10°5 | 2.79x10* | 1.30x10°1 | 1.33x102 | 381.89 19.15
/NEL 164 5.57x10° | 4.60x10* | 1.60x10"1 | 1.35x102 | 288.75 11.08
KE 4.56x10° | 1.49 x10° | 2.46x10°" | 9.23x10? | 523.93 25.06
T 4.24x10° | 3.22x10* | 1.30x10°" | 1.95x107% | 31143 52.25
9.63.12 | AMIS8-109 | 6.54x10° | 7.25x10° | 2.50x102 | 3.45x10° 3.20 0.22
AT 165 4.65x105 | 8.39x10° | 2.01x102 | 3.95x107 432 0.15
/NEL 164 1.04x105 | 2.81x10° | 1.32x102 | 3.04x10° 13.07 1.74
KE 6.44x10° | 3.87x10° | 2.59x102 | 1.01x107 5.74 1.54
T 6.91x10° | 1.35x10° | 1.78x10 | 4.46x107 2.54 0.40

[0394)] VEGF CKP9.54.90 Ji%} VEGF-A B8 v A R4 o5k
I E At VEGF [E 0 ZA9)(53540 VEGF-B « VEGF-C k. VEGF-D)=iH fth 4=
ERF-(G%40 PIGF ~ EGF -~ NGF ~ IGF } PDGF).2 &M - Wi 2A KB 2B
Fiff o EEEEE VEGF CKP9.54.90 B3 VEGF-A Bil KDR > fSEyAH A 1T
LUK VEGF-A B Flt-1 2 fEVAH /A - (EA B8 VEGE-B 81 Flt-1 2 fi] »
VEGF-C #i Flt-4 ~[SfyAH A fF A - VEGF-D B Flt-4 [ ~ PIGF-2 81 Flt-1
[ - EGF #1 EGFR »f4 -~ PDGF #1 PDGFR 2 - NGF #i1 NGFR .~ 45§
IGF B IGFR Z f&iVAH A/F T -

[0395) 4nfr k<2 2 fg syt Frofil 2 > R B 7 EETEI
VEGF_CKP9.54.90 - VEGF_CKP9.54 % VEGF_CKP9.63.12 |l & (il
JEVE(Stanger ZE A, (2014) FEBS Lett. 588 (23), 4487-96) - 2:RE 3 ° ZA[f °
VEGF_CKP9.54.90 & VEGF CKP9.63.12 42 > HillEE Al Nk
H(2HE 4) - £ 37°C T ERERR- FEET 24 h FHE 2% » 4 20% 2
VEGF CKP9.54.90 {£E2 2 A2 Argl3 BEEZUfE -

[0396] VEGF CKP9.54 ~ VEGF_CKP9.63 K VEGF _CKP9.54.90 %
HAREEHEA 3 [EiEm 2 o-i8E 0 05 5 EE 4R EETI-I R [EY
I 2 (VEGF _CKP9.54.90 22 C1-C4~C2-C3~C5-C6 AH¥EFA #7481 EETI-II
Z C1-C4~C2-C5~C3-C6) > 2 7@ 5 friZ gl _I.>» VEGF_CKP9.54.90
2R (] i §E(C1-C4 ) C2-C3)iahe 2 H8 & —IREERE > fEmiet 1
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B2 KB 3  DURGZ ot ~1.5 i o B2 S PR raz e 2 AR E L
HAZ C5-Co T &R -

[0397) s &  VEGF CKP9.54 - VEGF CKP9.63 K
VEGF_CKP9.54.90 #1 VEGF-A Z# SV 45HE - VEGF_CKP9.54 -
VEGF CKP9.63 & VEGF CKP9.54.90 #i1 VEGF-A &4t s a5 s
FEEL  BHIY VEGF_CKP9.54 81 VEGF-A @ &YIyIL 45 - 2 HIE S k&
B 6 - 22> VEGF_CKP9.54 - VEGF CKP9.63 K VEGF CKP9.54.90 .~ 451
JEEML(=RE 5 KB 6) > A VEGF_CKP9.54.90 #{TH—IiH5% - B
VEGF_CKP9.54.90 7 5%5L Phel5 & Tyr26 [EiE 2 el VEGE-A EH K
&2 G KM KA AR A AF (S RLUT R 31) - 55990 » £§8 H i 2 QR4S
ToRATE A ~3 (A 2 o BETE A B ERRE &M & VEGF_CKP9.54.90
EEFRFEE 73 PR ME B i /KRR (B RE Ep- R~ (G- 5 o {0 - (o
M AERDINLARRE < SREMIVESS B (R 32) - VEGF_CKP9.54.90 ~ 1 i
VEGF-A 2 FEAE b+ 8 R HoKMER B B A D #EER 31) sk
ZANEL VEGF-A M A FH 2 A R EH# TSI B AE B+ 2 Ry
[y o

%% 31 © {£ VEGF-A 542> 4 A [Ny VEGF _CKP9.54.90 555k

#£ VEGFA 2 4 A Nifj VEGF_CKP9.54.90 335
VEGF_CKP9.54.90 (§# 1) VEGF_CKP9.54.90 (5 2)
14 14
M5 M5
L6 L6
P7 P7
F8 F8
W9 W9
R13 R13
D14 D14
F15 F15
L18 L18
Al9 Al9
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V22 V22
C23 C23
Y25 Y25
Y26 Y26
Q27 Q27
$28 $28
G30 G30
22 32 : VEGF_CKP9.54.90 5> FRMHE EFH 2 5tE
BE1 BE2 R
Cys2 Cys21 ik
Asn3 Trp9 THEH g
Asn3 Met5 Asp3 Bi M5 TS H #
Asn3 Leu6 THEH G
Leu6 Trp9 T H g
Pro7 Gly10 THEH g
Phe8 Cysll THEH g
Phe$ Leul8 N FLRAE 71 F A
Trp9 lle4 ~ Leul8 ~ Val22 ~ Ty125 ~ Tyr26 0 Trp JERCNL S FLRRAE 72 1F FHAEER
Cysll Cysl7 ik
Gly12 Aspl4 T H g
Aspl4 Glul6 ~ C17 Aspl4 BlZE >~ N RIS R fEE H i
Phel5 Leul8 - Alal9 [HRErR e 2 NS FLRI A AR
Leul8 Val22 et E 2 NAF LA F A
Val22 Ty126 HeREtR e 2 A FLRIMH AL (F
Phels _ Tyr26 HAA~3 W%Fﬁj_tfgégﬁmiﬁ H §#7
Cys23 Cys29 ik
Tyr25 Tyr26 [HRErR e 2 NS FLRI A AR
GIn27 Cys23 THEH g
Ser28 Cys23 THEH g

[0398)] VEGF_CKP9.54.90 /£ VEGF-A [ 7458 SR B R 287 B K
G6.31 HiisE 28 7 KB 8) - VEGF-A EER LA~ PR 48
% 33 th HoRAE 9 H - VEGF-A [ VEGF _CKP9.54.90 454 bR
BN o BR BT R AR BT [E) (B 10) 0 8% — A A &S &/ M BORE VEGE-A >
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WRHEHBELE VEGF-A ZAHH A /F KRN & Ei) P& Ser HUfC 2 6 #
Gly88 5% - VEGF_CKP9.54.90 ~ &5 &5 =R HEE FAHGER Gly8s »

H ULz A Roth &S & NH e EhY) VEGF-A W2 2 BUHIES L 8es8 -
F R E B ZE R 2 A B30 H i AT SN 2 < & BB - IS 2 5 2 hel -
K H PR > VEGF-A 22 Y21A ~ Q89A K F17TA/MSIA Zg % # 5
VEGF_CKP9.54.90 /£ VEGF-A 2 &E&EsD - 2 FE 11 - 230 » K48A 28
S VEGF_CKP9.5490 Z&haIgsm~2 & 3 £ » FERAIREEDNFIAE G6.31
B T IS (Fuh 2 A, (2006) J. Biol. Chem. 281, 6625-6631) « 2 HLDLF
F34 KE 1 -

25 33. BIX VEGF_CKP9.54.90 > 4 A Ny VEGF-A "R H:

B VEGF_CKP9.54.90 7 4 A J&Y VEGF-A B85
VEGF-A (—HAGH#E A) VEGF-A (—ZE#GH#E B)

V14

V15

F17 F17
M18 M18
D19

Y21 Y21
Q22 Q22
Y25 Y25
146 146
K48 K48
N62 N62
D63 D63
L66 L66
M8l M8l
183 183
K84 K84
P85 P85
HS6 HS6
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Q87 Q87

G88 G88

Q89 Q89
91

C104

R105

P106 P106

2% 34 : VEGF_CKP9.54.90 ~ VEGF_CKP9.63.12 ~ VEGF_CKP9.54 F
VEGF_CKP9.63 ${%%& hVEGF-A S8R0 7 (& T8I 12 KA -

o VEGF 28 La ka Id kd KD KD
2 GRE) ED | oM | E&ED
WT 7.81x107 1.86x107 0.0300 9.79x10 0.37 0.09
Y21A 3.72x107 1.30%107 0.1202 2.44x1072 3.50 0.30
9.54.90 K48A 6.04x107 2.12x107 0.0116 3.77x107 0.19 0.02
Q89A 1.71x107 8.38x10° 0.1458 5.99x1072 8.80 0.45
F17A/M81A
WT 8.43x10° 1.47x10° 0.0096 0.0035 1.07 0.20
Y21A 1.99x107 6.84x10° 1.48x10" | 3.13x10? 9.84 4.41
9.63.12 K48A 5.30x107 3.77x107 0.017 0.013 0.33 0.01
Q89A 7.43%x10°0 2.09x10°0 0.47 2.71x10! 36.49 1.62
F17A/M81A
WT 4.10x10° 8.59x10° 0.2349 0.0778 55 7
Y21A 6.63x10° 6.39x10° 0.2101 0.0389 317 56
9.54 K48A 2.64x10° 2.24x10° 0.0587 0.0010 22 3
Q89A 3.37x10° 1.41x10° 0.7932 0.5101 1882 460
F17A/M81A
WT 1.57%10° 3.14x10° 0.1624 0.05 100.34 9.40
Y21A 7.52x10° 2.45x10° 0.4814 2.13x10! 584.85 112.171
9.63
K48A 5.72x10° 1.75%10° 0.02 5.24x1073 284 48
Q89A 2.66x10° 8.01x10" 0.51 1.22x10! 19998 127.5
147
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‘ ‘ F17A/MS8I1A ‘ ‘ ‘

[0399] #: Tk » 54 VEGF-A 4548548 VEGF _CKP9.54.90 -
VEGF_CKP9.63.12 & VEGF_CKP9.63.44 EHR&EHEHTIIAAT R VEGF-A
BEENEAL SRR R T - AERBRIRIE TR EA B S IERE AT 14 KiEH
TGATAAAT RATAAE LR [BIHY RS SR A B FR RS N1 B 2 IR 15250 N Bl e
TR« K VEGF_CKP9.54.90 Ei A RHHHIR EEHRIE 1 2 35 B ek 2 < HRés i
Wi - 208 i B TR ME EE A e S8 A A Z BRI TR A /e i iRy
TR B R PR TE - 2 RE 12 -

[0400] VEGF_CKP9.54.90 Bl VEGF-A ~ #-&Yny 4 fas kT
B 3 R ER 4 oh 2 R AR TR FEIE G BT VEGF-A 4551 5 A0 B R R (2
FUE 9) H AT Eam g s EL 81 VEGF-A Rl < AH A.F FEEZ KA 5 [ H]
R IKFEE S AR E M 2 N AAF R - INIE - fE#E DO ATE Y T2
TR ERETS » 5% 9.54 ~ 54.1 2. 9.63 ~ 63.12 2 FpAII a5 1 g
> HAMEEER 3 IR 4 BEREAL - BEETSIINRTE ST o (LB
TEREAR DAL 7 A oh e 50 o0 B AR [ LAEHDER ) 2 OB - 28380 » (&
{FER 3 B 4 th a8 L 23 24l 28R VEGF-A &S AFTINE -
e VU T g S 2 P Al B OBE R 2 i E VEGF_CKP9.54.90 5
VEGF_CKP9.63.12 731N 2 B2 3 kB4 [ HEE&EE LHET 2 HIE
AT o VU EEURI AL S G 7 W L BE PR A BRI DA T 38 35
:p o
% 35 1 E? VEGF_CKP9.54.90 5 VEGF_CKP9.63.12 L2011 g2k

EI4ES VEGF-A 218 338 4 S
L 1 % 2 w3 | m4 ™ 5
NIMLPFWG GRDFE YYQS
9.54.90.7 LQQ I QYYQ
(SEQ ID NO: 33) | (SEQ ID NO: 97) (SEQ ID NO: 45)
} NIMLPFWG GRDFE QYYQS
9.54.90.10 VER I
(SEQ ID NO: 33) | (SEQ ID NO: 97) (SEQ ID NO: 45)
} NIMLPFWG GRDFE QYYQS
9.54.90.12 MSD I
(SEQ ID NO: 33) | (SEQ ID NO: 97) (SEQ ID NO: 45)
) NIMLPFWG GRDFE QYYQS
9.54.90.13 MNQ I
(SEQ ID NO: 33) | (SEQ ID NO: 97) (SEQ ID NO: 45)
9.54.90.25 | NIMLPFWG GRDFE MQT I QYYQS
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(SEQ ID NO: 33) | (SEQ ID NO: 97) (SEQ ID NO: 43)
NIMLPFWG GRDFE QYYQS
9.54.90.31 VYQ I
(SEQ ID NO: 33) | (SEQ ID NO: 97) (SEQ ID NO: 45)
NIMLPFWG GRDFE QYYQS
9.54.90 44 FIN I
(SEQ ID NO: 33) | (SEQ ID NO: 97) (SEQ ID NO: 45)
NIMLPFWG GRDFE QYYQS
9.54.90.53 VsQ T
(SEQ ID NO: 33) | (SEQ ID NO: 97) (SEQ ID NO: 45)
NIMLPFWG GRDFE QYYQS
9.54.90.55 VTE I
(SEQ ID NO: 33) | (SEQ ID NO: 97) (SEQ ID NO: 45)
NIMLPFWG GRDFE QYYQS
9.54.90.62 FYE I
(SEQ ID NO: 33) | (SEQ ID NO: 97) (SEQ ID NO: 45)
o 5007 | NIMLPFWG GRDFE MEQ . |orves
PO SEQID NO: 33) | (SEQ ID NO: 97) ' (SEQ ID NO: 45)
NIMLPFWG GRDFE QYYQS
9.54.90.71 VYR I
(SEQ ID NO: 33) | (SEQ ID NO: 97) (SEQ ID NO: 45)
ociipg | PYMOPYWG GPDID R . |HWYNS
0128 (SEQ ID NO: 35) (lslg;g ID NO: (SEQ ID NO: 46)
o 1p 1y | DYMQPYWG GPDID . | HWYNS
021202 (SEQ ID NO: 35) (lslg;g ID NO: (SEQ ID NO: 46)

[0401] &F L3/L4 (LA DEES FH8U s i 2
SO TR 54.90 5763.12.12 AT - = ETZ 571 VEGF_CKP9.54.90.67 ~
VEGF CKP9.54.90.53 52 VEGF _CKP9.63.12.12 BEA7F40.5 £4y 1 nM &

EARIHHE ICsofH - 2 R 13 K EUT3R 36 -

7536 : 35 7 EEEERT 1CsofH
p_— ki) THEIN R 9.54.90 2
ICso (nM) RIS

9.54.90 135 1
9.54.90.12 1.20 1.125
9.54.90.13 0.96 1.41
9.54.90.25 1.26 1.07
9.54.90.44 1.16 1.16
9.54.90.62 0.92 1.47
9.54.90.67 1.10 1.23
9.63.12 1.83 0.74
9.63.12.8 N/D

9.63.12.12 0.56 2.41

[0402] VEGF CKP9.63 1 VEGF-A > # &Ynydk i 4hisair B2 1
N ArE 8 Y Tyr 581 VEGF-A [ GIn22 MYHSER R G - &5,
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B 14 - {E200 Y VEGF_CKP9.54 7 Spg(FHUIER 35 th 2 8 ) » T E
8 [ 2 Wi By Phe o (N[t » EEERDAMRR 35 2 — L8 AT 1Y Phe8 2¢
B Tyr I HIV(ER X AT F8Y SELHS 8RNI K/ BUSHEE - F8Y 288
T — e - (f540 VEGF _CKP9.54.1. F8Y ~ VEGF CKP9.54.90 F8Y X
VEGF_CKP9.54.90.67 F8Y) = #{F1 1/ JI0Y S A B » i Arf D HA
T BB U RN RUR Tk 2 S HE (140 VEGE_CKP9.54.90.13. F8Y K
VEGF_CKP9.54.90.62 F8Y) - 22 Fl3 37 » Hrp L ebst B 7 45 SR
NCOFEHFREE S HIRFTIE) - KR 38 HrpEhing 3 g 7 20 (4
FEE AR 1Cso FIHIE) © F8Y HU AT BIIA# VEGF_CKP9.54.90.67 F8Y 775
FEFEFE =4 2 mg/ml - 3% VEGF CKP9.54.90.67.F8Y i iE- LR

ZARS

72 o
%% 37: VEGF_CKP9.54.1.F8Y [z VEGF_CKP9.54.90.F8Y ¥t VEGF-A 4%
BENIE RN

WA K kq Ko
VEGF_CKP9 12403 40 %20 5+1pM
VEGF_CKP9.54 34402 23408 4446 nM
VEGF_CKP9.54.1 152 0.36%0.17 22+0.7 M
VEGF_CKP9.54.1 F8Y 53£12 0.38 % 0.06 0.78 % 0.11 nM
VEGF_CKP9.54.90 63 %16 0.17%0.05 0.40 % 0.08 nM
VEGF_CKP9.54.90.F8Y 70+ 10 0.27+0.01 0.40 % 0.05 "M

[0403] 40 FopiresfiEl CKP S 5LhE 2 SAALAREE K S ul & 11 mM
AAPH (Calbiochem H §£5% 100110) 2 7KiANN0% 50 ul S LB Ba ]
mg/mL [[{.Z 20mM {7 #% ZBERE pH 5.5)00 HAE 40°C MREE ST 16 /)N
Hef o FEET BTG OREST » AEFARAN 27.5 ul 40 mM FR B HE A AR i > BETRIA
0160 ul 20 mM 4FHEE ZHEES ~ 100 mM EERE(pH 5.5) ARG o - 45
LC-MS 7R iEY) -

[0404]  JE#:H1 - VEGF CKP9.54.90 {72 1 A2 Met5 JEALE~30%
L - HIER SRR TE FIHR TR Met S ([ VEGF_CKP9.54.90 52447
L - BITEA R T MetS /R4S S0 AT BT R0E(-2 REET) -
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58 VEGF _CKP9.54.90.67 F8Y M5Nle ~ VEGF _CKP9.54.90.53 M5Nle K
VEGF_CKP9.63.12.12 M5NIle - Met5Nle 5 FL8 > 147 =1 Met5SNle 81
B 73 AE ELAHE R T I R ~1.5 2 2 f%

[0405] PrT3CEE(L VEGF CKP9.54.90 B3 1 t1 7 Trp9 RIS
ZRERE U VEGF-A &5 &38R 1 2 20 & - VEGF_CKP9.54.90 #1 VEGF
ZE BV RG4S TETE R VEGE_CKP9.54.90 (S HETA: 2 S 34G)RY Trp9
G VEGF-A REMHAEA - MESRZEE TR RIRAGHMA BT
Biss bRt B A VEGF_CKP9.54.90 2 mlA Mg segg » Horp DL 1-285%
SLAEHEEC 2- SR SRS B R Trp9 25| o H5E 43 T BURERRERC T E 7
HIA VEGF_CKP9.54.90 Sl « BENELS F8Y HUA /B E R AN AL
HUfQZ VEGF_CKP9.54.90 174 S 5L H8 7 20 TRV A BRI (L7 5 38
= 38 EE F8Y BUUR/EFERMIEIEINZ VEGF_CKP9.54.90 {7742

SR 1CsofH

P GRS -2

o8 1Cso (M) 9.54.90 7 {8
e

9.54.90 135 1

9.54.90 F8Y 1.58 0.85
95490 F7Y. A2G 3.01 0.44
9.54.90. M5 Nle 1.95 0.69
9.54.90 Naphl 542 0.24
9.54.90 Naph2 17.1 0.08
9.54.90.13 0.96 1.41
9.54.90.13.F8Y 2.02 0.67
9.54.90.62 0.92 1.47
9.54.90.62. F8Y 1.14 118
9.54.90.67 1.1 1.23
9.54.90.67 F8Y 0.66 2.05

[0406] FEEEgbR N ARl C A Uity 2 W {1 e % 5 5 (o6 A
VEGF_CKP9.54.90. F8Y #xfiLL7E 44 5 VEGF_CKP9.54.90 F7YA2G)
AN FY VEGF_CKP9.54.90 FERAFEAR - 2 HLL F3R 38

EAI2B - B C KR BIBE A4S VEGF-A ZIEXMFFES
EETI-II BEZHHIEL
(04071 s T 3E0I% VEGF-A B Ayigsm 2 BIRLJAVERSNKEESE -

i)
g
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B 1EE 9 54 (SEQ ID NO: 52) ~ 9.54.1 (SEQ ID NO: 99)5r 1 HAEF L EE
ZRFEA NGRS » Hrm L C R {[EEHS M AR, -
(04081 & 9.54 SCJsrfr > S % hVEGF-A (8-109) 2 45 & (555 EEE
BSA (B 5) 245 A S5 m Tl 3 0y =+ 204l %38 39) - [t & P s (r
B2 N~ 1B 2 SeBR 4 NE(EER 2 ~ B 4 KBRS N AR AR R 1L -
2239 1 B 9.54 2 C R B EIEMERE

4% 1D BB SEQ D
9.54 GCNIMLPFWGCKQDSDCLAGCVCQYYQSCG 52
9.54-28 | GCNIMLPFWGCKQDFDCLAGCICQYYQSCGFH 455
9.54-39 | GCNIMLPFWGCKQDFDCLAGCICQYYQSCGGE 457
9.54-10 | GCNIMLPFWGCKQDSDCLVGCICQYYQSCGSI 458
9.54-32 | GCNIMLPFWGCKQDFDCLAGCVCQYYQSCGGR 459
9.54-13 | GCNIMLPFWGCKQDFDCLAGCVCQYYQSCGRP 460
9.54-6 | GCNIMLPFWGCKQDFDCLAGCVCQYYQSCGQY 461
9.54-24 | GCNIMLPFWGCKQDSDCLAGCVCQYYQSCGEN 462
9.54-34 | GCNIMLPFWGCKQDFDCLAGCVCQYYQSCGDT 463
9.54-9 | GCNIMLPFWGCKQDFDCLAGCVCQYYQSCGQH 464
9.54-12 | GCNIMLPFWGCKQDSDCLAGCICQYYQSCGQN 465
9.54-17 | GCNIMLPFWGCKQDSDCLAGCVCQYYQSCGEE 466
9.54-19 | GCNIMLPFWGCKQDSDCLAGCVCQYYQSCGDD 467
9.54-43 | GCNIMLPFWGCKQDSDCLAGCVCQYYQSCGDG 468
9.54-5 GCNIMLPFWGCKQDFDCLAGCVCQYYQSCGLE 469
9.54-1 GCNIMLPFWGCKQDSDCLAGCVCQYYQSCGTD 470
9.54-4 GCNIMLPFWGCKQDSDCLAGCVCQYYQSCGSE 471
9.54-15 | GCNIMLPFWGCKQDSDCLAGCVCQYYQSCGPE 472
9.54-42 | GCNIMLPFWGCKQDSDCLAGCVCQYYQSCGTN 473
9.54-27 | GCNIMLPFWGCKQDSDCLAGCVCQYYQSCGPH 474
9.54-2 GCNIMLPFWGCKQDSDCLAGCVCQYYQSCGMD 475
9.54-21 | GCNIMLPFWGCKQDSDCLAGCVCQYYQSCGSD 476
[0409] E 9.54.1 S > A hVEGEF-A (8-109) Z &5 &5 5iLE
B BSA (a5 Z&E S B9 a i 3 HHVAL A (3R 40) -

%% 40 : Fpt 9.54.1 7 C R —FREIE a8 G
% 1D WL SEQ ID NO
9.54.1 GCNIMLPFWGCGQSFECLAGCVCQYYQSCG 99
9.54.1-2 | GCNIMLPFWGCGQSFECLAGCICQYYQSCGIA 477
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9.54.1-63

GCNIMLPFWGCGQSFECLAGCICQYYQSCGGS

478

9.54.1-36

GCNIMLPFWGCGQSFECLAGCICQYYQSCGTR

479

9.54.1-42

GCNIMLPFWGCGQSFECLAGCICQYYQSCGLS

533

9.54.1-90

GCNIMLPFWGCGQSFECLAGCICQYYQSCGVH

480

[0410] 4OF&HBEETHETHF ELISA (WA LRATREZOFTAE » 4 &4
9.54-28 (& 39 tf)E 1~ hVEGF-A (8-109) 7 45 &8 f1 7781 9.54 MHEERE LY
10 f% o (2 RE 15) - 05 F e E: F ELISA FTilE » 41 £.9.54.1-2+9.54.1-36 ~
9.54.1-42 ~ 9.54.1-63 J7 9.54.1-90 (3& 40 ) REi1:%} hVEGF-A (8-109)7 45
TOBINI 781 9.54 1 HEEFESEY 10 £5 - (ST 15) -

[0411]

BEFEK 9.63 (SEQ ID NO: 55)K 9.63.44 (SEQ ID NO: 125)1/

{(ELO LA B Aot T — 20 (26 o AR AR LSRR R R AR - Horp
[F1EL C AR R BE Y Mg RS -

Elgjilenes

[0412) & 9.63 <rJiErh » #7H% hVEGE-A (8-109) 454
BSA (5245 a1 590 m Ll 3 50y 28 (A4 (R 41) - & s

2 R34 W AR I e L -

% 41

F BN 9.63 2 C Rl —FREFE AR

4% 1D

ize=S el

SEQID
NO

9.63

GCDVMQPYWGCKQDSDCLAGCVCHWYNSCG

55

9.63-1

GCDVMQPYWGCKQDFDCLAGCVCHWYNSCGPS

481

9.63-4

GCDVMQPYWGCEMDFDCLAGCICHWYNSCGEFS

482

9.63-7

GCDVMQPYWGCEMDFDCLAGCVCHWYNSCGGK

483

9.63-10

GCDVMQPYWGCKQDFDCLAGCICHWYNSCGYL

484

9.63-16

GCDVMQPYWGCEMDFDCLAGCVCHWYNSCGDL

485

9.63-17

GCDVMQPYWGCEMDFDCLAGCVCHWYNSCGEK

486

9.63-19

GCDVMQPYWGCKQDSDCLAGCICHWYNSCGTD

487

9.63-20

GCDVMQPYWGCEMDFDCLAGCICHWYNSCGQV

488

9.63-21

GCDVMQPYWGCEMDFDCLAGCVCHWYNSCGRL

489

9.63-22

GCDVMQPYWGCEMDFDCLAGCICHWYNSCGYA

490

9.63-23

GCDVMQPYWGCEMDFDCLAGCICHWYNSCGAS

491

9.63-25

GCDVMQPYWGCEMDFDCLAGCICHWYNSCGSR

492

9.63-30

GCDVMQPYWGCEMDFDCLAGCICHWYNSCGPT

493

9.63-36

GCDVMQPYWGCEMDFDCLAGCVCHWYNSCGSL

456

9.63-40

GCDVMQPYWGCEMDFDCLAGCVCHWYNSCGWD

494

9.63-45

GCDVMQPYWGCEMDFDCLAGCVCHWYNSCGSM

495

9.63-61

GCDVMQPYWGCEMDFDCLAGCICHWYNSCGTR

496

9.63-62

GCDVMQPYWGCKQDSDCLAGCVCHWYNSCGEN

497
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9.63-65 | GCDVMQPYWGCEMDFDCLAGCVCHWYNSCGNN 498
9.63-66 | GCDVMQPYWGCEMDFDCLAGCICHWYNSCGPE 499
9.63-67 | GCDVMQPYWGCEMDFDCLAGCVCHWYNSCGGI 500
9.63-68 | GCDVMQPYWGCEMDFDCLAGCVCHWYNSCGVE 501
9.63-70 | GCDVMQPYWGCEMDFDCLAGCVCHWYNSCGPL 502
9.63-72 | GCDVMQPYWGCEMDFDCLAGCICHWYNSCGTS 503
9.63-74 | GCDVMQPYWGCEMDFDCLAGCICHWYNSCGRP 504
9.63-77 | GCDVMQPYWGCEMDFDCLAGCVCHWYNSCGND 505
9.63-79 | GCDVMQPYWGCEMDFDCLAGCICHWYNSCGLQ 506
9.63-93 | GCDVMQPYWGCEMDFDCLAGCICHWYNSCGDE 507

[0413] H 9.6344 Y& >

S hVEGF-A (8-109) 2 4545 (Z5k

FEEL BSA () Z&S 5 9tm M 3 Y 17 (Fai 7((R 42) - IEF g
FEE 4 AT R R AR R b o Sl 2 9.63.44-55 (£82 2 N AR AR IR AR HicEs
b HA % 9.63.44-10 (£33 W& ARG (L - < NBEERAYE R
42 1 2 A% 9.63.44-12 B A1 th 24l % 9.63-70 EA M EINYHLZALER P51 -
R 42 P ER 9.63.44 2 CRim—BBAIEHBER

4% 1D

REERF5

SEQ
ID
NO

9.63.44

GCDVMQPYWGCEMDFDCLAGCVCHWYNSCG

125

9.63.44-2-A

GCDVMQPYWGCEMDFDCLAGCICHWYNSCGRT

508

9.63.44-55

GCDVMQPYWGCEIDFDCLAGCVCHWYNSCGQV

509

9.63.44-10-A

GCDVMQPYWGCEMDFDCLAGCVCHWYNSCGGI

510

9.63.44-54

GCDVMQPYWGCEMDFDCLAGCVCHWYNSCGYM

511

9.63.44-19

GCDVMQPYWGCEMDFDCLAGCVCHWYNSCGGQ

512

9.63.44-44

GCDVMQPYWGCEMDFDCLAGCVCHWYNSCGTP

513

9.63.44-14

GCDVMQPYWGCEMDFDCLAGCVCHWYNSCGVN

514

9.63.44-73

GCDVMQPYWGCEMDFDCLAGCVCHWYNSCGFEN

515

9.63.44-16

GCDVMQPYWGCEMDFDCLAGCVCHWYNSCGEP

516

9.63.44-80

GCDVMQPYWGCEMDFDCLAGCVCHWYNSCGNS

517

9.63.44-41

GCDVMQPYWGCEMDFDCLAGCVCHWYNSCGST

518

9.63.44-82

GCDVMQPYWGCEMDFDCLAGCVCHWYNSCGRY

519

9.63.44-1

GCDVMQPYWGCEMDFDCLAGCICHWYNSCGES

520

9.63.44-2

GCDVMQPYWGCEMDFDCLAGCICHWYNSCGQV

521

9.63.44-3

GCDVMQPYWGCEMDFDCLAGCICHWYNSCGYA

522

9.63.44-4

GCDVMQPYWGCEMDFDCLAGCICHWYNSCGSR

523

9.63.44-5

GCDVMQPYWGCEMDFDCLAGCICHWYNSCGPT

524

9.63.44-6

GCDVMQPYWGCEMDFDCLAGCVCHWYNSCGSM

525

9.63.44-7

GCDVMQPYWGCEMDFDCLAGCVCHWYNSCGGI

526

9.63.44-8

GCDVMQPYWGCEMDFDCLAGCICHWYNSCGTS

527

9.63.44-9

GCDVMQPYWGCEMDFDCLAGCICHWYNSCGLQ

528
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9.63.44-10 GCDVMQPYWGCEMDFDCLVGCVCHWYNSCGDE 529
9.63.44-11 GCDVMQPYWGCEMDFDCLAGCVCHWYNSCGDL 530
9.63.44-12 GCDVMQPYWGCEMDFDCLAGCVCHWYNSCGPL 503
9.63.44-13 GCDVMQPYWGCEMDFDCLAGCVCHWYNSCGQF 531
9.63.44-14 GCDVMQPYWGCEMDFDCLAGCICHWYNSCGWK 532

[0414] 40#ERUEE#E T ELISA FrjlE » 44k 9.6344-1 &
9.63.44-14 (42 t})819.63 44 FHEE¥T hVEGE-A (8-109) IR B 2 &5 &l
11 (2 HIE 16A K& 16B) -

[0415] &EM=E 2 DA LESRArRFEHEE C AR i i A
SR FTERL 9.54 (SEQ ID NO: 52) ~ 9.54.1 (SEQ ID NO: 99) ~ 9.63 (SEQ ID
NO: 55)5 9.63.44 FE 4= ¥ hVEGF-A (8-109) 5.7 = H~10 2 7 4548 iy

S4B

St

RIS -

[0416] $# FokEEEAL 9.54.90 (SEQ ID NO: 102)} 63.12.12.M5L
(SEQ ID NO: 386)LA{HILA FFfS Al TH#E— P Edf - fEIE < FEAERAR
9.54.90 Z ¥GEAgIE - HrRAT C AR AN IR (SIS Ml ~ = Mg
R B VU MRS  BEARRE 63.12.12M5L 288 4l » Hipfr C K
VAT (RS M

[0417] HEE 2 [N 2 C RIEGHEHRY 9.54.90 SCEEH - #E5HIH
¥ hVEGF-A (8-109) Z &5 &S5t B BSA (7 5)MEELE (IR 3 %Ay 6 fld4d
B(FR43) -

22 43 1 i 9.54.90 7 C Rim —BAESEF B RE

4 ID REEREFET SEQID NO
9.54.90 GCNIMLPFWGCGRDFECLAGCVCQYYQSCG 102
9.54.90-2x28 GCNIMLPFWGCGRDFECLAGCVCQYYQSCGFH 379
9.54.90-2x2 GCNIMLPFWGCGRDFECLAGCVCQYYQSCGIA 380
9.54.90-2x63 GCNIMLPFWGCGRDFECLAGCVCQYYQSCGGS 381
9.54.90-2x36 GCNIMLPFWGCGRDFECLAGCVCQYYQSCGTR 382
9.54.90-2x90 GCNIMLPFWGCGRDFECLAGCVCQYYQSCGVH 383
9.54.90-2x42 GCNIMLPFWGCGRDFECLAGCVCQYYQSCGLS 384

(0418 E&& 3 (el C ARUREMITY 9.54.90 S » HEHIH
#f hVEGF-A (8-109) 2455 (S9tE2 S BSA (B 5)MHELE HiBH 3 f511y 10
WH(ER M) -
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R 44 BJR 9.54.90 2 C R =R B R

4% ID REERE T SEQ ID NO
9.54.90 GCNIMLPFWGCGRDFECLAGCVCQYYQSCG 102
9.54.90-3X83 | GCNIMLPFWGCGRDFECLAGCVCQYYQSCGPLI 369
9.54.90-3X50 | GCNIMLPFWGCGRDFECLAGCVCQYYQSCGNYQ 370
9.54.90-3x49 | GCNIMLPFWGCGRDFECLAGCVCQYYQSCGPLQ 371
9.54.90-3x10 | GCNIMLPFWGCGRDFECLAGCVCQYYQSCGTFQ 372
9.54.90-3x91 | GCNIMLPFWGCGRDFECLAGCVCQYYQSCGDLV 373
9.54.90-3x42 | GCNIMLPFWGCGRDFECLAGCVCQYYQSCGEHK 374
9.54.90-3x88 | GCNIMLPFWGCGRDFECLAGCVCQYYQSCGYLS 375
9.54.90-3x9 | GCNIMLPFWGCGRDFECLAGCVCQYYQSCGWDY 376
9.54.90-3x133 | GCNIMLPFWGCGRDFECLAGCVCQYYQSCGWPH 377
9.54.90-3x33 | GCNIMLPFWGCGRDFECLAGCVCQYYQSCGPHQ 378

[0419) B & 4 kL 2 C RUHIEEIYZKE 9.54.90 SCE 2 AT Ak

B 3 il R 2 C AR -
[0420] EHE& 2 AR 2 C ARUHHEHAY 63.12.12.M5L SZH »
SE I ¥ hVEGF-A (8-109) 2 &5 & (E9781% BSA ()M LS HiE 2 3 &Y
9 [HFTF(R 45) -
2% 45 P B 63.12.12.M5L 7 C K —_BEIE (SRR

4% 1D BRI SEQ I
63.12.12.M5L GCDVLQPYWGCGPDIDCLSNCICHWYNSCG 386
63.12.12.M5L.2x2 GCDVLQPYWGCGPDIDCLSNCICHWYNSCGRT 387
63.12.12.M5L.2x77 GCDVLQPYWGCGPDIDCLSNCICHWYNSCGWK 388
63.12.12.M5L.2x48 GCDVLQPYWGCGPDIDCLSNCICHWYNSCGPL 389
63.12.12.M5L.2x25 GCDVLQPYWGCGPDIDCLSNCICHWYNSCGDE 390
63.12.12.M5L.2x69 GCDVLQPYWGCGPDIDCLSNCICHWYNSCGOQF 391
63.12.12.M5L.2x12 GCDVLQPYWGCGPDIDCLSNCICHWYNSCGEQ 392
63.12.12.M5L.2x30 GCDVLQPYWGCGPDIDCLSNCICHWYNSCGPT 393
63.12.12.M5L.2x21 GCDVLQPYWGCGPDIDCLSNCICHWYNSCGRL 394
63.12.12.M5L.2x29 GCDVLQPYWGCGPDIDCLSNCICHWYNSCGSL 395

BA2C : 5 C Rl ZEE VEGF-A ZIEXBFEL
EETI-I1 2487715
(04211  &Lrdnll Bfriil 2 R B HET5 T ELISA 3L L3R 43 =R
45 PRt 2 S G DUE A H®S hVEGE-A (8-109) B e RES St M Iy
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SRIET o

[0422] [Ei% Y hVEGF (8-109)81 "I Siifl /) 2 4 g (Bl - 3
WFR 39 23R 45 P L 2 1758  BLRE(H140 9.54.1-2-9.54.1-36~9.54.1-42 -
9.54.1-63 K 9.54.1-90 DL K, 9.63.44-1 % 9.63.44-14 » DIANDL il 7
MU TERE ML SEAI(F R BRI ELISA K VEGF-KDR #H A.FH
ELISA tf Z f{If] /&M -

[0423] [BRA BRI BN T LIR DTl 2 DUAE LB %5 VEGF
5] LAY HE hVEGF-A (8-109) ~ hVEGF-A 165 ~ /NEL VEGF-A 164 ~ K
E VEGF-A K% VEGF-A) ZHif1J] -

[0424] (T DR DAEE S VEGEF-A 24 2R 5k o SR
= Wbl TGt VEGF-A ~ VEGE-B ~ VEGF-C ~ VEGF-D~ PIGf-2 - NGF -
EGF - PDGF-p 3¢ IGF-1 #7735 F ELISA -

[0425]  4O{ERRZ 24 o3 M AT SR IR 53 Mek G4l I i A
B E M 85 JJ(Stanger %5 A, (2014) FEBS Lett. 588 (23), 4487-96) o

(04261 4Ol LAl SO0 E 5% G4 L B 51 hVEGF 2888 (B
(40 Y21A ~ K48A ~ Q89A Fz FITA/MBIA) Z &5 &8 /182 AT -

(0427  $ETAC  d0DA BRI T ARAS I E 2 1 2 VEGF-A
B (L B2 E Al H 2 ERR N R

(0428 40lL BT o BT % G miag o~ S LB e -

EP)3 : H454 LRP6 ZIEXAFIEZ EETI-II 8B EH ESE

(0429 &I 2A il ~ K78 EETI-IN B G ER 1A A Eim s | 5 LRP6
E1E2 ZEH 2 15f% - § 5454 LRP6 E1E2 » - {ffaHi4f (R 46) - it
LSRR 1 KB S WO AR N YL - (PR TR
B 7R BETI-I fEZEMHEL - 3R 1 Bl & 2 & - [HIF 80V » B LRP6
e ZHEALFPIIEER 1 B B B AR M: LRP6 B #8 2 RZA DKK1 77
T-NFTEAE Z T (NAD LAY LE [ TT(NXT) » 3 0 (L S g tiss 1
RIAFLATHE R T < AT

% 46 : $1% LRP6 E1E2 2 B EETI-I 2 &4

BARE H1 B’s ELISA S/N*
LRP6_CKP1 RTNRVKGG GPNGF 323 45.49
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LRP6 CKP2 VNRVRG SGGRD 341 41.62
LRP6 CKP3 MNHVKARR GPNGF 2.93 40.18
LRP6 CKP4 RSVNKI GSSRN 2.82 25.39
LRP6 CKP5 VNKIKG GVEGR 3.04 35.71
LRP6 CKP6 RNSIKR SVGHG 3.10 37.36
LRP6 CKP7 VSNRVNKG GPNGF 3.30 28.96
LRP6 CKPS RGNIIK NESRG 3.23 37.56
LRP6 CKP9 RSGNTIRKRE GGPGG 2.97 37.62
LRP6 CKP10 ASSNSIRQGW GPKSN 3.29 37.38
LRP6 CKP11 RSNRIR YGHGD 2.65 36.76
LRP6 CKPI12 RSNKLREARG GSRQD 0.60 6.78

LRP6 CKP13 VNSVKR SRGVN 3.28 37.75
LRP6 CKP14 GSNKIRPR GPNDF 3.18 43.53
LRP6 CKPI15 NRIRNS GRGDY 2.03 26.31
LRP6 CKP16 SRNSIK ASGSS 3.36 31.11
LRP6 CKP17 SNYVKR SPGGR 3.09 35.88
LRP6 CKPI18 RANRVSGR GPNGF 1.67 18.32
LRP6 CKP19 SNRVKVRA GPNGF 3.27 41.96
LRP6 CKP20 ENRTKG GFRGT 3.10 38.69
LRP6 CKP21 GNKIRA RDRVG 2.80 33.69
LRP6 CKP22 ANRVKRTS GPNGF 343 42.86

105130077

*S/N=E1 BSA HIRMHEL 2 (S o ERfED

(04301 LRP6 Z 4HRES Mk B HERE <748 K Wt 25 (A48 7 7F A DAE5
Wt (S5 {EHE 2 VU e A4S (B 1-E4) 4 - FIATREE(E 77k > LRP6
Frill$E A E1-E2 B¢ BE3-E4 SEa Bl e Wat [5] D52 AIY) 7 B EEE G2
&5 Wnatl B¢ Wnt3a (E37{#HZ(Hannoush Z A, (2010) J. Biol. Chem. 285,
9172-9179) - By TAFEEHEEE [H4g Wntl K Wnt3a (S5HHEE » BE50AE
ARV 45 & LRP6 E1-E2 ~ ffirks -

[0431] Feprdnl 2ol » EAE 2 AEEERL A2 R -
LRP6_CKP6 kz LRP6_CKP19 DUHIEAE G Wntl B Wnt3a (S5 {H2& ~ £51H
EUEME o SOPUTER 47 KR 48 R - AN 2 (B EE S o
H o B R77 ABUHIETYES Wntl 2¢ Wntla 2 RIS © 55— 7T » 204F
ORI S T oA ATE] > AHEFS Wnt3a 0 R1 & R19 ¥ Wt (S5E(H
BRI (Wt AH¥E 7S Wnt3a > 735105 160 % 52 11 £%) - 1@ 255
B SR SRS AR LRP6 E3-E4 451EI(ICso>44 uM) » SBITE < » sZ &€
AR (LR NG 2 o S S HAE AR B (e P P e 2 BT d
FURTIE - S ER SRRV » Tl < SR P AGhe At — e s &s Wintl 2 Wint3 (3
SRRE 2 SRS E o

3 47 : &5 LRP6 2 CKP 2% Wntl {S57EE Z {IFIEM:

Lrp6-CKP Watl 5 ng/7L) > BERS
95% = o M
(n=4) ICs (nM) CEISBREMOM)
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RI1IF1 241.7 185.8 42 314.5
RI1F2 193.8 140.1 4 268.2
LRP6_CKP6 F1 22.866 13,593 4 38,463
LRP6_CKP6 F2 23.760 14,458 4 39,046
LRP6_CKP6 F3 4,625 3,037 4 7,044
LRP6_CKP19 F1 23.132 15,397 4 34,754
LRP6_CKP19 F2 49.330 31,391 & 77,520
= 48 : 456 LRP6 2 CKP SFREH Wntda [F5EH 2 IFIEM
Lrp6-CKP Wnt3a (25 ng/F) > = .
g (ot SRS 5% E{EEM M)
RI1IF1 38,594 16,093 4 92,554
RI1F2 16,596 9,037 42 30,478
LRP6_CKP6 F1 350,240 11840 % 1.036x107
LRP6_CKP6 F2 275,584 24,695 4 3.075x10°
LRP6_CKP6 F3 Al N
LRP6_CKP19 F1 59.287 32,600 %4 107,823
LRP6_CKP19 F2 69.827 26,179 4 186,252

[0432] k47 KrF 48 112 F1-F2 & F3 57 Hil{&36(F R1-LRP6_CKP6
ke LRP6_CKP19 Z & {LIHBIATERS 8 mEElr 1~ 2 K 3 -

(0433  mipfeer (i st I ME H By AL R B A AR 7 =R
A S 2 0 - AR DA Bl - BRASCT AT R Rl 2 R L LAS
ISESRNAEEIINEEY E ERVESREN S e SN =Y ST AR ZENEN: - ) NS SR
Ikl N

[FFoiiA]

AR
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105130077 B E 1114F 11 H29 H

GElEd

<110> FEpH RS e/ =] (GENENTECH, INC.)

<120> Bthziest B8V 2
<130> 146392026840

<140> TW 105130077
<141> 2016-09-14

<150> US 62/219,063
<151> 2015-09-15

<160> 568
<170> FastSEQ f & Windows Version 4.0

<210> 1

211> 28

<212> PRT

<213> BEJ\(Ecballium elaterium)

<400> 1
Gly Cys Pro Arg Ile Leu Met Arg Cys Lys Gln Asp Ser Asp Cys Leu
5 10 15
Ala Gly Cys Val Cys Gly Pro Asn Gly Phe Cys Gly
20 25

<210> 2

211> 6

<212> PRT
Q213> AT

<220>
Q23> EREEES

<220>

<221> gﬁ,\ﬁﬁ

<222> 1 2, 3,4, 5,6
<223> Xaa = {Tfalfghihg

<400> 2
Xaa Xaa Xaa Xaa Xaa Xaa
1

<210> 3

211> 7

<212> PRT
Q213> AT

<220>
Q23> EREEES

<220>

<221> gﬁ,\ﬁﬁ

<222> 1 2, 3,4, 5,6, 7
<223> Xaa = {Tfalfghihg

<400> 3
Xaa Xaa Xaa Xaa Xaa Xaa Xaa
1

<210> 4
211> 8

C200069SEQBX20221129C.docx 1

105130077 FEHESE A0202 1113306446-0



1799366

<212> PRT
Q213> AT

<220>
Q23> EREEES

<220>

<221> gﬁ,\ﬁﬁ

<222> 1 2, 3,4, 5,6, 7,8
<223> Xaa = {Tfalfghihg

<400> 4
Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa
1 5

<210> 5

<211> 9

<212> PRT
Q213> AT

<220>
Q23> EREEES

<220>

<221> gﬁ,\ﬁﬁ

<222> 1 2, 3,4, 5,6, 7, 8,9
<223> Xaa = {Tfalfghihg

<400> 5
Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa
1 5

<210> 6

<211> 10
<212> PRT
Q213> AT

<220>
Q23> EREEES

<220>

<221> gﬁ,\ﬁﬁ

<222> 1 2, 3,4, 5,6, 7, 8,9, 10
<223> Xaa = {Tfalfghihg

<400> 6
Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa
1 5 10

<210> 7

211> 5

<212> PRT
Q213> AT

<220>
Q23> EREEES

<220>

21> FEEE
<2221, 2, 3, 4, 5

<223> Xaa = {TAalfAERE I E R ARG AL NG

<400> 7
Xaa Xaa Xaa Xaa Xaa
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<210> &

211> 8

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> &
Pro Thr Thr Arg Phe Lys Gln Tyr
1 5

<210> 9

<211> 10
<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 9
Gln Asp Pro Thr Phe Asn Trp Ala Leu Tyr
1 5 10

<210> 10
211> 8

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 10
Gln Leu Met Gln Pro Phe Trp Gly
1 5

<210> 11

211> 8

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 11
Arg Asp Leu Asp Val Lys Trp Asp
1 5

<210> 12
<211> 10
<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 12
Arg Thr Pro Trp Glu Pro His Asp Ile Thr
1 5 10

C200069SEQBX20221129C.docx 3
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<210> 13

<211> 10
<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 13
Thr Thr Pro Trp Pro Pro His Glu Ile Met
1 5 10

<210> 14
<211> 10
<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 14
Val Thr Pro Trp Lys Pro His Trp Ile Asn
1 5 10

<210> 15

211> 5

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 15
Gly Pro Asn Gly Phe
1 5

<210> 16
211> 5

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 16
Gln Met Tyr Gln Ser
1 5

210> 17
211> 5

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 17

His Trp Tyr Gln Ser
1 5

<210> 18
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211> 5
<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 18
Gln Tyr Tyr Ser Ser
1 5

<210> 19
211> 5

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 19
Gly Pro Asn Gly Phe
1 5

<210> 20
211> 5

<212> PRT
Q213> AT

<220>
Q23> EREEES

<220>

<221> BE5LES

<222> 1 ) )
<223>Xaa =G ECE BC Y 2 Q B¢ H

<220>

21> SEEEE

<222> 12 ‘
<223> Xaa =P B MBI WI Y

<220>

<221> B5LES

<222> 3

<223> Xaa=NIZ YW

<220>

<221> B5LES

<222> 4 ) ) )
223> Xaa=GZH DX T QIR IK S

<220>

Q21> BEAG

<222> 5 ‘
<223> Xaa = F B, A B E 3 S

i

<400> 20
Xaa Xaa Xaa Xaa Xaa
1 5

<210> 21

<211> 30
<212> PRT
Q213> AT
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<220>
<223> GRS
<400> 21
Gly Cys Pro Thr Thr Arg Phe Lys Gln Tyr Cys Lys Gln Asp Ser Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Gly Pro Asn Gly Phe Cys Gly
20 25 30
<210> 22
211> 32
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 22
Gly Cys Gln Asp Pro Thr Phe Asn Trp Ala Leu Tyr Cys Lys Gln Asp
1 5 10 15
Ser Asp Cys Leu Ala Gly Cys Val Cys Gln Met Tyr Gln Ser Cys Gly
20 25 30
<210> 23
<211> 30
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 23
Gly Cys Gln Leu Met Gln Pro Phe Trp Gly Cys Lys Gln Asp Ser Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys His Trp Tyr Gln Ser Cys Gly
20 25 30
<210> 24
<211> 30
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 24
Gly Cys Arg Asp Leu Asp Val Lys Trp Asp Cys Lys Gln Asp Ser Asp
1 5 10 15
Cys Leu Ala Gly Cys Phe Cys Gln Tyr Tyr Ser Ser Cys Gly
20 25 30
<210> 25
211> 32
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 25
Gly Cys Arg Thr Pro Trp Glu Pro His Asp Ile Thr Cys Lys Gln Asp
1 5 10 15
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Ser Asp Cys Leu Ala Gly Cys Val Cys Gly Pro Asn Gly Phe Cys Gly
20 25 30

<210> 26
211> 32
<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 26
Gly Cys Thr Thr Pro Trp Pro Pro His Glu Ile Met Cys Lys Gln Asp
1 5 10 15
Ser Asp Cys Leu Ala Gly Cys Val Cys Gly Pro Asn Gly Phe Cys Gly
20 25 30

210> 27
211> 32
<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 27
Gly Cys Val Thr Pro Trp Lys Pro His Trp Ile Asn Cys Lys Gln Asp
1 5 10 15
Ser Asp Cys Leu Ala Gly Cys Val Cys Gly Pro Asn Gly Phe Cys Gly
20 25 30

<210> 28
211> 8

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 28
Asp Val Leu Gln Pro Phe Trp Gly
1 5

<210> 29
211> 8

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 29
Gln Ile Ser Gln Pro Phe Trp Gly
1 5

<210> 30
211> 8

<212> PRT
Q213> AT

<220>
Q23> EREEES
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<400> 30
Asp Arg Met Gln Pro Leu Trp Gly
1 5

<210> 31

211> 8

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 31
Asn Leu Met Leu Pro Phe Trp Gly
1 5

<210> 32
211> 8

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 32
Gln Arg Thr Gln Pro Phe Trp Gly
1 5

<210> 33

211> 8

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 33
Asn Ile Met Leu Pro Phe Trp Gly
1 5

<210> 34
211> 8

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 34
Asp Pro Met Gln Pro Phe Trp Gly
1 5

<210> 35

211> 8

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 35
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Asp Val Met Gln Pro Tyr Trp Gly
1 5

<210> 36
211> 8

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 36
Asp Ile Met Gln Pro Leu Trp Gly
1 5

<210> 37
211> 8

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 37
Gln Leu Leu Gln Pro Leu Trp Gly
1 5

<210> 38
211> 8

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 38
Asn Pro Met Leu Pro Leu Trp Gly
1 5

<210> 39
211> 8

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 39
Lys Leu Phe Glu Pro Leu Trp Gly
1 5

<210> 40
211> 8

<212> PRT
Q213> AT

<220>
Q23> EREEES

<220>
<221> BE5LES
<222> 1
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0

<223> Xaa =Q B, D B K B¢ N 5 A B¢ R 5 H

<220>

<221> BR5LES

<222> 2 ) )
<223>Xaa=L B VE IZERIKLP IV

<220>

21> SEEEE

<222> 3 ) )
<223>Xaa=MB L ST TIF

<220>

Q21> SEEE
<222> ‘
<223>Xaa=QF E& L = H

o~

<220>

<221> BR5LES

<222> 6 ) )
223> Xaa=F X LI MIY IS

<400> 40
Xaa Xaa Xaa Xaa Pro Xaa Trp Gly
1 5

<210> 41

211> 5

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 41
His Phe Tyr Asn Ser
1 5

<210> 42
211> 5

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 42
Leu Trp Tyr Lys Ser
1 5

<210> 43

211> 5

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 43

Arg Trp Tyr His Ser
1 5

<210> 44
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211> 5
<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 44
Arg Trp Tyr Gln Ser
1 5

<210> 45

211> 5

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 45
Gln Tyr Tyr Gln Ser
1 5

<210> 46
211> 5

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 46
His Trp Tyr Asn Ser
1 5

<210> 47
<211> 30
<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 47
Gly Cys Asp Val Leu Gln Pro Phe Trp Gly Cys Lys Gln Asp Ser Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys His Trp Tyr Gln Ser Cys Gly
20 25 30

<210> 48
<211> 30
<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 48
Gly Cys Gln Ile Ser Gln Pro Phe Trp Gly Cys Lys Gln Asp Ser Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys His Phe Tyr Asn Ser Cys Gly
20 25 30
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<210> 49
<211> 30
<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 49

Gly Cys Asp Arg Met Gln Pro Leu Trp Gly Cys Lys Gln Asp Ser Asp

Cys Leu Ala Gly Cys Val Cys Leu Trp Tyr Lys Ser Cys Gly
25

1
20
<210> 50
<211> 30
<212> PRT
Q213> AT
<220>

Q23> EREEES

<400> 50

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

Cys Leu Ala Gly Cys Val Cys Arg Trp Tyr His Ser Cys Gly
25

1
20
<210> 51
<211> 30
<212> PRT
Q213> AT
<220>

Q23> EREEES

<400> 51

Gly Cys Gln Arg Thr Gln Pro Phe Trp Gly Cys Lys Gln Asp Ser Asp

Cys Leu Ala Gly Cys Val Cys Arg Trp Tyr Gln Ser Cys Gly
25

1
20
<210> 52
<211> 30
<212> PRT
Q213> AT
<220>

Q23> EREEES
<400> 52

Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Lys Gln Asp Ser Asp

1

Cys Leu Ala Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly

20

<210> 53

<211> 30
<212> PRT
Q213> AT

<220>
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Q23> EREEES

<400> 53
Gly Cys Asn Pro Met Leu Pro Phe Trp Gly Cys Lys Gln Asp Ser Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys His Trp Tyr Gln Ser Cys Gly
20 25 30
<210> 54
<211> 30
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 54
Gly Cys Asp Pro Met Gln Pro Phe Trp Gly Cys Lys Gln Asp Ser Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Arg Trp Tyr Gln Ser Cys Gly
20 25 30
<210> 55
<211> 30
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 55
Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Lys Gln Asp Ser Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys His Trp Tyr Asn Ser Cys Gly
20 25 30
<210> 56
<211> 30
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 56
Gly Cys Asp Ile Met Gln Pro Leu Trp Gly Cys Lys Gln Asp Ser Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys His Trp Tyr Gln Ser Cys Gly
20 25 30
<210> 57
<211> 30
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 57
Gly Cys Gln Leu Leu Gln Pro Leu Trp Gly Cys Lys Gln Asp Ser Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Arg Trp Tyr Gln Ser Cys Gly
20 25 30
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<210> 58
<211> 30
<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 58

Gly Cys Asn Pro Met Leu Pro Leu Trp Gly Cys Lys Gln Asp Ser Asp

1 5 10

Cys Leu Ala Gly Cys Val Cys His Trp Tyr Gln Ser Cys Gly

20 25

<210> 59
<211> 30
<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 59

Gly Cys Lys Leu Phe Glu Pro Leu Trp Gly Cys Lys Gln Asp Ser Asp

1 5 10

Cys Leu Ala Gly Cys Val Cys Arg Trp Tyr Glu Ser Cys Gly
25

20

<210> 60
<211> 10
<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 60
Lys Asn Pro Leu Phe Asn Trp Ala Leu Tyr
1 5 10

<210> 61

<211> 10
<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 61
Gln Asp Pro Thr Val Asn Trp Ala Val Tyr
1 5 10

<210> 62
<211> 10
<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 62
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Gln Asp Pro Thr Phe Asn Trp Ala Glu Tyr
1 5 10

<210> 63

<211> 10
<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 63
Gln Asp Pro Ser Leu Asn Trp Ala Asp Tyr
1 5 10

<210> 64
<211> 10
<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 64
Leu Asp Arg Thr Leu Asn Trp Ala Leu Tyr
1 5 10

<210> 65

<211> 10
<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 65
Leu Asp Pro Ser Phe Asn Trp Ser Leu Tyr
1 5 10

<210> 66
<211> 10
<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 66
Arg Asp Leu Thr Ile Asn Trp Ala Leu Phe
1 5 10

<210> 67
<211> 10
<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 67

Leu Asp Pro Thr Val Asn Trp Ala Leu Phe
1 5 10
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<210> 68
<211> 10
<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 68
Gln Asp Pro Lys Leu Asn Trp Ala Val Tyr
1 5 10

<210> 69
<211> 10
<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 69
Leu Asp Pro Ser Phe Asp Trp Ala Leu Tyr
1 5 10

<210> 70
<211> 10
<212> PRT
Q213> AT

<220>
Q23> EREEES

<220>

<221> BE5LES

<222> 1 ) ) )
<223>Xaa=0Q 3K DIk Kk WEE & L @R

<220>

<221> BR5LES

<222> 2

<223> Xaa = D T N

<220>

21> SEEEE

<222> 3 ‘
<223>Xaa =P BRI L T

<220>

21> SEEEE
<222> ‘
<223>Xaa =T 3 S & L 3 K

o~

<220>

<221> BE5LES

<222> 5 ‘
<223> Xaa = F B¢ VB L B¢ I

<220>

Q21> SEEE

<222> 6

<223> Xaa = N % D

<220>
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21> SEEEE
<222> 8 ) )
<223>Xaa=A T S G

<220>
21> SEEEE
<222> 9 ) ) ) ) )
<223>Xaa=L B VEHEZH T QD
<220>
21> SEEEE
<222> 10 )
<223> Xaa =F 2 Y
<400> 70
Xaa Xaa Xaa Xaa Xaa Xaa Trp Xaa Xaa Xaa
1 5 10
<210> 71
211> 5
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 71
Gln Leu Phe Asp Ser
1 5
<210> 72
211> 5
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 72
Gln Phe Tyr Gln Ser
1 5
<210> 73
211> 5
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 73
Gln Leu Tyr Gln Ser
1 5
<210> 74
211> 5
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 74
C200069SEQBX20221129C.docx 17

105130077 FEHESE A0202 1113306446-0



1799366

GIn Met His Gln Ser
1 5

<210> 75

211> 5

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 75
Gln Met Tyr Asn Ser
1 5

<210> 76
211> 5

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 76
Gln Met Tyr Asp Ser
1 5

210> 77
211> 5

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 77
Gln His Tyr Lys Thr
1 5

<210> 78
211> 5

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 78
Gln Leu Phe Asn Ser
1 5

<210> 79
211> 5

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 79
Gln Leu Tyr Asn Ser
1 5
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<210> 80
211> 5

<212> PRT
Q213> AT

<220>
Q23> EREEES

<220>

21> SEEEE

<222> 1

<223> Xaa = Q R

<220>

21> SEEEE

<222> 2

<223> Xaa=MZX L 2 F ZX H

<220>

<221> B5LES

<222> 3

<223> Xaa =Y B F = H

<220>

<Q21> BEFEEG
<222>
<223>Xaa =D Q & N T K

\

o~

<220>

<221> BE5LES

<222> 5

<223> Xaa =S T T

<400> 80
Xaa Xaa Xaa Xaa Xaa
1 5

<210> 81

211> 32
<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 81
Gly Cys Lys Asn Pro Leu Phe Asn Trp Ala Leu Tyr Cys Lys Gln Asp
1 5 10 15
Ser Asp Cys Leu Ala Gly Cys Val Cys Gln Leu Phe Asp Ser Cys Gly
20 25 30

<210> 82
211> 32
<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 82

Gly Cys Gln Asp Pro Thr Val Asn Trp Ala Val Tyr Cys Lys Gln Asp
1 5 10 15

Ser Asp Cys Leu Ala Gly Cys Val Cys Gln Phe Tyr Gln Ser Cys Gly
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20 25 30
<210> 83
211> 32
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 83
Gly Cys Gln Asp Pro Thr Phe Asn Trp Ala Glu Tyr Cys Lys Gln Asp
1 5 10 15
Ser Asp Cys Leu Ala Gly Cys Val Cys Gln Leu Tyr Gln Ser Cys Gly
20 25 30
<210> 84
211> 32
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 84
Gly Cys Gln Asp Pro Thr Phe Asn Trp Ala Glu Tyr Cys Lys Gln Asp
1 5 10 15
Ser Asp Cys Leu Ala Gly Cys Val Cys Gln Met Tyr Gln Ser Cys Gly
20 25 30
<210> 85
211> 32
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 85
Gly Cys Gln Asp Pro Ser Leu Asn Trp Ala Asp Tyr Cys Lys Gln Asp
1 5 10 15
Ser Asp Cys Leu Ala Gly Cys Val Cys Gln Met His Gln Ser Cys Gly
20 25 30
<210> 86
211> 32
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 86
Gly Cys Leu Asp Arg Thr Leu Asn Trp Ala Leu Tyr Cys Lys Gln Asp
1 5 10 15
Ser Asp Cys Leu Ala Gly Cys Val Cys Gln Met Tyr Asn Ser Cys Gly
20 25 30
<210> 87
211> 32
<212> PRT

Q213> AT
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<220>
<223> GRS
<400> 87
Gly Cys Leu Asp Pro Ser Phe Asn Trp Ser Leu Tyr Cys Lys Gln Asp
1 5 10 15
Ser Asp Cys Leu Ala Gly Cys Val Cys Gln Met Tyr Asp Ser Cys Gly
20 25 30
<210> 88
211> 32
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 88
Gly Cys Arg Asp Leu Thr Ile Asn Trp Ala Leu Phe Cys Lys Gln Asp
1 5 10 15
Ser Asp Cys Leu Ala Gly Cys Val Cys Gln Met Phe Asn Ser Cys Gly
20 25 30
<210> 89
211> 32
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 89
Gly Cys Leu Asp Pro Thr Val Asn Trp Ala Leu Phe Cys Lys Gln Asp
1 5 10 15
Ser Asp Cys Leu Ala Gly Cys Val Cys Gln His Tyr Lys Thr Cys Gly
20 25 30
<210> 90
211> 32
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 90
Gly Cys Gln Asp Pro Lys Leu Asn Trp Ala Val Tyr Cys Lys Gln Asp
1 5 10 15
Ser Asp Cys Leu Ala Gly Cys Val Cys Gln Leu Phe Asn Ser Cys Gly
20 25 30
<210> 91
211> 32
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 91
Gly Cys Leu Asp Pro Ser Phe Asp Trp Ala Leu Tyr Cys Lys Gln Asp
1 5 10 15
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Ser Asp Cys Leu Ala Gly Cys Val Cys Gln Leu Tyr Asn Ser Cys Gly
20 25 30

<210> 92
211> 6

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 92
Pro Arg Ile Leu Met Arg
1 5

<210> 93

211> 5

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 93
Lys Gln Asp Ser Asp
1 5

<210> 94
211> 5

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 94
Gly Gln Ser Phe Glu
1 5

<210> 95

211> 5

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 95
Gly Leu Asp Tyr Asp
1 5

<210> 96
211> 5

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 96
Gly Pro Asp Leu Gln
1 5
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<210> 97
211> 5

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 97
Gly Arg Asp Phe Glu
1 5

<210> 98
211> 5

<212> PRT
Q213> AT

<220>
Q23> EREEES

<220>

21> SEEEE

<222> 1

<223>Xaa=K 3 Gz Qz SN

<220>
21> SEEEE
<222> 2

<223>Xaa=Q B LB P B A B VET

<220>

21> SEEEE

<222> 3

<223>Xaa =D E S & E T N

<220>
21> SEEEE
<222>

\

N

223> Xaa=SHFH YHLIKFIKQI

<220>
21> SEEEE
<222> 5

<223>Xaa =D B E B NE A B L EF

<400> 98
Xaa Xaa Xaa Xaa Xaa
1 5

<210> 99
<211> 30
<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 99

Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Gly Gln Ser Phe Glu

1 5

Cys Leu Ala Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly
20 25
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<210> 100
<211> 30
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 100
Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Gly Leu Asp Tyr Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly
20 25 30
<210> 101
<211> 30
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 101
Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Gly Pro Asp Leu Gln
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly
20 25 30
<210> 102
<211> 30
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 102
Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Gly Arg Asp Phe Glu
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly
20 25 30
<210> 103
<211> 30
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 103
Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Gly Arg Asp Phe Glu
1 5 10 15
Cys Leu Gln Gln Cys Ile Cys Gln Tyr Tyr Gln Ser Cys Gly
20 25 30
<210> 104
<211> 30
<212> PRT
Q213> AT
<220>
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Q23> EREEES

<400> 104
Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Gly Arg Asp Phe Glu
1 5 10 15
Cys Val Glu Arg Cys Ile Cys Gln Tyr Tyr Gln Ser Cys Gly
20 25 30
<210> 105
<211> 30
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 105
Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Gly Arg Asp Phe Glu
1 5 10 15
Cys Met Ser Asp Cys Ile Cys Gln Tyr Tyr Gln Ser Cys Gly
20 25 30
<210> 106
<211> 30
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 106
Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Gly Arg Asp Phe Glu
1 5 10 15
Cys Met Asn Gln Cys Ile Cys Gln Tyr Tyr Gln Ser Cys Gly
20 25 30
<210> 107
<211> 30
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 107
Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Gly Arg Asp Phe Glu
1 5 10 15
Cys Met Gln Thr Cys Ile Cys Gln Tyr Tyr Gln Ser Cys Gly
20 25 30
<210> 108
<211> 30
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 108
Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Gly Arg Asp Phe Glu
1 5 10 15
Cys Val Tyr Gln Cys Ile Cys Gln Tyr Tyr Gln Ser Cys Gly
20 25 30
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<210> 109
<211> 30
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 109
Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Gly Arg Asp Phe Glu
1 5 10 15
Cys Phe Ile Asn Cys Ile Cys Gln Tyr Tyr Gln Ser Cys Gly
20 25 30
<210> 110
<211> 30
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 110
Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Gly Arg Asp Phe Glu
1 5 10 15
Cys Val Ser Gln Cys Ile Cys Gln Tyr Tyr Gln Ser Cys Gly
20 25 30
<210> 111
<211> 30
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 111
Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Gly Arg Asp Phe Glu
1 5 10 15
Cys Val Thr Glu Cys Ile Cys Gln Tyr Tyr Gln Ser Cys Gly
20 25 30
<210> 112
<211> 30
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 112
Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Gly Arg Asp Phe Glu
1 5 10 15
Cys Phe Tyr Glu Cys Ile Cys Gln Tyr Tyr Gln Ser Cys Gly
20 25 30
<210> 113
<211> 30
<212> PRT

Q213> AT
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<220>
Q23> EREEES

<400> 113

Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Gly Arg Asp Phe Glu

1 5 10

Cys Met Glu Gln Cys Ile Cys Gln Tyr Tyr Gln Ser Cys Gly

20 25

<210> 114
<211> 30
<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 114

Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Gly Arg Asp Phe Glu
15

1 5 10

Cys Val Tyr Arg Cys Ile Cys Gln Tyr Tyr Gln Ser Cys Gly

20 25

<210> 115
211> 8

<212> PRT
Q213> AT

<220>
Q23> EREEES

<220>

21> SEEEE

<222> 1

<223>Xaa =K Z P & Q R

<220>

21> SEEEE

<222> 2

223> Xaa=K & TZH L D

<220>

21> SEEEE

<222> 3

<223> Xaa =W I T3, M3 L

<220>

<221> B5LES

<222> 4

<223> Xaa =Q Z R D

<220>

21> SEEEE
<222> 5

223> Xaa=WZ FIHX P&V

0

<220>

21> SEEEE

<222> 6

<223> Xaa=WE K= F

<220>

21> SEEEE

<222> 17

<223> Xaa =Y 3 Q T W
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<220>

Q21> SEEE

<222> 8 ‘
<223>Xaa=MB( Y GZD

<400> 115
Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa
1 5

<210> 116

<400> 116
000

<210> 117
211> 5

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 117
Gly Glu Asn Phe Leu
1 5

<210> 118
211> 5

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 118
Gly Pro Asp Ile Asp
1 5

<210> 119
211> 5

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 119
Gly Arg Asp Met Asp
1 5

<210> 120
211> 5

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 120
Glu Met Asp Phe Asp
1 5
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<210> 121
211> 5

<212> PRT
Q213> AT

<220>
Q23> EREEES

<220>

<221> BE5LES

<222> 1

223> Xaa =K & G 3 DI A KE

<220>

<221> BR5LES

<222> 2

<223>Xaa=QFH EZREZVE P DIMI,GE NI
Lz AZKF

<220>

21> SEEEE

<222> 3

<223> Xaa =D I N3 Y & S

0

<220>

<221> EREEE

<222> 4

<223>Xaa=S B FEH L Ik MEl Y VEINIKE

<220>

<221> EREEE

<222> 5

<223>Xaa=DE L K QB S E T LaAZN

<400> 121
Xaa Xaa Xaa Xaa Xaa
1 5

0

<210> 122
<211> 30
<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 122
Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Gly Glu Asn Phe Leu
1 5 10 15
Cys Leu Ala Gly Cys Val Cys His Trp Tyr Asn Ser Cys Gly
20 25 30

<210> 123
<211> 30
<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 123
Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Gly Pro Asp Ile Asp
1 5 10 15
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Cys Leu Ala Gly Cys Val Cys His Trp Tyr Asn Ser Cys Gly

20 25 30
<210> 124
<211> 30
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 124
Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Gly Arg Asp Met Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys His Trp Tyr Asn Ser Cys Gly
20 25 30
<210> 125
<211> 30
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 125
Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Glu Met Asp Phe Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys His Trp Tyr Asn Ser Cys Gly
20 25 30
<210> 126
<211> 30
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 126
Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Gly Glu Ser Leu Ser
1 5 10 15
Cys Leu Ala Gly Cys Val Cys His Trp Tyr Asn Ser Cys Gly
20 25 30
<210> 127
211> 8
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 127
Asp Val Met Lys Pro Met Trp Gly
1 5
<210> 128
211> 8
<212> PRT

Q213> AT
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<220>

<223> GRS

<400> 128

Asp Val Leu Asp Pro Thr Trp Gly
1 5

<210> 129

211> 8

<212> PRT

Q213> AT

<220>

<223> GRS

<400> 129

Asp Val Leu Gln Pro Leu Trp Gly
1 5

<210> 130

211> 8

<212> PRT

Q213> AT

<220>

<223> GRS

<220>

21> SEEEE

<222> 3 )

<223> Xaa = M 2, L

<220>

21> SEEEE

<222> 4 ) )

<223> Xaa =Q 2 K & D

<220>

21> SEEEE

<222> 6 ) ) ‘

223> Xaa=Y IH M TIHL

<400> 130

Asp Val Xaa Xaa Pro Xaa Trp Gly
1 5

<210> 131

211> 5

<212> PRT

Q213> AT

<220>

<223> GRS

<400> 131

Gln Trp Tyr Asn Ser
1 5

<210> 132

211> 5

<212> PRT

Q213> AT
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<220>
<223> GRS
<400> 132
Leu Trp Tyr Asn Ser
1 5
<210> 133
211> 5
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 133
Arg Trp Tyr Asn Ser
1 5
<210> 134
211> 5
<212> PRT
Q213> AT
<220>
<223> GRS
<220>
21> SEEEE
<222> 1
<223>Xaa=HE L & QIR
<400> 134
Xaa Trp Tyr Asn Ser
1 5
<210> 135
<211> 30
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 135
Gly Cys Asp Val Met Lys Pro Met Trp Gly Cys Lys Gln Asp Ser Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Gln Trp Tyr Asn Ser Cys Gly
20 25 30
<210> 136
<211> 30
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 136
Gly Cys Asp Val Leu Asp Pro Thr Trp Gly Cys Lys Gln Asp Ser Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Leu Trp Tyr Asn Ser Cys Gly
20 25 30
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<210> 137
<211> 30
<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 137
Gly Cys Asp Val Leu Gln Pro Leu Trp Gly Cys Lys Gln Asp Ser Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Arg Trp Tyr Asn Ser Cys Gly
20 25 30

<210> 138

<400> 138
000

<210> 139
<211> 30
<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 139
Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Gly Pro Asp Ile Asp
1 5 10 15
Cys Phe Val Arg Cys Leu Cys His Trp Tyr Asn Ser Cys Gly
20 25 30

<210> 140
<211> 30
<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 140
Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Gly Pro Asp Ile Asp
1 5 10 15
Cys Leu Ser Asn Cys Ile Cys His Trp Tyr Asn Ser Cys Gly
20 25 30

<210> 141
211> 8

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 141

Asn Ile Met Leu Pro Tyr Trp Gly
1 5

<210> 142
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211>
212>
<213>

<220>
<223>

<400>
1

Cys Met Glu Gln Cys Ile Cys Gln Tyr Tyr Gln Ser Cys Gly

<210>
211>
212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<400>
1

<210>
211>
212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

30
PRT
AL
B RS
142

5

20 25
143
8
PRT
ANTLIFS
B REER
Ly
3
Xaa = [EHFERE
143
Asn Ile Xaa Leu Pro Tyr Trp Gly
5
144
30
PRT
ANTLIFS
B REER
2 A0
5
Xaa = [EHFERE
144

<400>

Gly Cys Asn Ile Xaa Leu Pro Phe Trp Gly Cys Gly Arg Asp Phe Glu

1

Cys Met Ser Asp Cys Ile Cys Gln Tyr Tyr Gln Ser Cys Gly

<210>
211>
212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<400>

Gly Cys Asn Ile Xaa Leu Pro Phe Trp Gly Cys Gly Arg Asp Phe Glu

5

20 25
145
30
PRT
NI
B RS
Eeabat ]
5
Xaa = [EHFERE
145
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1 5 10 15
Cys Val Ser Gln Cys Ile Cys Gln Tyr Tyr Gln Ser Cys Gly
20 25 30

<210> 146
<211> 30
<212> PRT
Q213> AT

<220>
Q23> EREEES

<220>

Q21> SEEE

<222> 5

<223> Xaa = I[EA RS

<400> 146
Gly Cys Asn Ile Xaa Leu Pro Tyr Trp Gly Cys Gly Arg Asp Phe Glu
1 5 10 15
Cys Met Glu Gln Cys Ile Cys Gln Tyr Tyr Gln Ser Cys Gly
20 25 30

<210> 147
211> 8

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 147
Arg Thr Asn Arg Val Lys Gly Gly
1 5

<210> 148
211> 6

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 148
Val Asn Arg Val Arg Gly
1 5

<210> 149
211> 8

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 149
Met Asn His Val Lys Ala Arg Arg
1 5

<210> 150
211> 6
<212> PRT
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Q213> AT

<220>
Q23> EREEES

<400> 150
Arg Ser Val Asn Lys Ile
1 5

<210> 151
211> 6

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 151
Val Asn Lys Ile Lys Gly
1 5

<210> 152
211> 6

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 152
Arg Asn Ser Ile Lys Arg
1 5

<210> 153
211> 8

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 153
Val Ser Asn Arg Val Asn Lys Gly
1 5

<210> 154
211> 6

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 154
Arg Gly Asn Ile Ile Lys
1 5

<210> 155
<211> 10
<212> PRT
Q213> AT
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<220>
Q23> EREEES

<400> 155
Arg Ser Gly Asn Thr Ile Arg Lys Arg Glu
1 5 10

<210> 156
<211> 10

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 156
Ala Ser Ser Asn Ser Ile Arg Gln Gly Trp
1 5 10

<210> 157
211> 6

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 157
Arg Ser Asn Arg Ile Arg
1 5

<210> 158
<211> 10
<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 158
Arg Ser Asn Lys Leu Arg Glu Ala Arg Gly
1 5 10

<210> 159
211> 6

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 159
Val Asn Ser Val Lys Arg
1 5

<210> 160
211> 8

<212> PRT
Q213> AT

<220>
Q23> EREEES
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<400> 160
Gly Ser Asn Lys Ile Arg Pro Arg
1 5

<210> 161
211> 6

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 161
Asn Arg Ile Arg Asn Ser
1 5

<210> 162
211> 6

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 162
Ser Arg Asn Ser Ile Lys
1 5

<210> 163
211> 6

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 163
Ser Asn Tyr Val Lys Arg
1 5

<210> 164
211> 8

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 164
Arg Ala Asn Arg Val Ser Gly Arg
1 5

<210> 165
211> 8

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 165
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Ser Asn Arg Val Lys Val Arg Ala
1 5

<210> 166
211> 6

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 166
Glu Asn Arg Thr Lys Gly
1 5

<210> 167
211> 6

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 167
Gly Asn Lys Ile Arg Ala
1 5

<210> 168
211> 8

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 168
Ala Asn Arg Val Lys Arg Thr Ser
1 5

<210> 169
211> 5

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 169
Ser Gly Gly Arg Asp
1 5

<210> 170
211> 5

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 170
Gly Ser Ser Arg Asn
1 5
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<210> 171
211> 5

<212> PRT
213> AL

<220>
Q23> GRS

<400> 171
Gly Val Glu Gly Arg
1 5

<210> 172
211> 5

<212> PRT
213> AL

<220>
Q23> GRS

<400> 172
Ser Val Gly His Gly
1 5

<210> 173
211> 5

<212> PRT
213> AL

<220>
Q23> GRS

<400> 173
Asn Glu Ser Arg Gly
1 5

<210> 174
211> 5

<212> PRT
213> AL

<220>
Q23> GRS

<400> 174
Gly Gly Pro Gly Gly
1 5

<210> 175
211> 5

<212> PRT
213> AL

<220>
Q23> GRS

<400> 175
Gly Pro Lys Ser Asn
1 5

C200069SEQBX20221129C.docx 40

105130077 FEHESE A0202 1113306446-0



1799366

<210> 176
211> 5

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 176
Tyr Gly His Gly Asp
1 5

<210> 177
211> 5

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 177
Gly Ser Arg Gln Asp
1 5

<210> 178
211> 5

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 178
Ser Arg Gly Val Asn
1 5

<210> 179
211> 5

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 179
Gly Pro Asn Asp Phe
1 5

<210> 180
211> 5

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 180
Gly Arg Gly Asp Tyr
1 5

<210> 181
211> 5
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<212> PRT

Q213> AT

<220>

<223> GRS

<400> 181

Ala Ser Gly Ser Ser
1 5

<210> 182

211> 5

<212> PRT

Q213> AT

<220>

<223> GRS

<400> 182

Ser Pro Gly Gly Arg
1 5

<210> 183
211> 5

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 183
Gly Phe Arg Gly Thr
1 5

<210> 184
211> 5

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 184
Arg Asp Arg Val Gly
1 5

<210> 185
211> 6

<212> PRT
Q213> AT

<220>
Q23> EREEES

<220>

<221> BE5LES

<222> 1 ) )
223> Xaa =V I RIF NI S K E I G

<220>

21> SEEEE

<222> 12 ‘
<223>Xaa =N 3 S & G I R
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<220>

<221> B5LES

<222> 3 ) ) )
223> Xaa=RIZX|CVEH K STHNIK I ZKY

<220>

<221> B5LES

<222> 4 ) )
223> Xaa=VEH NI I FRFKXSKT

<220>

<221> BE5LES

<222> 5 ‘
<223> Xaa =R B K B I 3 N

<220>

21> SEEEE

<222> 6 ) )
<223>Xaa =G 3 I B RIFK I S 3 A

<400> 185
Xaa Xaa Xaa Xaa Xaa Xaa
1 5

<210> 186
211> 8

<212> PRT
Q213> AT

<220>
Q23> EREEES

<220>

21> SEEEE

<222> 1 ) )
223> Xaa= A RICMIVIKGIKS

<220>

21> SEEEE

<222> 12 ‘
<223>Xaa=NTE T & S T A

<220>

<221> B5LES

<222> 3

<223> Xaa = R Z N =X H

<220>

<221> B5LES

<222> 4

<223> Xaa = VB R =% K

<220>

<221> BE5LES

<222> 5

<223> Xaa =K VI I

<220>

<221> BR5LES

<222> 6 ) )
<223> Xaa =R B K F A B NI S 3V

<220>
21> SEEEE
<222> 17

C200069SEQBX20221129C.docx 43

105130077 FEHESE A0202 1113306446-0



1799366

0

<223> Xaa =T 2. G BC R B K 5 P

<220>

21> SEEEE

<222> 8

<223> Xaa =S B G & R T A

<400> 186
Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa
1 5

<210> 187
<211> 10
<212> PRT
Q213> AT

<220>
Q23> EREEES

<220>

21> SEEEE

<222> 1

<223> Xaa =R 2, A 5 Q

<220>

<221> BEEE

<222> 2

<223> Xaa = S T A

<220>

<221> BEEE

<222> 3

<223> Xaa = G B¢ S B¢ N B¢ 1

<220>

21> SEEEE

<222> 4

<223> Xaa = N =& K

<220>

21> SEEEE

<222> 5

<223>Xaa =T 3 S & L I R

<220>

<221> EEEE

<222> 6

<223>Xaa =13 R & V

<220>

<221> EEEE

<222> 17

<223> Xaa =R & E & K

<220>

21> SEEEE

<222> 8

<223>Xaa =K 3 Q & A T R

<220>

<221> EEEE

<222> 9

<223> Xaa =R & G & Q

<220>
21> SEEEE
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<2225 10 o
<223>Xaa =B Z Wz G IR

<400> 187
Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa
1 5 10

<210> 188
211> 5

<212> PRT
Q213> AT

<220>
Q23> EREEES

<220>

<221> BE5LES

<222> 1

<223> Xaa =G 3 S B NI Y I A IR

<220>

<221> BR5LES

<222> 2 )
<223> Xaa =P B G2 SE VEEBREF D

<220>

<221> B5LES

<222> 3 ) )
<223> Xaa=NZK G3 S E P IKKIHIKR

<220>

21> SEEEE

<222> 4 )
<223>Xaa=C0G B RFIHI SHK QI VD

<220>

<221> BE5LES

<222> 5 ) )
223> Xaa=F DB NHRFGEH Y H ST

<400> 188
Xaa Xaa Xaa Xaa Xaa
1 5

<210> 189
<211> 30
<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 189
Gly Cys Arg Thr Asn Arg Val Lys Gly Gly Cys Lys Gln Asp Ser Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Gly Pro Asn Gly Phe Cys Gly
20 25 30

<210> 190
211> 28

<212> PRT
Q213> AT

<220>
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Q23> EREEES

<400> 190
Gly Cys Val Asn Arg Val Arg Gly Cys Lys Gln Asp Ser Asp Cys Leu
5 10 15
Ala Gly Cys Val Cys Ser Gly Gly Arg Asp Cys Gly
20 25

<210> 191
<211> 30
<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 191
Gly Cys Met Asn His Val Lys Ala Arg Arg Cys Lys Gln Asp Ser Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Gly Pro Asn Gly Phe Cys Gly
20 25 30

<210> 192
211> 28
<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 192
Gly Cys Arg Ser Val Asn Lys Ile Cys Lys Gln Asp Ser Asp Cys Leu
5 10 15
Ala Gly Cys Val Cys Gly Ser Ser Arg Asn Cys Gly
20 25

<210> 193
211> 28
<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 193
Gly Cys Val Asn Lys Ile Lys Gly Cys Lys Gln Asp Ser Asp Cys Leu
5 10 15
Ala Gly Cys Val Cys Gly Val Glu Gly Arg Cys Gly
20 25

<210> 194
211> 28
<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 194
Gly Cys Arg Asn Ser Ile Lys Arg Cys Lys Gln Asn Ser Asp Cys Leu
5 10 15
Ala Gly Cys Val Cys Ser Val Gly His Gly Cys Gly
20 25
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<210> 195
<211> 30
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 195
Gly Cys Val Ser Asn Arg Val Asn Lys Gly Cys Lys Gln Asp Ser Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Gly Pro Asn Gly Phe Cys Gly
20 25 30
<210> 196
211> 28
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 196
Gly Cys Arg Gly Asn Ile Ile Lys Cys Lys Gln Asp Ser Asp Cys Leu
1 5 10 15
Ala Gly Cys Val Cys Asn Glu Ser Arg Gly Cys Gly
20 25
<210> 197
211> 32
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 197
Gly Cys Arg Ser Gly Asn Thr Ile Arg Lys Arg Glu Cys Lys Gln Asp
1 5 10 15
Ser Asp Cys Leu Ala Gly Cys Val Cys Gly Gly Pro Gly Gly Cys Gly
20 25 30
<210> 198
211> 32
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 198
Gly Cys Ala Ser Ser Asn Ser Ile Arg Gln Gly Trp Cys Lys Gln Asp
1 5 10 15
Ser Asp Cys Leu Ala Gly Cys Val Cys Gly Pro Lys Ser Asn Cys Gly
20 25 30
<210> 199
211> 28
<212> PRT

Q213> AT
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<220>
Q23> EREEES

<400> 199
Gly Cys Arg Ser Asn Arg Ile Arg Cys Lys Gln Asp Ser Asp Cys Leu
5 10 15
Ala Gly Cys Val Cys Tyr Gly His Gly Asp Cys Gly
20 25

<210> 200
211> 32
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 200
Gly Cys Arg Ser Asn Lys Leu Arg Glu Ala Arg Gly Cys Lys Gln Asp
1 5 10 15
Ser Asp Cys Leu Ala Gly Cys Val Cys Gly Ser Arg Gln Asp Cys Gly
20 25 30
<210> 201
211> 28
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 201
Gly Cys Val Asn Ser Val Lys Arg Cys Lys Gln Asp Ser Asp Cys Leu
5 10 15
Ala Gly Cys Val Cys Ser Arg Gly Val Asn Cys Gly
20 25
<210> 202
<211> 30
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 202
Gly Cys Gly Ser Asn Lys Ile Arg Pro Arg Cys Lys Gln Asp Ser Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Gly Pro Asn Asp Phe Cys Gly
20 25 30
<210> 203
211> 28
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 203
Gly Cys Asn Arg Ile Arg Asn Ser Cys Lys Gln Asp Ser Asp Cys Leu
5 10 15

Ala Gly Cys Val Cys Gly Arg Gly Asp Tyr Cys Gly
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20 25
<210> 204
211> 28
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 204
Gly Cys Ser Arg Asn Ser Ile Lys Cys Lys Gln Asp Ser Asp Cys Leu
5 10 15
Ala Gly Cys Val Cys Ala Ser Gly Ser Ser Cys Gly
20 25
<210> 205
211> 28
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 205
Gly Cys Ser Asn Tyr Val Lys Arg Cys Lys Gln Asp Ser Asp Cys Leu
5 10 15
Ala Gly Cys Val Cys Ser Pro Gly Gly Arg Cys Gly
20 25
<210> 206
<211> 30
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 206
Gly Cys Arg Ala Asn Arg Val Ser Gly Arg Cys Lys Gln Asp Ser Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Gly Pro Asn Gly Phe Cys Gly
20 25 30
<210> 207
<211> 30
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 207
Gly Cys Ser Asn Arg Val Lys Val Arg Ala Cys Lys Gln Asp Ser Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Gly Pro Asn Gly Phe Cys Gly
20 25 30
<210> 208
211> 28
<212> PRT

Q213> AT
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<220>
Q23> EREEES

<400> 208
Gly Cys Glu Asn Arg Thr Lys Gly Cys Lys Gln Asp Ser Asp Cys Leu
5 10 15
Ala Gly Cys Val Cys Gly Phe Arg Gly Thr Cys Gly
20 25

<210> 209
211> 28
<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 209
Gly Cys Gly Asn Lys Ile Arg Ala Cys Lys Gln Asp Ser Asp Cys Leu
5 10 15
Ala Gly Cys Val Cys Arg Asp Arg Val Gly Cys Gly
20 25

<210> 210
<211> 30
<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 210
Gly Cys Ala Asn Arg Val Lys Arg Thr Ser Cys Lys Gln Asp Ser Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Gly Pro Asn Gly Phe Cys Gly
20 25 30

<210> 211
211> 5

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 211
Gly Glu Ser Leu Ser
1 5

<210> 212
211> 8

<212> PRT
Q213> AT

<220>
Q23> EREEES

<220>

<221> EREEE
<222> 6
<223> Xaa = 3,4-
3,4-—&-L *’“%?ﬁﬁ

. -L- AR
W, 4-8-L-FEAHNE,

C200069SEQBX20221129C.docx 50

105130077 FEHESE A0202

1113306446-0



1799366

3-F,4-Cl-L-ZAR N, 2-MERERA(NH #) -L- Pl
MEENERE (NH ) -L-Pofglz, =X hilshz iz

<400> 212
Asn Ile Met Leu Pro Xaa Trp Gly
1 5

<210> 213
211> 8

<212> PRT
Q213> AT

<220>
Q23> EREEES

<220>

21> SEEEE

<222> 17

<223> Xaa = 1-ZAANE, 2-ZEAARENE, 5
2- g05(T

<400> 213
Asn Ile Met Leu Pro Phe Xaa Gly
1 5

<210> 214
211> 8

<212> PRT
Q213> AT

<220>
Q23> EREEES

<220>

<221> B5LES

<222> 3

<223> Xaa = I[EA RS

<400> 214
Asp Val Xaa Gln Pro Tyr Trp Gly
1 5

<210> 215
<211> 30
<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 215
Gly Cys Asn Ile Met Leu Pro Tyr Trp Gly Cys Gly Gln Ser Phe Glu
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly
20 25 30

<210> 216
<211> 30
<212> PRT
Q213> AT

<220>
Q23> EREEES
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<220>
<221>
<222>

2548
30

<223> HEEREATHTIN C(=0) -EREAP -3 £

<400>

Gly Cys Asn Ile Met Leu Pro Tyr Trp Gly Cys Gly Arg Asp Phe Glu

1

Cys Leu Ala Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly

<210>
211>
212>
<213>

<220>
<223>

<400>

Cys Asn Ile Met Leu Pro Tyr Trp Gly Cys Gly Arg Asp Phe Glu Cys

1

<210>
211>
212>
<213>

<220>
<223>

<220>
<221>
<222>

216

5 10
20 25
217
28
PRT
ANTLIFS
B REER
217
5 10
Leu Ala Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys
20 25
218
30
PRT
ANTLIFS
B REER
2 A0
5
Xaa = [EHFERE

<223>
<400>

Gly Cys Asn Ile Xaa Leu Pro Phe Trp Gly Cys Gly Arg Asp Phe Glu
10
Cys Leu Ala Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly

1

<210>
211>
212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<400>

Gly Cys Asn Ile Met Leu Pro Phe Xaa Gly Cys Gly Arg Asp Phe Glu
10
Cys Leu Ala Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly

1

218

5

20
219
30
PRT
NI
B RS
Eeabat ]
9
Xaa = 1-ZERE

219
5
20
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<210> 220
211> 5
<212> PRT
Q213> AT
<220>
<223> GRS
<220>
21> SEEEE
<222> 3 ‘
<223> Xaa = 3-&E sk, B0 4-FREARFEE
<400> 220
Gln Tyr Xaa Gln Ser
1 5
<210> 221
<211> 30
<212> PRT
Q213> AT
<220>
<223> GRS
<220>
21> SEEEE
<222> 1
<223> Xaa = PEG6- IR EH IElE
<400> 221
Xaa Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Gly Arg Asp Phe Glu
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly
20 25 30
<210> 222
<211> 30
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 222
Gly Cys Asn Ile Met Leu Pro Tyr Trp Gly Cys Gly Arg Asp Phe Glu
1 5 10 15
Cys Met Asn Gln Cys Ile Cys Gln Tyr Tyr Gln Ser Cys Gly
20 25 30
<210> 223
<211> 30
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 223
Gly Cys Asn Ile Met Leu Pro Tyr Trp Gly Cys Gly Arg Asp Phe Glu
1 5 10 15
Cys Phe Tyr Glu Cys Ile Cys Gln Tyr Tyr Gln Ser Cys Gly
20 25 30
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<210> 224
<211> 30
<212> PRT
Q213> AT

<220>
Q23> EREEES

<220>

Q21> SEEE

<222> 5

<223> Xaa = I[EA RS

<400> 224

Gly Cys Asp Val Xaa Gln Pro Tyr Trp Gly Cys Gly Pro Asp Ile Asp
10

1 5

15

Cys Leu Ser Asn Cys Ile Cys His Trp Tyr Asn Ser Cys Gly

20 25

<210> 225
<211> 10
<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 225
Glu Thr Asp Trp Tyr Pro His Gln Ile Asp
1 5 10

<210> 226
<211> 10
<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 226
Gly Glu Thr Val Phe Glu Gln Phe Leu Trp
5 10

<210> 227
211> 6

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 227
His Met Met Tyr Asp Tyr
1 5

<210> 228
211> 8

<212> PRT
Q213> AT

<220>
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Q23> EREEES

<400> 228
Lys Lys Trp Gln Trp Trp Tyr Met
1 5

<210> 229

<211> 10

<212> PRT

Q213> AT

<220>

<223> GRS

<400> 229 ’

Pro Ala Ile Gln Asn Trp Lys Glu His Pro
1 5 10

<210> 230

211> 8

<212> PRT

Q213> AT

<220>

<223> GRS

<400> 230

Gln Leu Met His Pro Phe Trp Gly
1 5

<210> 231

211> 6

<212> PRT

Q213> AT

<220>

<223> GRS

<400> 231

His Met Met Tyr Asp Tyr
1 5

<210> 232
<211> 10
<212> PRT
Q213> AT

<220>
Q23> EREEES

<220>

<221> BE5LES

<222> 1 ) ) )
223> Xaa=E X GH PH QLR XTIV

<220>

21> SEEEE

<222> 12 ‘
<223> Xaa =T 3 E 3 A I D

<220>
21> SEEEE
<222> 3
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0

<223> Xaa =D BEC TE [ B P

<220>

<221> B5LES

<222> 4

223> Xaa=WIk Vik QT g W

0

<220>

21> SEEEE

<222> 5 )
223> Xaa =Y I F B NI E I P & K

<220>

<221> BR5LES

<222> 6

<223> Xaa =P I E W I NI P

<220>

<221> BE5LES

<222> 17

<223>Xaa=HE QL K Wk H

<220>

<221> BE5LES

<222> 8 )
<223> Xaa = Q B F B E B A B D = W

<220>

21> SEEEE

<222> 9

<223> Xaa =13 L = H

<220>

<221> B5LE

<222> 10 ) )
Q23> Xaa=D I WP YIKTIKMIKN

<400> 232
Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa Xaa
1 5 10

<210> 233
211> 5

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 233
Gly Pro Asn Gly Phe
1 5

<210> 234
211> 5

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 234
Gly Pro Asn Gly Phe
1 5
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<210> 235
211> 5

<212> PRT
213> AL

<220>
Q23> EREEES

<400> 235
Glu Met Tyr Asp Ala
1 5

<210> 236
211> 5

<212> PRT
213> AL

<220>
Q23> EREEES

<400> 236
Tyr Pro Trp Thr Glu
1 5

<210> 237
211> 6

<212> PRT
213> AL

<220>
Q23> EREEES

<400> 237
Ser Trp Trp Pro Ser Leu
1 5

<210> 238
211> 5

<212> PRT
213> AL

<220>
Q23> EREEES

<400> 238
His Trp Tyr Arg Ser
1 5

<210> 239
211> 32
<212> PRT
213> AL

<220>
Q23> EREEES

<400> 239
Gly Cys Glu Thr Asp Trp Tyr Pro His Gln Ile Asp Cys Lys Gln Asp
1 5 10 15
Ser Asp Cys Leu Ala Gly Cys Val Cys Gly Pro Asn Gly Phe Cys Gly
20 25 30
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<210> 240
211> 32
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 240
Gly Cys Gly Glu Thr Val Phe Glu Gln Phe Leu Trp Cys Lys Gln Asp
1 5 10 15
Ser Asp Cys Leu Ala Gly Cys Val Cys Gly Pro Asn Gly Phe Cys Gly
20 25 30
<210> 241
211> 28
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 241
Gly Cys His Met Met Tyr Asp Tyr Cys Lys Gln Asp Ser Asp Cys Leu
1 5 10 15
Ala Gly Cys Val Cys Glu Met Tyr Asp Ala Cys Gly
20 25
<210> 242
<211> 30
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 242
Gly Cys Lys Lys Trp Gln Trp Trp Tyr Met Cys Lys Gln Asp Ser Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Tyr Pro Trp Thr Glu Cys Gly
20 25 30
<210> 243
211> 33
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 243
Gly Cys Pro Ala Ile Gln Asn Trp Lys Glu His Pro Cys Lys Gln Asp
1 5 10 15
Ser Asp Cys Leu Ala Gly Cys Val Cys Ser Trp Trp Pro Ser Leu Cys
20 25 30
Gly
<210> 244
<211> 30
<212> PRT
Q213> AT
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<220>
Q23> EREEES

<400> 244
Gly Cys Gln Leu Met His Pro Phe Trp Gly Cys Lys Gln Asp Ser Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys His Trp Tyr Arg Ser Cys Gly
20 25 30

<210> 245
211> 8

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 245
His Leu Phe Glu Pro Leu Trp Gly
1 5

<210> 246
211> 8

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 246
Gln Val Met Arg Pro Phe Trp Gly
1 5

<210> 247
211> 8

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 247
Gln Val Met Gln Pro Ala Trp Gly
1 5

<210> 248
211> 8

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 248
His Arg Leu Gln Pro Leu Trp Gly
1 5

<210> 249
211> 8

<212> PRT
Q213> AT
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<220>
Q23> EREEES

<400> 249
Glu Leu Leu Gln Pro Ser Trp Gly
1 5

<210> 250
211> &

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 250
Asn Val Leu Leu Pro Leu Trp Gly
1 5

<210> 251
211> 8

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 251
Asp Leu Met Gln Pro Leu Trp Gly
1 5

<210> 252
211> 8

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 252
Asn Pro Met Leu Pro Leu Trp Gly
1 5

<210> 253
211> 8

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 253
Gln Val Leu Gln Pro Ser Trp Gly
1 5

<210> 254
211> 8

<212> PRT
Q213> AT

<220>
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Q23> EREEES

<400> 254

Gln Leu Leu Glu Pro Met Trp Gly
1 5

<210> 255

211> 8

<212> PRT

Q213> AT

<220>

<223> GRS

<400> 255

Lys Leu Leu Gln Pro Met Trp Gly
1 5

<210> 256

211> 8

<212> PRT

Q213> AT

<220>

<223> GRS

<400> 256

Asp Arg Met Gln Pro Tyr Trp Gly
1 5

<210> 257

211> 8

<212> PRT

Q213> AT

<220>

<223> GRS

<400> 257

Lys Ile Met Gln Pro Leu Trp Gly
1 5

<210> 258

211> 8

<212> PRT

Q213> AT

<220>

<223> GRS

<400> 258

Asn Leu Met His Pro Phe Trp Gly
1 5

<210> 259

211> 8

<212> PRT

Q213> AT

<220>

Q23> EREEES
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<400> 259
Ala Leu Leu Gln Pro Leu Trp Gly
1 5

<210> 260
211> 8

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 260
Arg Leu Leu Glu Pro Ser Trp Gly
1 5

<210> 261
211> 8

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 261
His Leu Leu Leu Pro Leu Trp Gly
1 5

<210> 262
211> 5

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 262
Gln Trp Tyr Lys Ser
1 5

<210> 263
211> 5

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 263
Leu Trp Tyr Asp Ser
1 5

<210> 264
211> 5

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 264
Gln Trp Tyr Gln Ser
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1 5
<210> 265
<211> 30
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 265
Gly Cys His Leu Phe Glu Pro Leu Trp Gly Cys Lys Gln Asp Ser Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys His Trp Tyr Gln Ser Cys Gly
20 25 30
<210> 266
<211> 30
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 266
Gly Cys Gln Val Met Arg Pro Phe Trp Gly Cys Lys Gln Asp Ser Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys His Trp Tyr Gln Ser Cys Gly
20 25 30
<210> 267
<211> 30
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 267
Gly Cys Gln Val Met Gln Pro Ala Trp Gly Cys Lys Gln Asp Ser Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys His Trp Tyr Gln Ser Cys Gly
20 25 30
<210> 268
<211> 30
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 268
Gly Cys His Arg Leu Gln Pro Leu Trp Gly Cys Lys Gln Asp Ser Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys His Trp Tyr Gln Ser Cys Gly
20 25 30
<210> 269
<211> 30
<212> PRT

Q213> AT
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<220>
<223> GRS
<400> 269
Gly Cys Glu Leu Leu Gln Pro Ser Trp Gly Cys Lys Gln Asp Ser Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys His Trp Tyr Gln Ser Cys Gly
20 25 30
<210> 270
<211> 30
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 270
Gly Cys Asn Pro Met Leu Pro Phe Trp Gly Cys Lys Gln Asp Ser Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys His Trp Tyr Gln Ser Cys Gly
20 25 30
<210> 271
<211> 30
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 271
Gly Cys Asn Val Leu Leu Pro Leu Trp Gly Cys Lys Gln Asp Ser Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys His Trp Tyr Gln Ser Cys Gly
20 25 30
<210> 272
<211> 30
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 272
Gly Cys Asp Ile Met Gln Pro Leu Trp Gly Cys Lys Gln Asp Ser Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys His Trp Tyr Gln Ser Cys Gly
20 25 30
<210> 273
<211> 30
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 273
Gly Cys Asp Leu Met Gln Pro Leu Trp Gly Cys Lys Gln Asp Ser Asp
1 5 10 15
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Cys Leu Ala Gly Cys Val Cys His Trp Tyr Gln Ser Cys Gly
20 25 30

<210> 274
211> 5

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 274
GIn Met Phe Asn Ser
1 5

<210> 275
<211> 30
<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 275
Gly Cys Gln Val Leu Gln Pro Ser Trp Gly Cys Lys Gln Asp Ser Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys His Trp Tyr Gln Ser Cys Gly
20 25 30

<210> 276
<211> 30
<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 276
Gly Cys Gln Leu Met Gln Pro Phe Trp Gly Cys Lys Gln Asp Ser Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Arg Trp Tyr Asn Ser Cys Gly
20 25 30

<210> 277
211> &

<212> PRT
Q213> AT

<220>
Q23> EREEES

<220>

21> SEEEE

<222> 3

<223> Xaa = I[EA RS

<400> 277
Asn Ile Xaa Leu Pro Phe Trp Gly
1 5

<210> 278
<211> 30
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<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 278
Gly Cys Gln Leu Met Gln Pro Phe Trp Gly Cys Lys Gln Asp Ser Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Arg Trp Tyr His Ser Cys Gly
20 25 30
<210> 279
<211> 30
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 279
Gly Cys Gln Leu Leu Glu Pro Met Trp Gly Cys Lys Gln Asp Ser Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys His Trp Tyr Asn Ser Cys Gly
20 25 30
<210> 280
<211> 30
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 280
Gly Cys Lys Leu Leu Gln Pro Met Trp Gly Cys Lys Gln Asp Ser Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Arg Trp Tyr Gln Ser Cys Gly
20 25 30
<210> 281
<211> 30
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 281
Gly Cys Asp Arg Met Gln Pro Tyr Trp Gly Cys Lys Gln Asp Ser Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Gln Trp Tyr Lys Ser Cys Gly
20 25 30
<210> 282
<211> 30
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 282
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Gly Cys Lys Ile Met Gln Pro Leu Trp Gly Cys Lys Gln Asp Ser Asp

1 5 10 15
Cys Leu Ala Gly Cys Val Cys Leu Trp Tyr Asp Ser Cys Gly
20 25 30
<210> 283
<211> 30
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 283
Gly Cys Asn Leu Met His Pro Phe Trp Gly Cys Lys Gln Asp Ser Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys His Trp Tyr Gln Ser Cys Gly
20 25 30
<210> 284
<211> 30
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 284
Gly Cys Ala Leu Leu Gln Pro Leu Trp Gly Cys Lys Gln Asp Ser Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Arg Trp Tyr Asn Ser Cys Gly
20 25 30
<210> 285
<211> 30
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 285
Gly Cys Arg Leu Leu Glu Pro Ser Trp Gly Cys Lys Gln Asp Ser Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Gln Trp Tyr Gln Ser Cys Gly
20 25 30
<210> 286
<211> 30
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 286
Gly Cys His Leu Leu Leu Pro Leu Trp Gly Cys Lys Gln Asp Ser Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Arg Trp Tyr His Ser Cys Gly
20 25 30
<210> 287
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<211> 10
<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 287
Asp Asp Pro Ser Phe Asp Trp Ser Val Tyr
1 5 10

<210> 288
<211> 10
<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 288
Trp Asp Pro Thr Phe Asn Trp Ala Leu Tyr
1 5 10

<210> 289
<211> 10
<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 289
Gln Asp Pro Thr Leu Asn Trp Ala Thr Tyr
1 5 10

<210> 290
<211> 10
<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 290
Glu Asp Pro Thr Val Asp Trp Ala Gln Tyr
1 5 10

<210> 291
<211> 10
<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 291
Lys Asp Thr Thr Phe Asn Trp Gly Leu Phe
1 5 10

<210> 292
211> 5
<212> PRT

C200069SEQBX20221129C.docx 68

105130077 FEHESE A0202 1113306446-0



1799366

213> ALY

<220>
<223> GRS
<400> 292
Arg Met Tyr Asp Ser
1 5
<210> 293
211> 32
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 293
Gly Cys Asp Asp Pro Ser Phe Asp Trp Ser Val Tyr Cys Lys Gln Asp
1 5 10 15
Ser Asp Cys Leu Ala Gly Cys Val Cys Arg Met Tyr Asp Ser Cys Gly
20 25 30
<210> 294
211> 32
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 294
Gly Cys Trp Asp Pro Thr Phe Asn Trp Ala Leu Tyr Cys Lys Gln Asp
1 5 10 15
Ser Asp Cys Leu Ala Gly Cys Val Cys Gln Met Tyr Asp Ser Cys Gly
20 25 30
<210> 295
211> 32
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 295
Gly Cys Gln Asp Pro Thr Leu Asn Trp Ala Thr Tyr Cys Lys Gln Asp
1 5 10 15
Ser Asp Cys Leu Ala Gly Cys Val Cys Gln Met Tyr Gln Ser Cys Gly
20 25 30
<210> 296
211> 32
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 296
Gly Cys Glu Asp Pro Thr Val Asp Trp Ala Gln Tyr Cys Lys Gln Asp
1 5 10 15

Ser Asp Cys Leu Ala Gly Cys Val Cys Gln Met Tyr Gln Ser Cys Gly
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20 25 30

<210> 297
211> 32
<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 297
Gly Cys Lys Asp Thr Thr Phe Asn Trp Gly Leu Phe Cys Lys Gén Asp
1 5 10 1
Ser Asp Cys Leu Ala Gly Cys Val Cys Gln Leu Tyr Gln Ser Cys Gly
20 25 30

<210> 298
211> 5

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 298
Gly Pro Glu Leu Asn
1 5

<210> 299
211> 5

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 299
Gln Ala Asp Tyr Ala
1 5

<210> 300
211> 5

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 300
Gly Val Asp Tyr Leu
1 5

<210> 301
211> 5

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 301
Gly Thr Asn Phe Leu
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<210> 302
211> 5

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 302
Ser Arg Asp Phe Asp
1 5

<210> 303
211> 5

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 303
Asn Arg Asp Phe Leu
1 5

<210> 304
211> 5

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 304
Gly Trp Asp Gln Phe
1 5

<210> 305
211> 5

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 305
Gly Lys Asp Phe His
1 5

<210> 306
211> 5

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 306
Ser Gly Asp Phe Ala
1 5

C200069SEQBX20221129C.docx 71

105130077 FEHESE A0202 1113306446-0



1799366

<210> 307
211> 5

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 307
Gly Lys Glu Leu Asn
1 5

<210> 308
211> 5

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 308
Gly Trp Ser Met Asp
1 5

<210> 309
211> 5

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 309
Gly Tyr Asp Leu Gln
1 5

<210> 310
<211> 30
<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 310
Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Gly Pro Glu Leu Asn
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly
20 25 30

<210> 311
<211> 30
<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 311

Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Gln Ala Asp Tyr Ala
1 5 10 15

Cys Leu Ala Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly
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20 25 30
<210> 312
<211> 30
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 312
Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Gly Val Asp Tyr Leu
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly
20 25 30
<210> 313
<211> 30
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 313
Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Gly Thr Asn Phe Leu
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly
20 25 30
<210> 314
<211> 30
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 314
Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Ser Arg Asp Phe Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly
20 25 30
<210> 315
<211> 30
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 315
Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Asn Arg Asp Phe Leu
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly
20 25 30
<210> 316
<211> 30
<212> PRT

213> ALY
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<220>
<223> GRS
<400> 316
Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Gly Trp Asp Gln Phe
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly
20 25 30
<210> 317
<211> 30
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 317
Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Gly Lys Asp Phe His
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly
20 25 30
<210> 318
<211> 30
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 318
Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Ser Gly Asp Phe Ala
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly
20 25 30
<210> 319
<211> 30
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 319
Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Gly Lys Glu Leu Asn
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly
20 25 30
<210> 320
<211> 30
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 320
Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Gly Trp Ser Met Asp
1 5 10 15
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Cys Leu Ala Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly

20

<210> 321
<211> 30
<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 321

Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Gly Tyr Asp Leu Gln

1 5

Cys Leu Ala Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly

20

<210> 322
211> 5

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 322
Gly Arg Asp Leu Gln
1 5

<210> 323
211> 5

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 323
Gly Val Asp Leu Ser
1 5

<210> 324
211> 5

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 324
Gly Asp Asp Leu Glu
1 5

<210> 325
211> 5

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 325
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Gly Val Asp Met Thr
1 5

<210> 326
211> 5

<212> PRT
213> AL

<220>
Q23> EREEES

<400> 326
Gly Met Asp Ile Glu
1 5

<210> 327
211> 5

<212> PRT
213> AL

<220>
Q23> EREEES

<400> 327
Asp Gly Asp Tyr Gln
1 5

<210> 328
211> 5

<212> PRT
213> AL

<220>
Q23> EREEES

<400> 328
Gly Asn Asp Val Ser
1 5

<210> 329
211> 5

<212> PRT
213> AL

<220>
Q23> EREEES

<400> 329
Ala Gly Asp Glu Leu
1 5

<210> 330
211> 5

<212> PRT
213> AL

<220>
Q23> EREEES

<400> 330
Gly Leu Asp Glu Glu
1 5
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<210> 331
211> 5

<212> PRT
213> AL

<220>
Q23> GRS

<400> 331
Asp Gly Asp Phe Asp
1 5

<210> 332
211> 5

<212> PRT
213> AL

<220>
Q23> GRS

<400> 332
Ala Gly Asp Phe Glu
1 5

<210> 333
211> 5

<212> PRT
213> AL

<220>
Q23> GRS

<400> 333
Gly Asn Ser Phe Glu
1 5

<210> 334
211> 5

<212> PRT
213> AL

<220>
Q23> GRS

<400> 334
Gly Gln Asp Leu Thr
1 5

<210> 335
211> 5

<212> PRT
213> AL

<220>
Q23> GRS

<400> 335
Gly Glu Asn Leu Ala
1 5
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<210> 336
211> 5

<212> PRT
213> AL

<220>
Q23> EREEES

<400> 336
Gly Gln Asp Tyr Asn
1 5

<210> 337
211> 5

<212> PRT
213> AL

<220>
Q23> EREEES

<400> 337
Gly Ala Asp Leu Ser
1 5

<210> 338
211> 5

<212> PRT
213> AL

<220>
Q23> EREEES

<400> 338
Gly Phe Asp Met Asp
1 5

<210> 339
211> 5

<212> PRT
213> AL

<220>
Q23> EREEES

<400> 339
Asp Leu Asn Tyr Glu
1 5

<210> 340
<211> 30
<212> PRT
213> AL

<220>
Q23> EREEES

<400> 340
Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Gly Arg Asp Leu Gln
1 5 10 15
Cys Leu Ala Gly Cys Val Cys His Trp Tyr Asn Ser Cys Gly
20 25 30
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<210> 341
<211> 30
<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 341
1

Cys Leu Ala Gly Cys Val Cys His Trp Tyr Asn Ser Cys Gly

20

<210> 342
<211> 30
<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 342
1

Cys Leu Ala Gly Cys Val Cys His Trp Tyr Asn Ser Cys Gly

20

<210> 343
<211> 30
<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 343
1

Cys Leu Ala Gly Cys Val Cys His Trp Tyr Asn Ser Cys Gly

20

<210> 344
<211> 30
<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 344
1

Cys Leu Ala Gly Cys Val Cys His Trp Tyr Asn Ser Cys Gly

20
<210> 345
<211> 30
<212> PRT
Q213> AT
<220>

Q23> EREEES
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30

30

30

30

Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Gly Val Asp Leu Ser
10

15

Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Gly Asp Asp Leu Glu
10

15

Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Gly Val Asp Met Thr
10

15

Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Gly Met Asp Ile Glu
10

15
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<400> 345
Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Asp Gly Asp Tyr Gln
1 5 10 15
Cys Leu Ala Gly Cys Val Cys His Trp Tyr Asn Ser Cys Gly
20 25 30
<210> 346
<211> 30
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 346
Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Gly Asn Asp Val Ser
1 5 10 15
Cys Leu Ala Gly Cys Val Cys His Trp Tyr Asn Ser Cys Gly
20 25 30
<210> 347
<211> 30
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 347
Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Ala Gly Asp Glu Leu
1 5 10 15
Cys Leu Ala Gly Cys Val Cys His Trp Tyr Asn Ser Cys Gly
20 25 30
<210> 348
<211> 30
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 348
Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Gly Leu Asp Glu Glu
1 5 10 15
Cys Leu Ala Gly Cys Val Cys His Trp Tyr Asn Ser Cys Gly
20 25 30
<210> 349
<211> 30
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 349
Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Asp Gly Asp Phe Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys His Trp Tyr Asn Ser Cys Gly
20 25 30
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<210> 350
<211> 30
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 350
Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Ala Gly Asp Phe Glu
1 5 10 15
Cys Leu Ala Gly Cys Val Cys His Trp Tyr Asn Ser Cys Gly
20 25 30
<210> 351
<211> 30
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 351
Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Gly Asn Ser Phe Glu
1 5 10 15
Cys Leu Ala Gly Cys Val Cys His Trp Tyr Asn Ser Cys Gly
20 25 30
<210> 352
<211> 30
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 352
Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Gly Gln Asp Leu Thr
1 5 10 15
Cys Leu Ala Gly Cys Val Cys His Trp Tyr Asn Ser Cys Gly
20 25 30
<210> 353
<211> 30
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 353
Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Gly Glu Asn Leu Ala
1 5 10 15
Cys Leu Ala Gly Cys Val Cys His Trp Tyr Asn Ser Cys Gly
20 25 30
<210> 354
<211> 30
<212> PRT
Q213> AT
<220>
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<223>
<400>
1

Cys Leu Ala Gly Cys Val Cys His Trp Tyr Asn Ser Cys Gly

<210>
211>
212>
<213>

<220>
<223>

<400>
1

Cys Leu Ala Gly Cys Val Cys His Trp Tyr Asn Ser Cys Gly

<210>
211>
212>
<213>

<220>
<223>

<400>
1

Cys Leu Ala Gly Cys Val Cys His Trp Tyr Asn Ser Cys Gly

<210>
211>
212>
<213>

<220>
<223>

<400>
1

Cys Leu Ala Gly Cys Val Cys His Trp Tyr Asn Ser Cys Gly

<210>
211>
212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

G
354

5
20 25
355
30
PRT
A5
G
355
5
20 25
356
30
PRT
A5
G
356
5

20 25
357

30

PRT

A5

G

357

5
20 25

358

8

PRT
AT

I

SR
1
Xaa =Q = HE E & NZE D
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Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Gly Gln Asp Tyr Asn
10

15

Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Gly Ala Asp Leu Ser
10

15

Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Gly Phe Asp Met Asp
10

15

Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Asp Leu Asn Tyr Glu
10

15
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<220>

Q21> SEEE

<222> 2 )
<223>Xaa =L 3 ViIk R I P g I

<220>

<221> B5LES

<222> 3

<223> Xaa =M 3 F =% L

<220>

<221> B5LES

<222> 4 )
<223> Xaa = Q B¢ E B R B¢ L

<220>

21> SEEEE

<222> 6 ‘
<223> Xaa=F 3 A & L & S

0

<400> 358
Xaa Xaa Xaa Xaa Pro Xaa Trp Gly
1 5

<210> 359
211> 5

<212> PRT
Q213> AT

<220>
Q23> EREEES

<220>

<221> BE5LES
<222> 1

<223> Xaa = R

%E{:
s

<220>

<221> B5LES

<222> 4

<223> Xaa = N3 Q = H

<400> 359
Xaa Trp Tyr Xaa Ser
1 5

<210> 360
211> 5

<212> PRT
Q213> AT

<220>
Q23> EREEES

<220>

<221> BE5LES

<222> 1 ‘
<223>Xaa =HZ L 2 R 2 Q

<220>

Q21> SEEE

<222> 2

<223%> Xaa=WE FI Y

<220>
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21> SEEEE

<222> 4

<223>Xaa=0Q % NIk Kk HE D & E

<400> 360

Xaa Xaa Tyr Xaa Ser
1 5

<210> 361

<211> 30

<212> PRT

Q213> AT

<220>

<223> GRS

<220>

21> SEEEE

<222> 1

<223> Xaa = ZBEHERE

<400> 361

Xaa Cys Asn Ile Met Leu Pro Tyr Trp Gly Cys Gly Arg Asp Phe Glu
1 5 10 15

Cys Leu Ala Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly

20 25 30

<210> 362

<211> 30

<212> PRT

Q213> AT

<220>

<223> GRS

<220>

21> SEEEE

<222> 8

<223> Xaa = ifCEsREE, 3,4- @ -L- R FNREE,

i
3,4-“F-L-FEE R, 4 - RN,
3-F,4-Cl-L-ZAN N, 2-MERERd(NH #) -L- Il
BOMENERE (NH R - L- PR lig

<400> 362
Gly Cys Asn Ile Met Leu Pro Xaa Trp Gly Cys Gly Arg Asp Phe Glu
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly
20 25 30

<210> 363
<211> 30
<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 363
Gly Cys Asn Ile Met Leu Pro Tyr Trp Gly Cys Gly Arg Asp Phe Glu
1 5 10 15
Cys Met Ser Asp Cys Ile Cys Gln Tyr Tyr Gln Ser Cys Gly
20 25 30
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<210> 364
<211> 30
<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 364
Gly Cys Asn Ile Met Leu Pro Tyr Trp Gly Cys Gly Arg Asp Phe Glu
1 5 10 15
Cys Met Ser Asp Cys Ile Cys Gln Tyr Tyr Gln Ser Cys Gly
20 25 30

<210> 365
<211> 30
<212> PRT
Q213> AT

<220>
Q23> EREEES

<220>

21> SEEEE

<222> 5

<223> Xaa = I[EA RS

<400> 365
Gly Cys Asn Ile Xaa Leu Pro Tyr Trp Gly Cys Gly Arg Asp Phe Glu
1 5 10 15
Cys Met Ser Asp Cys Ile Cys Gln Tyr Tyr Gln Ser Cys Gly
20 25 30

<210> 366
211> 32
<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 366
Gly Cys Gln Ala Ile Asn Arg Val Lys Arg Gln Arg Cys Lys Gln Asp
1 5 10 15
Ser Asp Cys Leu Ala Gly Cys Val Cys Gly Pro Asn Gly Phe Cys Gly
20 25 30

<210> 367
<211> 10
<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 367
Gln Ala Ile Asn Arg Val Lys Arg Gln Arg
1 5 10

<210> 368
211> 8
<212> PRT
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Q213> AT

<220>
Q23> EREEES

<400> 368
Asn Pro Met Leu Pro Phe Trp Gly
1 5

<210> 369
211> 33

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 369
Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Gly Arg Asp Phe Glu
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly Pro Leu
20 25 30
Ile

<210> 370
211> 33

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 370
Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Gly Arg Asp Phe Glu
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly Asn Tyr
20 25 30
Gln

<210> 371
211> 33

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 371
Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Gly Arg Asp Phe Glu
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly Pro Leu
20 25 30
Gln

<210> 372
211> 33

<212> PRT
Q213> AT

<220>
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Q23> EREEES

<400> 372
Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Gly Arg Asp Phe Glu
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly Thr Phe
20 25 30
Gln

<210> 373
211> 33

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 373
Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Gly Arg Asp Phe Glu
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly Asp Leu
20 25 30
Val

<210> 374
<211> 33

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 374
Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Gly Arg Asp Phe Glu
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly Glu His
20 25 30
Lys

<210> 375
211> 33

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 375
Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Gly Arg Asp Phe Glu
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly Tyr Leu
20 25 30
Ser

<210> 376
211> 33

<212> PRT
Q213> AT
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<220>
223> ERREEERS
<400> 376
Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Gly Arg Asp Phe Glu
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly Trp Asp
20 25 30
Tyr
<210> 377
211> 33
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 377
Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Gly Arg Asp Phe Glu
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly Trp Pro
20 25 30
His
<210> 378
211> 33
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 378
Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Gly Arg Asp Phe Glu
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly Pro His
20 25 30
Gln
<210> 379
211> 32
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 379
Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Gly Arg Asp Phe Glu
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly Phe His
20 25 30
<210> 380
211> 32
<212> PRT
Q213> AT
<220>
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Q23> EREEES

<400> 380
Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Gly Arg Asp Phe Glu
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly Ile Ala
20 25 30
<210> 381
211> 32
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 381
Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Gly Arg Asp Phe Glu
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly Gly Ser
20 25 30
<210> 382
211> 32
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 382
Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Gly Arg Asp Phe Glu
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly Thr Arg
20 25 30
<210> 383
211> 32
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 383
Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Gly Arg Asp Phe Glu
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly Val His
20 25 30
<210> 384
211> 32
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 384
Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Gly Arg Asp Phe Glu
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly Leu Ser
20 25 30
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<210> 385
211> &

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 385
Asp Val Leu Gln Pro Tyr Trp Gly
1 5

<210> 386
<211> 30
<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 386
Gly Cys Asp Val Leu Gln Pro Tyr Trp Gly Cys Gly Pro Asp Ile Asp
1 5 10 15
Cys Leu Ser Asn Cys Ile Cys His Trp Tyr Asn Ser Cys Gly
20 25 30

<210> 387
211> 32
<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 387
Gly Cys Asp Val Leu Gln Pro Tyr Trp Gly Cys Gly Pro Asp Ile Asp
1 5 10 15
Cys Leu Ser Asn Cys Ile Cys His Trp Tyr Asn Ser Cys Gly Arg Thr
20 25 30

<210> 388
211> 32
<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 388
Gly Cys Asp Val Leu Gln Pro Tyr Trp Gly Cys Gly Pro Asp Ile Asp
1 5 10 15
Cys Leu Ser Asn Cys Ile Cys His Trp Tyr Asn Ser Cys Gly Trp Lys
20 25 30

<210> 389
211> 32
<212> PRT
Q213> AT

<220>
Q23> EREEES
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<400> 389
Gly Cys Asp Val Leu Gln Pro Tyr Trp Gly Cys Gly Pro Asp Ile Asp
1 5 10 15
Cys Leu Ser Asn Cys Ile Cys His Trp Tyr Asn Ser Cys Gly Pro Leu
20 25 30
<210> 390
211> 32
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 390
Gly Cys Asp Val Leu Gln Pro Tyr Trp Gly Cys Gly Pro Asp Ile Asp
1 5 10 15
Cys Leu Ser Asn Cys Ile Cys His Trp Tyr Asn Ser Cys Gly Asp Glu
20 25 30
<210> 391
211> 32
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 391
Gly Cys Asp Val Leu Gln Pro Tyr Trp Gly Cys Gly Pro Asp Ile Asp
1 5 10 15
Cys Leu Ser Asn Cys Ile Cys His Trp Tyr Asn Ser Cys Gly Gln Phe
20 25 30
<210> 392
211> 32
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 392
Gly Cys Asp Val Leu Gln Pro Tyr Trp Gly Cys Gly Pro Asp Ile Asp
1 5 10 15
Cys Leu Ser Asn Cys Ile Cys His Trp Tyr Asn Ser Cys Gly Glu Gln
20 25 30
<210> 393
211> 32
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 393
Gly Cys Asp Val Leu Gln Pro Tyr Trp Gly Cys Gly Pro Asp Ile Asp
1 5 10 15
Cys Leu Ser Asn Cys Ile Cys His Trp Tyr Asn Ser Cys Gly Pro Thr
20 25 30
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<210> 394
211> 32
<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 394
Gly Cys Asp Val Leu Gln Pro Tyr Trp Gly Cys Gly Pro Asp Ile Asp
1 5 10 15
Cys Leu Ser Asn Cys Ile Cys His Trp Tyr Asn Ser Cys Gly Arg Leu
20 25 30

<210> 395
211> 32
<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 395
Gly Cys Asp Val Leu Gln Pro Tyr Trp Gly Cys Gly Pro Asp Ile Asp
1 5 10 15
Cys Leu Ser Asn Cys Ile Cys His Trp Tyr Asn Ser Cys Gly Ser Leu
20 25 30

<210> 396
211> 8

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 396
Asn Ile Leu Leu Pro Phe Trp Gly
1 5

<210> 397
211> 8

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 397
Asn Ile Leu Leu Pro Tyr Trp Gly
1 5

<210> 398
211> 8

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 398
Asn Ile Met Ser Pro Phe Trp Gly
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<210> 399
211> 8

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 399
Asn Ile Met Thr Pro Phe Trp Gly
1 5

<210> 400
211> 8

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 400
Asn Ile Met Gln Pro Phe Trp Gly
1 5

<210> 401
211> 8

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 401
Asn Ile Met Asn Pro Phe Trp Gly
1 5

<210> 402
211> 8

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 402
Asn Ile Met Glu Pro Phe Trp Gly
1 5

<210> 403
211> 8

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 403
Asn Ile Met Asp Pro Phe Trp Gly
1 5
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<210> 404
211> 8

<212> PRT
Q213> AT

<220>
Q23> EREEES

<220>

21> BREEE

<222> 5

<223> Xaa = FE- L- Hﬁﬁ&@ﬁ 4-52-*“2%-L-Hﬁﬁiﬁﬁ,
3-OH-L-ffers, 3-4.-L-Fifzis
AR A L- Pl

EE'I'
m:
&
2

<400> 404
Asn Ile Met Leu Xaa Phe Trp Gly
1 5
<210> 405
<211> 30
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 405
Gly Cys Asn Ile Leu Leu Pro Phe Trp Gly Cys Gly Arg Asp Phe Glu
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly
20 25 30
<210> 406
<211> 30
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 406
Gly Cys Asn Ile Leu Leu Pro Tyr Trp Gly Cys Gly Arg Asp Phe Glu
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly
20 25 30
<210> 407
<211> 30
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 407
Gly Cys Asn Ile Met Ser Pro Phe Trp Gly Cys Gly Arg Asp Phe Glu
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly
20 25 30
<210> 408
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<211> 30
<212> PRT
Q213> AT

<220>
23> EREERS

<400> 408

Gly Cys Asn Ile Met Thr Pro Phe Trp Gly Cys Gly Arg Asp Phe Glu

1

Cys Leu Ala Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly

20

<210> 409
<211> 30
<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 409

Gly Cys Asn Ile Met Gln Pro Phe Trp Gly Cys Gly Arg Asp Phe Glu

1

Cys Leu Ala Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly

20

<210> 410
<211> 30
<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 410

Gly Cys Asn Ile Met Asn Pro Phe Trp Gly Cys Gly Arg Asp Phe Glu

1

Cys Leu Ala Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly

20

<210> 411
<211> 30
<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 411

Gly Cys Asn Ile Met Glu Pro Phe Trp Gly Cys Gly Arg Asp Phe Glu

1

Cys Leu Ala Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly

20

<210> 412
<211> 30
<212> PRT
Q213> AT

<220>
Q23> EREEES
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<400> 412
Gly Cys Asn Ile Met Asp Pro Phe Trp Gly Cys Gly Arg Asp Phe Glu
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly
20 25 30
<210> 413
<211> 30
<212> PRT
Q213> AT
<220>
<223> GRS
<220>
Q21> SEEE
<222> 17

<223> Xaa = “FEE-L-FlfElE, 4-%.-"FE-L-TEREE
3-OH-L-Ffifzhe, 3-%&.-L-FEfEls, ok =& R v A-L-Fizig

<400> 413
Gly Cys Asn Ile Met Leu Xaa Phe Trp Gly Cys Gly Arg Asp Phe Glu
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly
20 25 30
<210> 414
211> 8
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 414
Asn Ile Met Leu Pro Ser Trp Gly
1 5
<210> 415
<211> 30
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 415
Gly Cys Asn Ile Met Leu Pro Ser Trp Gly Cys Gly Arg Asp Phe Glu
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly
20 25 30
<210> 416
211> 8
<212> PRT
Q213> AT
<220>
<223> GRS
<220>
21> SEEEE
<222> 17
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<223> Xaa = N-FIAUG[LE N- ZZI5(0E,
N- FRAENGE, B 5- 5% - 150k

<400> 416
Asn Ile Met Leu Pro Tyr Xaa Gly
1 5

<210> 417
<211> 30
<212> PRT
Q213> AT

<220>
Q23> EREEES

<220>

21> SEEEE

<222> 9

<223> Xaa = N-FAAMS(E N- £F05[0E N- FERENG(LE,
B 5-EUE- 150k

<400> 417
Gly Cys Asn Ile Met Leu Pro Tyr Xaa Gly Cys Gly Arg Asp Phe Glu
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly
20 25 30
<210> 418
211> 5
<212> PRT
Q213> AT
<220>
<223> GRS
<220>
21> SEEEE
<222> 4
<223> Xaa = 4-FEL |-L-RAEEFE, 2-%5-L-IkEE,
2-vEeh B -ARENE, 4- FHRL-L-IlENE
<220>
21> SEEEE
<222> 4

<223> Xaa = 3-(3-#&uipAk)-L-PAfElE, 3-(2-#B@ithk) -L-TlElE,
3-(2-vBrgeii k) -L- AR, 4- AL 1-2-MEmER: - AR

<220>

<221> B5LES

<222> 4

<223> Xaa = 4- ZFE-2-WENEEL-L-TRfERE, 3
FIERy L-RERE, 3-EesnEL-L-WiEiE

<400> 418
Gly Arg Asp Xaa Glu
1 5

SOFIEE-L- PR, B

<210> 419
<211> 30
<212> PRT
Q213> AT
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<220>

<223> GRS

<220>

21> BREEE

<222> 15

<223> aa = 4-FHEE
2-vhok L - AR, 4

<220>

21> SEEEE

<222> 15

<223> Xaa = 3-(3-+2uhER)-L-HERE, 3-(2
3-(2-vheBeh BO) -L-APERE, 4-FHEL-

<220>
21> SEEEE
<222> 15

<223> Xaa = 4- ZF-2-WEER-L- N, S PR -L- il
FITHEY) - L- IR &

<400> 419
1

20
<210> 420
<211> 30
<212> PRT
Q213> AT
<220>
<223> GRS
<220>
21> BREEE
<222> 18

2-WLEmE R - PR AR

B 3-Hekei k- L- AR

25

<223> Xaa = (- [ F:-L-PAfghg, 3R | A-L- A,
H Rl

BRIRAR-L-UEHE
<400> 420
1

20
<210> 421
<211> 30
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 421

Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Gly Arg Asp Phe Glu
5
Cys Leu Ser Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly

1
20
<210> 422

<211> 30
<212> PRT
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Q213> AT

<220>
<223> GRS
<400> 422
Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Gly Arg Asp Phe Glu
1 5 10 15
Cys Leu Thr Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly
20 25 30
<210> 423
<211> 30
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 423
Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Gly Arg Asp Phe Glu
1 5 10 15
Cys Leu Glu Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly
20 25 30
<210> 424
<211> 30
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 424
Gly Cys Asn Ile Met Leu Pro Tyr Trp Gly Cys Gly Arg Asp Phe Glu
1 5 10 15
Cys Leu Ala Gly Cys Leu Cys Gln Tyr Tyr Gln Ser Cys Gly
20 25 30
<210> 425
<211> 30
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 425
Gly Cys Asn Ile Met Leu Pro Tyr Trp Gly Cys Gly Arg Asp Phe Glu
1 5 10 15
Cys Leu Ala Gly Cys Ile Cys Gln Tyr Tyr Gln Ser Cys Gly
20 25 30
<210> 426
<211> 30
<212> PRT
Q213> AT
<220>
<223> GRS
<220>
Q21> SEEE
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<222> 22
<223> Xaa = t- T AE-L-HHERE (544 L-6=-HEHE),
t-TAE-L-Eg, L-ERIATH IR, BRI -L- R

<220>

21> SEEEE

<222> 22

<223> Xaa = L- IR T A |-L-HiEhk, IRT A |-L-Wilg, =
5,5,5-=Z&.-L- 0zl

<400> 426
Gly Cys Asn Ile Met Leu Pro Tyr Trp Gly Cys Gly Arg Asp Phe Glu
1 5 10 15
Cys Leu Ala Gly Cys Xaa Cys Gln Tyr Tyr Gln Ser Cys Gly
20 25 30
<210> 427
211> 5
<212> PRT
Q213> AT
<220>
<223> GRS
<220>
Q21> SEEE
<222> 2

<223> Xaa = 2-MLEERR
3,4-FAREEAMERE, T 3-%.,4-00 AR

<400> 427
Gln Xaa Tyr Gln Ser
1 5

&=
(BN S}
>
iz
By
LB
ifbus
A
=3
&

<210> 428
<211> 30
<212> PRT
Q213> AT

<220>
Q23> EREEES

<220>

Q21> SEEE

<222> 25

<223> Xaa = 2-THLuERER
3.4-FFREREE, ok 3-%.,4-00 FERERE

<400> 428
Gly Cys Asn Ile Met Leu Pro Tyr Trp Gly Cys Gly Arg Asp Phe Glu
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Gln Xaa Tyr Gln Ser Cys Gly
20 25 30

&=
(BN S}
>
iz
By
LB
ifbus
2
i)
&

<210> 429
211> 5

<212> PRT
Q213> AT

<220>
Q23> EREEES

<220>
<221> EREEE
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<222> 3
<223> Xaa = 2-SERHHE,
2- LFEETERENE , B 1-Z5R

<400> 429
Gln Tyr Xaa Gln Ser
1 5

<210> 430
<211> 30
<212> PRT
Q213> AT

<220>
Q23> EREEES

<220>

21> SEEEE

<222> 26

<223> Xaa = 2-SERHHE,

<400> 430

Gly Cys Asn Ile Met Leu Pro Tyr Trp Gly Cys Gly Arg Asp Phe Glu
10

1 5

Cys Leu Ala Gly Cys Val Cys Gln Tyr Xaa Gln Ser Cys Gly

20
<210> 431
<211> 30
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 431

Gly Cys Asn Ile Met Leu Pro Tyr Trp Gly Cys Gly Arg Asp Phe Glu
10

1 5

Cys Leu Ala Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Ser

20
<210> 432
<211> 30
<212> PRT
Q213> AT
<220>
<223> GRS
<220>
21> BREEE
<222> 30
<223> Xaa = D-%:0#05, L-bet
N-alpha- FFEHIE, HEBER
<220>
Q21> SEEE
<222> 30

<223> Xaa = A=MEH B,

\ 2- RIS
2-ZHEGENG, X 1-SERPIRER

25 30

25 30

a-S&lElE, L-beta- NN,
[ e

IREPNE-3- AR H e, HE R L

<400> 432

Gly Cys Asn Ile Met Leu Pro Tyr Trp Gly Cys Gly Arg Asp Phe Glu
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1 5 10 15
Cys Leu Ala Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Xaa
20 25 30
<210> 433
211> 8
<212> PRT
Q213> AT
<220>
<223> GRS
<220>
21> SEEEE
<222> 3
<223> Xaa = I[EA RS
<400> 433
Asn Ile Xaa Gln Pro Tyr Trp Gly
1 5
<210> 434
211> 8
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 434
Asn Ile Leu Gln Pro Tyr Trp Gly
1 5
<210> 435
<211> 30
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 435
Gly Cys Asn Ile Leu Leu Pro Tyr Trp Gly Cys Gly Arg Asp Phe Glu
1 5 10 15
Cys Met Glu Gln Cys Ile Cys Gln Tyr Tyr Gln Ser Cys Gly
20 25 30
<210> 436
<211> 30
<212> PRT
Q213> AT
<220>
<223> GRS
<220>
21> SEEEE
<222> 5
<223> Xaa = I[EA RS
<400> 436
Gly Cys Asn Ile Xaa Gln Pro Tyr Trp Gly Cys Gly Arg Asp Phe Glu
1 5 10 15
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Cys Met Glu Gln Cys Ile Cys Gln Tyr Tyr Gln Ser Cys Gly

20 25 30

<210> 437

<211> 30

<212> PRT

Q213> AT

<220>

<223> GRS

<220>

21> SEEEE

<222> 5

<223> Xaa = I[EA RS

<220>

21> SEEEE

<222> 18 )

<223> Xaa = IEH e BUR T £ -L-RlEg

<400> 437

Gly Cys Asn Ile Xaa Leu Pro Tyr Trp Gly Cys Gly Arg Asp Phe Glu

1 5 10 15

Cys Xaa Glu Gln Cys Ile Cys Gln Tyr Tyr Gln Ser Cys Gly
20 25 30

<210> 438

<211> 30

<212> PRT

Q213> AT

<220>

<223> GRS

<220>

21> SEEEE

<222> 5

<223> Xaa = I[EA RS

<400> 438

Gly Cys Asn Ile Xaa Leu Pro Tyr Trp Gly Cys Gly Arg Asp Phe Glu

1 5 10 15

Cys Leu Glu Gln Cys Ile Cys Gln Tyr Tyr Gln Ser Cys Gly
20 25 30

<210> 439

<211> 30

<212> PRT

Q213> AT

<220>

<223> GRS

<220>

21> SEEEE

<222> 5

<223> Xaa = I[EA RS

<220>

21> SEEEE

<222> 18

<223> Xaa = IR £-L-AEME
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<220>
<221>
<222>
<223>

2548
22

Xaa = BRTHE:-L-Hight, BT HE-L- Akl

o IEHREhE

<400>
1

Cys Xaa Glu Gln Cys Xaa Cys Gln Tyr Tyr Gln Ser Cys Gly

<210>
211>
212>
<213>

<220>
<223>

<220>

439
5
20 25
440
30

PRT
AT

I

Q221> &

<222>
<223>

<220>

Q221> &

<222>
<223>

<220>
<221>
<222>
<223>
<400>

1

Cys Xaa Glu Gln Cys Xaa Cys Gln Tyr Tyr Gln Ser Cys Gly

<210>
211>
212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>
<400>

1

Cys Xaa Glu Gln Cys Ile Cys Gln Tyr Tyr Gln Ser Cys Gly

<210>
211>
212>
<213>

Xaa = ¥R | F#-L-FElE

2548
22

Xaa = BRTZ&-L-HHRE B¢ 3R T A-L-AEhE

440
5

20 25
441
30
PRT
AR
B
2548
18 \
Xaa = BB TA6-L-PWlt 3¢ (- THE-L-POMGER
441

5

20 25
4472
30
PRT
AIFF1
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<220>
Q23> EREEES

<220>

<221> B5LES

<222> 22

<223> Xaa = B [ HE-L- RS B BB | HE-L-FOREEE

<400> 442
Gly Cys Asn Ile Leu Leu Pro Tyr Trp Gly Cys Gly Arg Asp Phe Glu
1 5 10 15
Cys Met Glu Gln Cys Xaa Cys Gln Tyr Tyr Gln Ser Cys Gly
20 25 30

<210> 443
<211> 30
<212> PRT
Q213> AT

<220>
Q23> EREEES

<220>

21> SEEEE

<222> 1

<223> Xaa = ZBEHERE

<220>

<221> BE5LES

<222> 5

<223> Xaa = I[EA RS

<220>

21> SEEEE

<222> 30

<223> Xaa = &G

<400> 443
Xaa Cys Asn Ile Xaa Leu Pro Tyr Trp Gly Cys Gly Arg Asp Phe Glu
1 5 10 15
Cys Met Glu Gln Cys Ile Cys Gln Tyr Tyr Gln Ser Cys Xaa
20 25 30

<210> 444
<211> 30
<212> PRT
Q213> AT

<220>
Q23> EREEES

<220>

21> SEEEE

<222> 1

<223> Xaa = ZBEHERE

<220>

<221> B5LES

<222> 30

<223> Xaa = &G

<400> 444
Xaa Cys Asn Ile Leu Leu Pro Tyr Trp Gly Cys Gly Arg Asp Phe Glu
1 5 10 15
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Cys Met Glu Gln Cys Ile Cys Gln Tyr Tyr Gln Ser Cys Xaa

20 25 30

<210> 445

<211> 30

<212> PRT

Q213> AT

<220>

<223> GRS

<220>

Q21> SEEE

<222> 1

<223> Xaa = ZBEHERE

<220>

21> SEEEE

<222> 30

<223> Xaa = &G

<400> 445

Xaa Cys Asn Ile Leu Gln Pro Tyr Trp Gly Cys Gly Arg Asp Phe Glu

1 5 10 15

Cys Met Glu Gln Cys Ile Cys Gln Tyr Tyr Gln Ser Cys Xaa
20 25 30

<210> 446

<211> 30

<212> PRT

Q213> AT

<220>

<223> GRS

<220>

Q21> SEEE

<222> 1

<223> Xaa = ZBEHERE

<220>

21> SEEEE

<222> 30

<223> Xaa = &G

<400> 446

Xaa Cys Asn Ile Leu Gln Pro Tyr Trp Gly Cys Gly Arg Asp Phe Glu

1 5 10 15

Cys Leu Glu Gln Cys Ile Cys Gln Tyr Tyr Gln Ser Cys Xaa
20 25 30

<210> 447

<211> 30

<212> PRT

Q213> AT

<220>

<223> GRS

<220>

Q21> SEEE

<222> 18

<223> Xaa = ¥R [ AL-L- ARl B0 (- T A:-L-AlElE
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<400> 447

Gly Cys Asp Val Leu Gln Pro Tyr Trp Gly Cys Gly Pro Asp Ile Asp
5
Cys Xaa Ser Asn Cys Ile Cys His Trp Tyr Asn Ser Cys Gly

1

20
<210> 448
<211> 30
<212> PRT
Q213> AT
<220>
<223> GRS
<220>
21> SEEEE
<222> 22

<223> Xaa = BR T Ak-L-HEHE

<400> 448

Gly Cys Asp Val Leu Gln Pro Tyr Trp Gly Cys Gly Pro Asp Ile Asp
5
Cys Leu Ser Asn Cys Xaa Cys His Trp Tyr Asn Ser Cys Gly

1
20

<210> 449
<211> 30
<212> PRT
Q213> AT

<220>
Q23> EREEES

<220>
21> SEEEE
<222>

5
<223> Xaa = I[EA RS

<220>
21> SEEEE
<222> 18

<223> Xaa = IR £-L-AEME

<220>
21> SEEEE
<222> 22

10
25

10
25

<223> Xaa = ERTAE-L-HHEEE 30 3R T AL -L-AEHE

<400> 449

Gly Cys Asp Val Xaa Gln Pro Tyr Trp Gly Cys Gly Pro Asp Ile Asp
5
Cys Xaa Ser Asn Cys Xaa Cys His Trp Tyr Asn Ser Cys Gly

1

20
<210> 450
<211> 30
<212> PRT
Q213> AT
<220>
<223> GRS
<220>

21> SEEEE

C200069SEQBX20221129C.docx

105130077

FEHESE A0202

10
25

107

30

30

30

1113306446-0



1799366

<222>
<223>

<220>
<221>
<222>
<223>

<400>

Gly Cys Asp Val Leu Gln Pro Tyr Trp Gly Cys Gly Pro Asp Ile Asp

1

Cys Xaa Ser Asn Cys Xaa Cys His Trp Tyr Asn Ser Cys Gly

<210>
211>
212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>
<400>

1

Cys Xaa Ser Asn Cys Xaa Cys His Trp Tyr Asn Ser Cys Xaa

<210>
211>
212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>
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Xaa = ¥R | F#-L-FElE

5
22 \

Xaa = BB THE-L-HGRE o0 BB THE-L-PIERE
450

5 10
20 25
451
30

PRT
AT

I

Eeabat ]

1

Xaa = ZBEHREHE
Eeabat ]

18
Xaa = ¥R | F#-L-FElE

5
22 \
Xaa = BB THE-L-HGRE o0 BB THE-L-PIERE

Eeabat ]

30

Xaa = HEHERZ
451

10

20 25
452

30

PRT

A5

G

Z

1
Xaa = ZBEHREHE

FRR

5
Xaa = [EHFERE
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<220>

Q21> SEEE

<222> 30

<223> Xaa = &G

<400> 452
Xaa Cys Asp Val Xaa Gln Pro Tyr Trp Gly Cys Gly Pro Asp Ile Asp
1 5 10 15
Cys Leu Ser Asn Cys Ile Cys His Trp Tyr Asn Ser Cys Xaa
20 25 30

<210> 453
<211> 30
<212> PRT
Q213> AT

<220>
Q23> EREEES

<220>
<221> %
<222>
<223>

=l
aa = ZERH N

>< = ﬂun

<220>

<221> B5LES

<222> 30

<223> Xaa = &G

<400> 453
Xaa Cys Asp Val Leu Gln Pro Tyr Trp Gly Cys Gly Pro Asp Ile Asp
1 5 10 15
Cys Leu Ser Asn Cys Ile Cys His Trp Tyr Asn Ser Cys Xaa
20 25 30

<210> 454
211> 8

<212> PRT
Q213> AT

<220>
Q23> EREEES

<220>
<221> %
<222>
<223>

=l

ﬁun

<L
%5{7
—

aa = M

<220>

<221> EREEE

<222> 4

<223>Xaa=L B SEH TH QN EZKD

<220>

<221> BR5LES

<222> 6

<223>Xaa=F 3 Y & S

<400> 454

Asn Ile Xaa Xaa Pro Xaa Trp Gly
1 5

<210> 455
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211> 32
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 455
Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Lys Gln Asp Phe Asp
1 5 10 15
Cys Leu Ala Gly Cys Ile Cys Gln Tyr Tyr Gln Ser Cys Gly Phe His
20 25 30
<210> 456
211> 32
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 456
Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Glu Met Asp Phe Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys His Trp Tyr Asn Ser Cys Gly Ser Leu
20 25 30
<210> 457
211> 32
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 457
Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Lys Gln Asp Phe Asp
1 5 10 15
Cys Leu Ala Gly Cys Ile Cys Gln Tyr Tyr Gln Ser Cys Gly Gly Glu
20 25 30
<210> 458
211> 32
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 458
Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Lys Gln Asp Ser Asp
1 5 10 15
Cys Leu Val Gly Cys Ile Cys Gln Tyr Tyr Gln Ser Cys Gly Ser Ile
20 25 30
<210> 459
211> 32
<212> PRT
Q213> AT
<220>

Q23> EREEES
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<400> 459
Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Lys Gln Asp Phe Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly Gly Arg
20 25 30
<210> 460
211> 32
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 460
Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Lys Gln Asp Phe Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly Arg Pro
20 25 30
<210> 461
211> 32
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 461
Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Lys Gln Asp Phe Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly Gln Tyr
20 25 30
<210> 462
211> 32
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 462
Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Lys Gln Asp Ser Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly Glu Asn
20 25 30
<210> 463
211> 32
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 463
Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Lys Gln Asp Phe Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly Asp Thr
20 25 30
C200069SEQBX20221129C.docx 111

105130077 FEHESE A0202

1113306446-0



1799366

<210> 464
211> 32
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 464
Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Lys Gln Asp Phe Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly Gln His
20 25 30
<210> 465
211> 32
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 465
Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Lys Gln Asp Ser Asp
1 5 10 15
Cys Leu Ala Gly Cys Ile Cys Gln Tyr Tyr Gln Ser Cys Gly Gln Asn
20 25 30
<210> 466
211> 32
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 466
Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Lys Gln Asp Ser Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly Glu Glu
20 25 30
<210> 467
211> 32
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 467
Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Lys Gln Asp Ser Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly Asp Asp
20 25 30
<210> 468
211> 32
<212> PRT
Q213> AT
<220>

Q23> EREEES
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<400> 468
Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Lys Gln Asp Ser Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly Asp Gly
20 25 30
<210> 469
211> 32
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 469
Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Lys Gln Asp Phe Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly Leu Glu
20 25 30
<210> 470
211> 32
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 470
Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Lys Gln Asp Ser Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly Thr Asp
20 25 30
<210> 471
211> 32
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 471
Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Lys Gln Asp Ser Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly Ser Glu
20 25 30
<210> 472
211> 32
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 472
Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Lys Gln Asp Ser Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly Pro Glu
20 25 30
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<210> 473
211> 32
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 473
Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Lys Gln Asp Ser Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly Thr Asn
20 25 30
<210> 474
211> 32
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 474
Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Lys Gln Asp Ser Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly Pro His
20 25 30
<210> 475
211> 32
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 475
Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Lys Gln Asp Ser Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly Met Asp
20 25 30
<210> 476
211> 32
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 476
Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Lys Gln Asp Ser Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly Ser Asp
20 25 30
<210> 477
211> 32
<212> PRT
Q213> AT
<220>
C200069SEQBX20221129C.docx 114

105130077 FEHESE A0202

1113306446-0



1799366

Q23> EREEES

<400> 477
Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Gly Gln Ser Phe Glu
1 5 10 15
Cys Leu Ala Gly Cys Ile Cys Gln Tyr Tyr Gln Ser Cys Gly Ile Ala
20 25 30
<210> 478
211> 32
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 478
Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Gly Gln Ser Phe Glu
1 5 10 15
Cys Leu Ala Gly Cys Ile Cys Gln Tyr Tyr Gln Ser Cys Gly Gly Ser
20 25 30
<210> 479
211> 32
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 479
Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Gly Gln Ser Phe Glu
1 5 10 15
Cys Leu Ala Gly Cys Ile Cys Gln Tyr Tyr Gln Ser Cys Gly Thr Arg
20 25 30
<210> 480
211> 32
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 480
Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Gly Gln Ser Phe Glu
1 5 10 15
Cys Leu Ala Gly Cys Ile Cys Gln Tyr Tyr Gln Ser Cys Gly Val His
20 25 30
<210> 481
211> 32
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 481
Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Lys Gln Asp Phe Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys His Trp Tyr Asn Ser Cys Gly Pro Ser
20 25 30
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<210> 482
211> 32
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 482
Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Glu Met Asp Phe Asp
1 5 10 15
Cys Leu Ala Gly Cys Ile Cys His Trp Tyr Asn Ser Cys Gly Phe Ser
20 25 30
<210> 483
211> 32
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 483
Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Glu Met Asp Phe Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys His Trp Tyr Asn Ser Cys Gly Gly Lys
20 25 30
<210> 484
211> 32
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 484
Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Lys Gln Asp Phe Asp
1 5 10 15
Cys Leu Ala Gly Cys Ile Cys His Trp Tyr Asn Ser Cys Gly Tyr Leu
20 25 30
<210> 485
211> 32
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 485
Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Glu Met Asp Phe Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys His Trp Tyr Asn Ser Cys Gly Asp Leu
20 25 30
<210> 486
211> 32
<212> PRT

Q213> AT
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<220>
<223> GRS
<400> 486
Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Glu Met Asp Phe Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys His Trp Tyr Asn Ser Cys Gly Glu Lys
20 25 30
<210> 487
211> 32
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 487
Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Lys Gln Asp Ser Asp
1 5 10 15
Cys Leu Ala Gly Cys Ile Cys His Trp Tyr Asn Ser Cys Gly Thr Asp
20 25 30
<210> 488
211> 32
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 488
Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Glu Met Asp Phe Asp
1 5 10 15
Cys Leu Ala Gly Cys Ile Cys His Trp Tyr Asn Ser Cys Gly Gln Val
20 25 30
<210> 489
211> 32
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 489
Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Glu Met Asp Phe Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys His Trp Tyr Asn Ser Cys Gly Arg Leu
20 25 30
<210> 490
211> 32
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 490
Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Glu Met Asp Phe Asp
1 5 10 15

Cys Leu Ala Gly Cys Ile Cys His Trp Tyr Asn Ser Cys Gly Tyr Ala
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20 25 30
<210> 491
211> 32
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 491
Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Glu Met Asp Phe Asp
1 5 10 15
Cys Leu Ala Gly Cys Ile Cys His Trp Tyr Asn Ser Cys Gly Ala Ser
20 25 30
<210> 492
211> 32
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 492
Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Glu Met Asp Phe Asp
1 5 10 15
Cys Leu Ala Gly Cys Ile Cys His Trp Tyr Asn Ser Cys Gly Ser Arg
20 25 30
<210> 493
211> 32
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 493
Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Glu Met Asp Phe Asp
1 5 10 15
Cys Leu Ala Gly Cys Ile Cys His Trp Tyr Asn Ser Cys Gly Pro Thr
20 25 30
<210> 494
211> 32
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 494
Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Glu Met Asp Phe Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys His Trp Tyr Asn Ser Cys Gly Trp Asp
20 25 30
<210> 495
211> 32
<212> PRT

Q213> AT
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<220>
<223> GRS
<400> 495
Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Glu Met Asp Phe Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys His Trp Tyr Asn Ser Cys Gly Ser Met
20 25 30
<210> 496
211> 32
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 496
Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Glu Met Asp Phe Asp
1 5 10 15
Cys Leu Ala Gly Cys Ile Cys His Trp Tyr Asn Ser Cys Gly Thr Arg
20 25 30
<210> 497
211> 32
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 497
Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Lys Gln Asp Ser Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys His Trp Tyr Asn Ser Cys Gly Glu Asn
20 25 30
<210> 498
211> 32
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 498
Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Glu Met Asp Phe Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys His Trp Tyr Asn Ser Cys Gly Asn Asn
20 25 30
<210> 499
211> 32
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 499
Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Glu Met Asp Phe Asp
1 5 10 15
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Cys Leu Ala Gly Cys Ile Cys His Trp Tyr Asn Ser Cys Gly Pro Glu

20 25 30
<210> 500
211> 32
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 500
Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Glu Met Asp Phe Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys His Trp Tyr Asn Ser Cys Gly Gly Ile
20 25 30
<210> 501
211> 32
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 501
Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Glu Met Asp Phe Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys His Trp Tyr Asn Ser Cys Gly Val Glu
20 25 30
<210> 502
211> 32
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 502
Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Glu Met Asp Phe Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys His Trp Tyr Asn Ser Cys Gly Pro Leu
20 25 30
<210> 503
211> 32
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 503
Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Glu Met Asp Phe Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys His Trp Tyr Asn Ser Cys Gly Pro Leu
20 25 30
<210> 504
211> 32
<212> PRT
C200069SEQBX20221129C.docx 120

105130077 FEHESE A0202

1113306446-0



1799366

Q213> AT

<220>
<223> GRS
<400> 504
Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Glu Met Asp Phe Asp
1 5 10 15
Cys Leu Ala Gly Cys Ile Cys His Trp Tyr Asn Ser Cys Gly Arg Pro
20 25 30
<210> 505
211> 32
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 505
Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Glu Met Asp Phe Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys His Trp Tyr Asn Ser Cys Gly Asn Asp
20 25 30
<210> 506
211> 32
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 506
Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Glu Met Asp Phe Asp
1 5 10 15
Cys Leu Ala Gly Cys Ile Cys His Trp Tyr Asn Ser Cys Gly Leu Gln
20 25 30
<210> 507
211> 32
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 507
Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Glu Met Asp Phe Asp
1 5 10 15
Cys Leu Ala Gly Cys Ile Cys His Trp Tyr Asn Ser Cys Gly Asp Glu
20 25 30
<210> 508
211> 32
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 508

Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Glu Met Asp Phe Asp
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1 5 10 15
Cys Leu Ala Gly Cys Ile Cys His Trp Tyr Asn Ser Cys Gly Arg Thr
20 25 30
<210> 509
211> 32
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 509
Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Glu Ile Asp Phe Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys His Trp Tyr Asn Ser Cys Gly Gln Val
20 25 30
<210> 510
211> 32
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 510
Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Glu Met Asp Phe Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys His Trp Tyr Asn Ser Cys Gly Gly Ile
20 25 30
<210> 511
211> 32
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 511
Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Glu Met Asp Phe Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys His Trp Tyr Asn Ser Cys Gly Tyr Met
20 25 30
<210> 512
211> 32
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 512
Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Glu Met Asp Phe Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys His Trp Tyr Asn Ser Cys Gly Gly Gln
20 25 30
<210> 513
211> 32
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<212> PRT
Q213> AT
<220>
<223> GRS
<400> 513
Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Glu Met Asp Phe Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys His Trp Tyr Asn Ser Cys Gly Thr Pro
20 25 30
<210> 514
211> 32
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 514
Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Glu Met Asp Phe Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys His Trp Tyr Asn Ser Cys Gly Val Asn
20 25 30
<210> 515
211> 32
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 515
Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Glu Met Asp Phe Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys His Trp Tyr Asn Ser Cys Gly Phe Asn
20 25 30
<210> 516
211> 32
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 516
Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Glu Met Asp Phe Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys His Trp Tyr Asn Ser Cys Gly Glu Pro
20 25 30
<210> 517
211> 32
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 517
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Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Glu Met Asp Phe Asp

1 5 10 15
Cys Leu Ala Gly Cys Val Cys His Trp Tyr Asn Ser Cys Gly Asn Ser
20 25 30
<210> 518
211> 32
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 518
Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Glu Met Asp Phe Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys His Trp Tyr Asn Ser Cys Gly Ser Thr
20 25 30
<210> 519
211> 32
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 519
Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Glu Met Asp Phe Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys His Trp Tyr Asn Ser Cys Gly Arg Tyr
20 25 30
<210> 520
211> 32
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 520
Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Glu Met Asp Phe Asp
1 5 10 15
Cys Leu Ala Gly Cys Ile Cys His Trp Tyr Asn Ser Cys Gly Phe Ser
20 25 30
<210> 521
211> 32
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 521
Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Glu Met Asp Phe Asp
1 5 10 15
Cys Leu Ala Gly Cys Ile Cys His Trp Tyr Asn Ser Cys Gly Gln Val
20 25 30
<210> 522
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211> 32
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 522
Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Glu Met Asp Phe Asp
1 5 10 15
Cys Leu Ala Gly Cys Ile Cys His Trp Tyr Asn Ser Cys Gly Tyr Ala
20 25 30
<210> 523
211> 32
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 523
Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Glu Met Asp Phe Asp
1 5 10 15
Cys Leu Ala Gly Cys Ile Cys His Trp Tyr Asn Ser Cys Gly Ser Arg
20 25 30
<210> 524
211> 32
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 524
Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Glu Met Asp Phe Asp
1 5 10 15
Cys Leu Ala Gly Cys Ile Cys His Trp Tyr Asn Ser Cys Gly Pro Thr
20 25 30
<210> 525
211> 32
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 525
Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Glu Met Asp Phe Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys His Trp Tyr Asn Ser Cys Gly Ser Met
20 25 30
<210> 526
211> 32
<212> PRT
Q213> AT
<220>

Q23> EREEES
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<400> 526
Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Glu Met Asp Phe Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys His Trp Tyr Asn Ser Cys Gly Gly Ile
20 25 30
<210> 527
211> 32
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 527
Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Glu Met Asp Phe Asp
1 5 10 15
Cys Leu Ala Gly Cys Ile Cys His Trp Tyr Asn Ser Cys Gly Thr Ser
20 25 30
<210> 528
211> 32
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 528
Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Glu Met Asp Phe Asp
1 5 10 15
Cys Leu Ala Gly Cys Ile Cys His Trp Tyr Asn Ser Cys Gly Leu Gln
20 25 30
<210> 529
211> 32
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 529
Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Glu Met Asp Phe Asp
1 5 10 15
Cys Leu Val Gly Cys Val Cys His Trp Tyr Asn Ser Cys Gly Asp Glu
20 25 30
<210> 530
211> 32
<212> PRT
Q213> AT
<220>
223> ERAEEERS
<400> 530
Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Glu Met Asp Phe Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys His Trp Tyr Asn Ser Cys Gly Asp Leu
20 25 30
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<210> 531
211> 32
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 531
Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Glu Met Asp Phe Asp
1 5 10 15
Cys Leu Ala Gly Cys Val Cys His Trp Tyr Asn Ser Cys Gly Gln Phe
20 25 30
<210> 532
211> 32
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 532
Gly Cys Asp Val Met Gln Pro Tyr Trp Gly Cys Glu Met Asp Phe Asp
1 5 10 15
Cys Leu Ala Gly Cys Ile Cys His Trp Tyr Asn Ser Cys Gly Trp Lys
20 25 30
<210> 533
211> 32
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 533
Gly Cys Asn Ile Met Leu Pro Phe Trp Gly Cys Gly Gln Ser Phe Glu
1 5 10 15
Cys Leu Ala Gly Cys Ile Cys Gln Tyr Tyr Gln Ser Cys Gly Leu Ser
20 25 30
<210> 534
<211> 30
<212> PRT
Q213> AT
<220>
<223> GRS
<220>
21> SEEEE
<222> 5
<223> Xaa = I[EA RS
<220>
21> SEEEE
<222> 16
<223> Xaa =D Z E
<220>
21> SEEEE
<222> 20

<223> Xaa = N, K, EEFHE
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<400>
1

Cys Leu Ser Xaa Cys Ile Cys His Trp Tyr Asn Ser Cys Gly

<210>
211>
212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>
<400>

1

Cys Leu Ser Xaa Cys Ile Cys His Trp Tyr Asn Ser Cys Gly

<210>
211>
212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>
<400>

1

Cys Leu Ser Lys Cys Ile Cys His Trp Tyr Asn Ser Cys Gly

<210>
211>
212>
<213>

<220>
<223>

<220>

534
5
20 25
535
30

PRT
AT

I

FRR

5
Xaa = [EHFERE

SR
16

Xaa = N, K, BEE
SR

20

Xaa =D T E

535

5

20 25
536
30
PRT
NI
B RS
Eeabat ]
5
Xaa = [EHFERE
536

5

20 25
537
30
PRT
ANLF41
BRI
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Q221> &

<222>
<223>

<220>

<> &

<222>
<223>

<400>
1

Cys Leu Ser Xaa Cys Ile Cys His Trp Tyr Asn Ser Cys Gly

<210>
211>
212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>
<400>

1

Cys Met Glu Xaa Cys Ile Cys Gln Tyr Tyr Gln Ser Cys Gly

<210>
211>
212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>

537

20 25
538

30

PRT

A5

G

2

5
Xaa = [EHFERE

SR
16
Xaa =D T E

Eeabat ]

20

Xaa = N, K, BEE
538

5

20 25
539
30
PRT
NI
B RS
Eeabat ]
5
Xaa = [EHFERE
Eeabat ]
16 ) )
Xaa = N % K = E/ERE
Eeabat ]
20
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<223>
<400>
1

Cys Met Glu Xaa Cys Ile Cys Gln Tyr Tyr Gln Ser Cys Gly

<210>
211>
212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

Gly Cys Asn Ile Xaa Leu Pro Phe Trp Gly Cys Gly Arg Asp Phe Xaa

1

Cys Val Ser Xaa Cys Ile Cys Gln Tyr Tyr Gln Ser Cys Gly

<210>
211>
212>
<213>

<220>
<223>

<220>

Xaa = D B¢ E
539
5
20 25
540
30

PRT
AT

I

SR

5

Xaa = [EHFERE
SR

16
Xaa =D T E

Eeabat ]
20 ) )
Xaa = N % K = E/ERE
540
5

20 25
541
30

PRT
AT

I

Q221> &

<222>
<223>

<220>

Q221> &

<222>
<223>

<220>
<221>
<222>
<223>

<400>

Gly Cys Asn Ile Xaa Leu Pro Phe Trp Gly Cys Gly Arg Asp Phe Xaa

1

Cys Val Ser Xaa Cys Ile Cys Gln Tyr Tyr Gln Ser Cys Gly

SR
16 ) )
Xaa = N % K = E/ERE
SR
20
Xaa =D T E
541

5

20 25
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<210> 542
<211> 30
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 542
Gly Cys Asn Ile Met Leu Pro Tyr Trp Gly Cys Gly Arg Asp Phe Glu
1 5 10 15
Cys Leu Ala Lys Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly
20 25 30
<210> 543
<211> 30
<212> PRT
Q213> AT
<220>
<223> GRS
<220>
21> SEEEE
<222> 5
<223> Xaa = I[EA RS
<400> 543
Gly Cys Asn Ile Xaa Leu Pro Tyr Trp Gly Cys Gly Arg Asp Phe Glu
1 5 10 15
Cys Met Glu Lys Cys Ile Cys Gln Tyr Tyr Gln Ser Cys Gly
20 25 30
<210> 544
<211> 30
<212> PRT
Q213> AT
<220>
<223> GRS
<220>
21> SEEEE
<222> 5
<223> Xaa = I[EA RS
<220>
21> SEEEE
<222> 20
223> Xaa = BiHE
<400> 544
Gly Cys Asn Ile Xaa Leu Pro Tyr Trp Gly Cys Gly Arg Asp Phe Glu
1 5 10 15
Cys Met Glu Xaa Cys Ile Cys Gln Tyr Tyr Gln Ser Cys Gly
20 25 30
<210> 545
<211> 30
<212> PRT

Q213> AT
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<220>
<223> GRS
<220>
21> SEEEE
<222> 5
<223> Xaa = I[EA RS
<400> 545
Gly Cys Asn Ile Xaa Leu Pro Phe Trp Gly Cys Gly Arg Asp Phe Glu
1 5 10 15
Cys Val Ser Lys Cys Ile Cys Gln Tyr Tyr Gln Ser Cys Gly
20 25 30
<210> 546
<211> 30
<212> PRT
Q213> AT
<220>
<223> GRS
<220>
21> SEEEE
<222> 5
<223> Xaa = I[EA RS
<220>
21> SEEEE
<222> 20
223> Xaa = BiHE
<400> 546
Gly Cys Asn Ile Xaa Leu Pro Phe Trp Gly Cys Gly Arg Asp Phe Glu
1 5 10 15
Cys Val Ser Xaa Cys Ile Cys Gln Tyr Tyr Gln Ser Cys Gly
20 25 30
<210> 547
<211> 30
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 547
Gly Cys Asn Ile Leu Leu Pro Phe Trp Gly Cys Gly Arg Asp Phe Glu
1 5 10 15
Cys Val Ser Gln Cys Ile Cys Gln Tyr Tyr Gln Ser Cys Gly
20 25 30
<210> 548
<211> 30
<212> PRT
Q213> AT
<220>
<223> GRS
<400> 548
Gly Cys Asn Ile Leu Gln Pro Phe Trp Gly Cys Gly Arg Asp Phe Glu
1 5 10 15

Cys Val Ser Gln Cys Ile Cys Gln Tyr Tyr Gln Ser Cys Gly

C200069SEQBX20221129C.docx 132

105130077 FEHESE A0202 1113306446-0



1799366

20 25 30
<210> 549
<211> 30
<212> PRT
Q213> AT
<220>
<223> GRS
<220>
21> SEEEE
<222> 5
<223> Xaa = I[EA RS
<220>
21> SEEEE
<222> 20
<223> Xaa =D Z E
<400> 549
Gly Cys Asp Val Xaa Gln Pro Tyr Trp Gly Cys Gly Pro Asp Ile Lys
1 5 10 15
Cys Leu Ser Xaa Cys Ile Cys His Trp Tyr Asn Ser Cys Gly
20 25 30
<210> 550
<211> 30
<212> PRT
Q213> AT
<220>
<223> GRS
<220>
21> SEEEE
<222> 5
<223> Xaa = I[EA RS
<400> 550
Gly Cys Asp Val Xaa Gln Pro Tyr Trp Gly Cys Gly Pro Asp Ile Lys
1 5 10 15
Cys Leu Ser Asp Cys Ile Cys His Trp Tyr Asn Ser Cys Gly
20 25 30
<210> 551
<211> 30
<212> PRT
Q213> AT
<220>
<223> GRS
<220>
21> SEEEE
<222> 5
<223> Xaa = I[EA RS
<400> 551
Gly Cys Asp Val Xaa Gln Pro Tyr Trp Gly Cys Gly Pro Asp Ile Lys
1 5 10 15
Cys Leu Ser Glu Cys Ile Cys His Trp Tyr Asn Ser Cys Gly
20 25 30
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<210>
211>
212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>
<400>

1

552

30

PRT
AT

I

Eeabat ]

5

Xaa = [EHFERE
Eeabat ]

16
Xaa = EfEHE

SR

20

Xaa =D T E
552

5

Gly Cys Asp Val Xaa Gln Pro Tyr Trp Gly Cys Gly Pro Asp Ile Xaa
0

15

Cys Leu Ser Xaa Cys Ile Cys His Trp Tyr Asn Ser Cys Gly

<210>
211>
212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>
<400>

1

20

553

30

PRT
AT

I

Eeabat ]

5

Xaa = [EHFERE
Eeabat ]

16

Xaa = EfEHE

553

25

30

Gly Cys Asp Val Xaa Gln Pro Tyr Trp Gly Cys Gly Pro Asp Ile Xaa
5 0

15

Cys Leu Ser Asp Cys Ile Cys His Trp Tyr Asn Ser Cys Gly

<210>
211>
212>
<213>

<220>
<223>

<220>
<221>
<222>

20
554
30
PRT
AR
B
250
5
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<223> Xaa = I[EA RS

<220>

21> SEEEE
<222> 16

223> Xaa = BiHE

<400> 554
Gly Cys Asp Val Xaa Gln Pro Tyr Trp Gly Cys Gly Pro Asp Ile Xaa
1 5 10 15
Cys Leu Ser Glu Cys Ile Cys His Trp Tyr Asn Ser Cys Gly
20 25 30

<210> 555
<211> 30
<212> PRT
Q213> AT

<220>
Q23> EREEES

<220>

21> SEEEE

<222> 5

<223> Xaa = I[EA RS

<220>

21> SEEEE

<222> 20

<223> Xaa =D Z E

<400> 555
Gly Cys Asn Ile Xaa Leu Pro Tyr Trp Gly Cys Gly Arg Asp Phe Lys
1 5 10 15
Cys Met Glu Xaa Cys Ile Cys Gln Tyr Tyr Gln Ser Cys Gly
20 25 30

<210> 556
<211> 30
<212> PRT
Q213> AT

<220>
Q23> EREEES

<220>

<Q21> BEFEEG
<222>
<223> Xaa = I[EA RS

i

wn ﬁun

<400> 556
Gly Cys Asn Ile Xaa Leu Pro Tyr Trp Gly Cys Gly Arg Asp Phe Lys
1 5 10 15
Cys Met Glu Asp Cys Ile Cys Gln Tyr Tyr Gln Ser Cys Gly
20 25 30

<210> 557
<211> 30
<212> PRT
Q213> AT

<220>
Q23> EREEES
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<220>

<221> BE5LES

<222> 5

<223> Xaa = I[EA RS

<400> 557

Gly Cys Asn Ile Xaa Leu Pro Tyr Trp Gly Cys Gly Arg Asp Phe Lys
0

1 5

15

Cys Met Glu Glu Cys Ile Cys Gln Tyr Tyr Gln Ser Cys Gly

20

<210> 558
<211> 30
<212> PRT
Q213> AT

<220>
Q23> EREEES

<220>

<221> BE5LES

<222> 5

<223> Xaa = I[EA RS

<220>

21> SEEEE
<222> 16

223> Xaa = BiHE

<220>

<221> B5LES

<222> 20

<223> Xaa =D Z E

<400> 558

Gly Cys Asn Ile Xaa Leu Pro Tyr Trp Gly Cys Gly Arg Asp Phe Xaa
0

1 5

25

30

15

Cys Met Glu Xaa Cys Ile Cys Gln Tyr Tyr Gln Ser Cys Gly

20
<210> 559
<211> 30
<212> PRT
Q213> AT
<220>
<223> GRS
<220>
21> SEEEE
<222> 5
<223> Xaa = I[EA RS
<220>
21> SEEEE
<222> 16

223> Xaa = BiHE
<400> 559
1

25

30

Gly Cys Asn Ile Xaa Leu Pro Tyr Trp Gly Cys Gly Arg Asp Phe Xaa
5 0

15

Cys Met Glu Asp Cys Ile Cys Gln Tyr Tyr Gln Ser Cys Gly

20
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<210> 560
<211> 30
<212> PRT
Q213> AT

<220>
Q23> EREEES

<220>

<221> BR5LES
<222> 5,

<223> Xaa = I[EA RS

<220>

21> SEEEE
<222> 16

223> Xaa = BiHE

<400> 560

Gly Cys Asn Ile Xaa Leu Pro Tyr Trp Gly Cys Gly Arg Asp Phe Xaa
0

1 5

15

Cys Met Glu Glu Cys Ile Cys Gln Tyr Tyr Gln Ser Cys Gly

20
<210> 561
<211> 30
<212> PRT
Q213> AT
<220>
<223> GRS
<220>
21> SEEEE
<222> 5
<223> Xaa = I[EA RS
<220>
21> SEEEE
<222> 20

<223> Xaa =D Z E

<400> 561

30

Gly Cys Asn Ile Xaa Leu Pro Phe Trp Gly Cys Gly Arg Asp Phe Lys

15

Cys Val Ser Xaa Cys Ile Cys Gln Tyr Tyr Gln Ser Cys Gly

1 5

20

<210> 562

211> 29

<212> PRT

Q213> AT

<220>

<223> GRS

<220>

21> SEEEE

<222> 4

<223> Xaa = I[EA RS
<400> 562

30

Cys Asn Ile Xaa Leu Pro Phe Trp Gly Cys Gly Arg Asp Phe Lys Cys

1 5
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Val Ser Asp Cys Ile Cys Gln Tyr Tyr Gln Ser Cys Gly

<210>
211>
212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<400>

Cys Asn Ile Xaa Leu Pro Phe Trp Gly Cys Gly Arg Asp Phe Lys Cys

1

Val Ser Glu Cys Ile Cys Gln Tyr Tyr Gln Ser Cys Gly

<210>
211>
212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<220>
<221>
<222>
<223>

<400>

Gly Cys Asn Ile Xaa Leu Pro Phe Trp Gly Cys Gly Arg Asp Phe Xaa

1

Cys Val Ser Xaa Cys Ile Cys Gln Tyr Tyr Gln Ser Cys Gly

<210>
211>
212>
<213>

<220>
<223>

<220>
<221>
<222>
<223>

20 25
563
29
PRT
NI
B RS
Eeabat ]
4
Xaa = [EHFERE
563

5
20 25
564
30

PRT
AT

I

250

5
Xaa = [EHFERE

SR
16
Xaa = EfEHE
SR
20
Xaa =D T E
564

5

20 25

565
30
PRT
NI
B RS
SR

5
Xaa = [EHFERE
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<220>

21> SEEEE
<222> 16

223> Xaa = BiHE

<400> 565
Gly Cys Asn Ile Xaa Leu Pro Phe Trp Gly Cys Gly Arg Asp Phe Xaa
1 5 10 15
Cys Val Ser Asp Cys Ile Cys Gln Tyr Tyr Gln Ser Cys Gly
20 25 30

<210> 566
<211> 30
<212> PRT
Q213> AT

<220>
Q23> EREEES

<220>

<221> BE5LES

<222> 5

<223> Xaa = I[EA RS

<220>

21> SEEEE
<222> 516

223> Xaa = BiHE

<400> 566
Gly Cys Asn Ile Xaa Leu Pro Phe Trp Gly Cys Gly Arg Asp Phe Xaa
1 5 10 15
Cys Val Ser Glu Cys Ile Cys Gln Tyr Tyr Gln Ser Cys Gly
20 25 30

<210> 567
211> 5

<212> PRT
Q213> AT

<220>
Q23> EREEES

<400> 567
Arg Trp Tyr Glu Ser
1 5

<210> 568
<211> 30
<212> PRT
Q213> AT

<220>
Q23> EREEES

<220>

21> SEEEE
<222> 20

223> Xaa = BiHE

<400> 568

Gly Cys Asn Ile Met Leu Pro Tyr Trp Gly Cys Gly Arg Asp Phe Glu
1 5 10 15

Cys Leu Ala Xaa Cys Val Cys Gln Tyr Tyr Gln Ser Cys Gly
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i B A En E

L —REFTAE A R 2 R T A (VEGF-A) 2k - Hof e TFIE 22454
FRATLA,

Z,CiL1C,L2C5L3C,LACSL5CZ,
Hrp e
2 HIEZ IR NiIsi H1AR G s
Ly HEZIN . Clm HAR G
Ci-Co (- HERIL RS DAK
L1 BE1-12 558213 5183 L4 BE24 DI LS B35
Hoip
L1 {4 NIMLPFWG (SEQ ID NO: 33); DVMQPYWG (SEQ ID NO:
35): NIMLPYWG (SEQ ID NO: 141): NIXLPYWG (SEQ ID NO: 143) >
Hifr X (RIEE W - DVXQPYWG (SEQ ID NO: 214) » Hrjt X fA1EH
Wil 5 NIXLPFWG (SEQ ID NO: 277) » Eiff X {&1F A R#lE 5 =X
NIXQPYWG (SEQ ID NO: 433) » Horfr X {4 1F [ foits
L2 f4 GRDFE (SEQ ID NO: 97)5¢ GPDID (SEQ ID NO: 118) ;
L3 {4 LEQ ~ LQQ ~ VER ~ MSD » MNQ ~ MQT - VYQ - FIN ~
VSQ ~ VTE ~ FYE » MEQ ~ VYR ~ FVR ~ LSN & XEQ » H it X {&1F
ARl
L4RT; DAk
L5 {4 QYYQS (SEQ ID NO: 45)8; HWYNS (SEQ ID NO: 46) -
2. WOHEEEFEIES | H L - Hdr:
W7y B G
L1 {4 SEQ ID NO: 33 5, 433 ;
L2 {4 SEQ ID NO: 97 ;
L3 % LEQ ~ MEQ 2¢ XEQ » Hrfr X {&R1F H il
L4141 DIR:
L5 {4 SEQ ID NO: 45 -
3. wHESEAMEIEE 1 L HrhEE e d Y s e A 7|
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TR -
GCNIMLPFWGCGRDFECLQQCICQYYQSCG (SEQ ID NO: 103) ;
GCNIMLPFWGCGRDFECVERCICQYYQSCG (SEQ ID NO: 104) ;
GCNIMLPFWGCGRDFECMSDCICQYYQSCG (SEQ ID NO: 105) ;
GCNIMLPFWGCGRDFECMNQCICQYYQSCG (SEQ ID NO: 106) ;
GCNIMLPFWGCGRDFECMQTCICQYYQSCG (SEQ ID NO: 107) ;
GCNIMLPFWGCGRDFECVYQCICQYYQSCG (SEQ ID NO: 108) ;
GCNIMLPFWGCGRDFECFINCICQYYQSCG (SEQ ID NO: 109) ;
GCNIMLPFWGCGRDFECVSQCICQYYQSCG (SEQ ID NO: 110) ;
GCNIMLPFWGCGRDFECVTECICQYYQSCG (SEQ ID NO: 111);
GCNIMLPFWGCGRDFECFYECICQYYQSCG (SEQ ID NO: 112) ;
GCNIMLPFWGCGRDFECMEQCICQYYQSCG (SEQ ID NO: 113);
GCNIMLPFWGCGRDFECVYRCICQYYQSCG (SEQ ID NO: 114);
GCDVMQPYWGCGPDIDCLSNCICHWYNSCG (SEQ ID NO: 14
0)
GCNIMLPYWGCGRDFECMEQCICQYYQSCG (SEQ ID NO: 142) ;
GCNIXLPFWGCGRDFECVSQCICQYYQSCG (SEQ ID NO: 145) &
T X Ry A RZEE(Nle) 5
GCNIXLPYWGCGRDFECMEQCICQYYQSCG (SEQ ID NO: 146) -
Lo X BT ARE(Ne) ;
GCDVXQPYWGCGPDIDCLSNCICHWYNSCG (SEQ ID NO: 224) >
Hofr X Ry IE B hals
GCNIXQPYWGCGRDFECMEQCICQYYQSCG (SEQ ID NO: 436) -
Hrp X BIEANEN: © DAk
GCNIX,LPYWGCGRDFECX,EQCICQYYQSCG (SEQ ID NO: 437) >
Hr Xy ke Xy By iE AR -

4. WIHEESEAFEES 1 HES 3 HPE K - Hep e
(a) &ZIK.Z C ARhifRISaLE i
(b) BZIKZ N ARitwhg &85 © =
(¢) &Ik C ARhifads ke N ARibihg &8 b -

C200069PBX20221129C.pdf 2

105130077 FEHESE A0202 1113306446-0



1799366 1051300775 111411 H29H

5. AIHEESOMIEEESE 1 AR 3 T IHZIK > FraZz Ik VEGE-

AEVE

6. IHIFEEAFEEE | RS 3 T —IHZK - EUAFME 5 -

7. AR SAEIEE | RS 3 HME IR - B S -

8. UIHIEEHAIRIEIS 7 TR - AR BURTERIAL R » BOEIR
S -

9. RSB > EAROISAHEE SRR 1 A 3 M E I
ZIK -

10. —FEFRIRHEHES - HESWHEESEAHIE S 9 T M -

11— Fddfiit - o B SRS 10 I 2 FREHEES -

12, —fdpEAIk 2 )74k e a s SRS 11 75 2 400 54
HEIEYa ez AR RIS 2K

13, —flE AR EAEEE | HE% 3 HPE - HR 7% HE
T B2 EEGEZNIK -

14, —fEA &Y - HESWHESEAERS 1 125 3 AP E - HI K
BegEEE [ ARz 2 B o

15, —MEEECY) - HEoWHESENEES 1 THEF 3 P E - THI MK
Z(FM-I- 2 EHE) (poly(lactic-co-glycolic acid), PLGA) -

16. IHESEAFHIES 15 T 2580 - HrbaZ PLGA £ PLGA 5 -

17, —FEHFEFEANFEES 1 HES 3 P E T K R Ee s 2
iR > HZ B R A AR (EEG < LU A Bl S/ BRI g 2 A 502
R RHE L IR BB -

18, —FdEgIIHEE HAFIEES 14 TH A SV N RS aE L < Hig » Hp
iZ 58 S A R VBRI BG < DAIUE A8 100 e/ BIiVE 8 1 5002 T Ry R
ZHRFBPRIA -

19, —fEAIHESEFHIR S 15 57 16 T8 JAA0 YR Bl Be g 1L, FHZ
HrZ B i AT AR EE < DU 2 /BN E B A B2 TR B
FHEL MBI -

20. HOFEEEFEIEE 17 THEE 19 T -T2 Fig - s iR
Ry E LT B IRAH R BV IR ST AR B s + 1 A M R e e 528

[E—

A\

O
A\
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HREEHEHT TS T E(CNV) ~ FEH B = BEEE R (AMD) ~ BEPRIETE K
HC A S SRR AR BT AR 2~ BEPRI VE s B /KAE ~ S BRMEATAR
JEFAA-PE G %(von Hippel-Lindau disease) ~ KR4Sk HEAE B - W4
HAFFHRPHZE(RVO - BLFEAR AR o RRE AR 28 (CRVO) Rt A i 70 A 7
HRFHZE(BRVO)) ~ M MVE T2 ~ (AR 1L TR s 7 St
IR EE(ROP) -

21. WIS EFEEE 17 THEE 19 T -T2 g HrpgBees L4
KRR A rTEAFUER -

22, EEEEEAFEEES 21 IH 2 AR - B i AR BERIREEAY) -
SEASRERITIE ~ IREEZE/ fhes ~ RV TR ER A A s mT
[ VIR A AR AR -

23, WIS EFEIEE 17 THEE 19 T TH 2 g Hrp g BRes L4
ARG LU B R A A kA% -

4
t

Iy

‘h‘l‘

4
t

Iy

‘h‘l‘
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A B
1.2 1.21
AT S SRR
o 0.8. R o 0.8
9 ; \ ) e YEGF-A(B-109) +KDR ° —+—VEGF-A(8-109) +KDR
; o VEGEAB-100HRLT-1 5 et EGF A 1O FLT A
3 0.6 ~=~@=VEGF-A 165 +KDR 0.6. b YEGE-A 165 +KDR
= & VEGFBFLT- X + EGF/EGFR
B ® VEGF.CHFLT S * PDGFYPOGFR
D 0.4 ¢ VEGF-D#LT4 L 0.4 o NGFsNGFR
#\1], ) ¥ PIGL2+FLT-1 fﬁ v IGFHGFR
% g2 S 0.2] “
e T TR 0 e
0.0001 0.001 0.01 0.1 1 10 0.0001 0.001 0.01 0.1 1 10
[AR] uM [BRIuM
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EM54 / EMG3

EM54: GCNI MLPFWG CKQDSDCLAG SCG
EMG3: GCCVMQPYWGC'KQ DCLAG SCG
J

EETI-II: GCPRILIRCKRDSDCLAGCVCGPNGFCG

&




1799366

1.83A
Ryork: 0:20 Ryt 023

FigEciE
RERE: 743 A2

e e ey I s . ey -j



1799366

EETEREE:
EF<45AFE) <4 A

(Bt '<3.5 A @&
54.90

G6 Fab




1799366

C200065DA pif 8

- e 2« e




1799366

hVEGF-A ¢ 400 — B BSER

W 5490 ZHEAEY)

B 9

~C200069DA, pik g



1799366

HEE: EEF Fab

(PDB ID: 2FJH)

e 7R
(PDB ID: 351K) (PDB ID: 1VPP)

& ZBEEMIv108

—p = v el 1, -



1799366

HL12.54.90
m12.63.12

KD (nM)
oy
N

o
(+:]
"

2 =
50 -
W 12.54.90 1.6 -
40 M 12.63.12
230
o
c .
20 -
- 0.4 I
0 - ; - — L R
> oF

SRGEPRApY il



1799366

p=0.028
> p=0.045
) p=0.089
p=0.255
60000
50000
o
E 40000
=
fim p=0.0958
ﬁ 30000
ﬁ 20000
R
10000
o} y L . . Mwo—
WT EETI G6.31 (20ug) 54.9(40ug) 63.12(40ug) 63.44 (40ug)
e
12

C200069DA.pdf 12



1799366

e ——54.90 ]
g 2 —e—54.90.12 .
——54.90.13 ]
\ —54.90.62 ]
\ —54.90.67 ]

£450 nm T2 %k




1799366

R S% Nk DT R
wWT G ClP R} N

E9 | CO GCQLMQPFWG
154) C54 GCNIMLPFWG
€63 GCDVMQPYWG

o000

"

o000

o000
o000

VEGE-A J EMS4
VEGF-A / EMG3

o



1799366

0.8

© 3
(-] o
(00 =z~ wugsy T)EEs)

0.0001 0.001 0.01 0.1 1

103

["VEGF (8.109)] nM

15

=1
[E]

15

C200069DA. .pdf



1799366

Ty 14 Bkl I aa
i Pl [ i i
- 0.6344-1 | 12 —e—\05344-8
[ -0~ ¥0.63.44-2 | ] M = VD53 440
L —e/).63.44-3 | 4 ——VB63.44-10
- F —@—VB.63.44-4 | ] - 1 [ ) ——VBE344-11
8 [ ——V8.6344-5 | ] ) o~ —8—V3.63.44-12
N L ) —r— V363446 | 4 N = —ir—VB.6144-13 K
= i \ —o—VB.E344-T | ] e o8 ~—0—\V2.63.44-14 ]
n 2N : I
g B N \ ] é S N R 3
- L T N \ 4
o8 -El 0.8 ¢ z
Sot r 1 — \5 1
- |k ANV
04 . 04 &
iz 5 4 (4 {‘)’\; i
[ ] [ o\ } ) ]
02 : 02 NN -3 1
[ ] [ ;
0 -JJ. Adul ProT .;u..: v -2 ] [1] T i T agaaaal s agund -
10° 00001 000t 001 04 1 0 100 10% 00001 0001 001 04 1 0 100
fhVEGF (8-108)] nM : [hVEGF (8-108)] nM

| E 16

C200069DA .pdf 16



	Page 1 - First Page
	Page 2 - First Page
	Page 3 - Abstract
	Page 4 - Abstract
	Page 5 - Description
	Page 6 - Description
	Page 7 - Description
	Page 8 - Description
	Page 9 - Description
	Page 10 - Description
	Page 11 - Description
	Page 12 - Description
	Page 13 - Description
	Page 14 - Description
	Page 15 - Description
	Page 16 - Description
	Page 17 - Description
	Page 18 - Description
	Page 19 - Description
	Page 20 - Description
	Page 21 - Description
	Page 22 - Description
	Page 23 - Description
	Page 24 - Description
	Page 25 - Description
	Page 26 - Description
	Page 27 - Description
	Page 28 - Description
	Page 29 - Description
	Page 30 - Description
	Page 31 - Description
	Page 32 - Description
	Page 33 - Description
	Page 34 - Description
	Page 35 - Description
	Page 36 - Description
	Page 37 - Description
	Page 38 - Description
	Page 39 - Description
	Page 40 - Description
	Page 41 - Description
	Page 42 - Description
	Page 43 - Description
	Page 44 - Description
	Page 45 - Description
	Page 46 - Description
	Page 47 - Description
	Page 48 - Description
	Page 49 - Description
	Page 50 - Description
	Page 51 - Description
	Page 52 - Description
	Page 53 - Description
	Page 54 - Description
	Page 55 - Description
	Page 56 - Description
	Page 57 - Description
	Page 58 - Description
	Page 59 - Description
	Page 60 - Description
	Page 61 - Description
	Page 62 - Description
	Page 63 - Description
	Page 64 - Description
	Page 65 - Description
	Page 66 - Description
	Page 67 - Description
	Page 68 - Description
	Page 69 - Description
	Page 70 - Description
	Page 71 - Description
	Page 72 - Description
	Page 73 - Description
	Page 74 - Description
	Page 75 - Description
	Page 76 - Description
	Page 77 - Description
	Page 78 - Description
	Page 79 - Description
	Page 80 - Description
	Page 81 - Description
	Page 82 - Description
	Page 83 - Description
	Page 84 - Description
	Page 85 - Description
	Page 86 - Description
	Page 87 - Description
	Page 88 - Description
	Page 89 - Description
	Page 90 - Description
	Page 91 - Description
	Page 92 - Description
	Page 93 - Description
	Page 94 - Description
	Page 95 - Description
	Page 96 - Description
	Page 97 - Description
	Page 98 - Description
	Page 99 - Description
	Page 100 - Description
	Page 101 - Description
	Page 102 - Description
	Page 103 - Description
	Page 104 - Description
	Page 105 - Description
	Page 106 - Description
	Page 107 - Description
	Page 108 - Description
	Page 109 - Description
	Page 110 - Description
	Page 111 - Description
	Page 112 - Description
	Page 113 - Description
	Page 114 - Description
	Page 115 - Description
	Page 116 - Description
	Page 117 - Description
	Page 118 - Description
	Page 119 - Description
	Page 120 - Description
	Page 121 - Description
	Page 122 - Description
	Page 123 - Description
	Page 124 - Description
	Page 125 - Description
	Page 126 - Description
	Page 127 - Description
	Page 128 - Description
	Page 129 - Description
	Page 130 - Description
	Page 131 - Description
	Page 132 - Description
	Page 133 - Description
	Page 134 - Description
	Page 135 - Description
	Page 136 - Description
	Page 137 - Description
	Page 138 - Description
	Page 139 - Description
	Page 140 - Description
	Page 141 - Description
	Page 142 - Description
	Page 143 - Description
	Page 144 - Description
	Page 145 - Description
	Page 146 - Description
	Page 147 - Description
	Page 148 - Description
	Page 149 - Description
	Page 150 - Description
	Page 151 - Description
	Page 152 - Description
	Page 153 - Description
	Page 154 - Description
	Page 155 - Description
	Page 156 - Description
	Page 157 - Description
	Page 158 - Description
	Page 159 - Description
	Page 160 - Description
	Page 161 - Description
	Page 162 - Description
	Page 163 - Description
	Page 164 - Description
	Page 165 - Description
	Page 166 - Description
	Page 167 - Description
	Page 168 - Description
	Page 169 - Description
	Page 170 - Description
	Page 171 - Description
	Page 172 - Description
	Page 173 - Description
	Page 174 - Description
	Page 175 - Description
	Page 176 - Description
	Page 177 - Description
	Page 178 - Description
	Page 179 - Description
	Page 180 - Description
	Page 181 - Description
	Page 182 - Description
	Page 183 - Description
	Page 184 - Description
	Page 185 - Description
	Page 186 - Description
	Page 187 - Description
	Page 188 - Description
	Page 189 - Description
	Page 190 - Description
	Page 191 - Description
	Page 192 - Description
	Page 193 - Description
	Page 194 - Description
	Page 195 - Description
	Page 196 - Description
	Page 197 - Description
	Page 198 - Description
	Page 199 - Description
	Page 200 - Description
	Page 201 - Description
	Page 202 - Description
	Page 203 - Description
	Page 204 - Description
	Page 205 - Description
	Page 206 - Description
	Page 207 - Description
	Page 208 - Description
	Page 209 - Description
	Page 210 - Description
	Page 211 - Description
	Page 212 - Description
	Page 213 - Description
	Page 214 - Description
	Page 215 - Description
	Page 216 - Description
	Page 217 - Description
	Page 218 - Description
	Page 219 - Description
	Page 220 - Description
	Page 221 - Description
	Page 222 - Description
	Page 223 - Description
	Page 224 - Description
	Page 225 - Description
	Page 226 - Description
	Page 227 - Description
	Page 228 - Description
	Page 229 - Description
	Page 230 - Description
	Page 231 - Description
	Page 232 - Description
	Page 233 - Description
	Page 234 - Description
	Page 235 - Description
	Page 236 - Description
	Page 237 - Description
	Page 238 - Description
	Page 239 - Description
	Page 240 - Description
	Page 241 - Description
	Page 242 - Description
	Page 243 - Description
	Page 244 - Description
	Page 245 - Description
	Page 246 - Description
	Page 247 - Description
	Page 248 - Description
	Page 249 - Description
	Page 250 - Description
	Page 251 - Description
	Page 252 - Description
	Page 253 - Description
	Page 254 - Description
	Page 255 - Description
	Page 256 - Description
	Page 257 - Description
	Page 258 - Description
	Page 259 - Description
	Page 260 - Description
	Page 261 - Description
	Page 262 - Description
	Page 263 - Description
	Page 264 - Description
	Page 265 - Description
	Page 266 - Description
	Page 267 - Description
	Page 268 - Description
	Page 269 - Description
	Page 270 - Description
	Page 271 - Description
	Page 272 - Description
	Page 273 - Description
	Page 274 - Description
	Page 275 - Description
	Page 276 - Description
	Page 277 - Description
	Page 278 - Description
	Page 279 - Description
	Page 280 - Description
	Page 281 - Description
	Page 282 - Description
	Page 283 - Description
	Page 284 - Description
	Page 285 - Description
	Page 286 - Description
	Page 287 - Description
	Page 288 - Description
	Page 289 - Description
	Page 290 - Description
	Page 291 - Description
	Page 292 - Description
	Page 293 - Description
	Page 294 - Description
	Page 295 - Description
	Page 296 - Description
	Page 297 - Description
	Page 298 - Description
	Page 299 - Description
	Page 300 - Description
	Page 301 - Description
	Page 302 - Description
	Page 303 - Description
	Page 304 - Claims
	Page 305 - Claims
	Page 306 - Claims
	Page 307 - Claims
	Page 308 - Drawings
	Page 309 - Drawings
	Page 310 - Drawings
	Page 311 - Drawings
	Page 312 - Drawings
	Page 313 - Drawings
	Page 314 - Drawings
	Page 315 - Drawings
	Page 316 - Drawings
	Page 317 - Drawings
	Page 318 - Drawings
	Page 319 - Drawings
	Page 320 - Drawings
	Page 321 - Drawings
	Page 322 - Drawings
	Page 323 - Drawings

