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#4 VEGF #2 Ang2 @B FHEA>TFARLAR

KA B R4 e R A KB F (VEGF/VEGF-A)Fa4t st 8 & s & -2(ANG-2)
BFAK, FlaTAtaT E R A K BT (VEGF/VEGFE-A)A % 4 & Z -2(ANG-2) 8 S 531 45
St (BldeddR ), ABRILHET %, QAR IURRS T ss, AILEM.

AARE

o KA A BT SRR 6 K IAAIE, BT IR gk A SLAE ARG . BRI AT A ot AR K 4G R A
KRR ML £ (rheumatoid arthritis)F=4% /5 54 .

VEGF #A 3 Hiim f 09 A K HF. VEGF £k i €45 VEGF-A. VEGF-B.
VEGF-C. VEGF-D. VEGF-E. J6# % K B F(PIGF)#F= 1 4~ AT £ 49 VEGF(EG-VEGF).
VEGF 7% 47 X5 b VEGF kR R A A Bl A Z AR R4 A Ik, VEGF-A vhid i
AR A RSP R AF A A /£ VEGF121. VEGF145. VEGF165. VEGF183. VEGF189
#= VEGF206. XL R AA £ 2R XA HTH A KL®RE, L+ VEGF165 £ & FHA ., &
15, VEGF & L% FajkymAn * & & & 0 E28 5 ).

M VEGF &2 4b, TAAAMEERELAE T hELFABABHRELE. AhE
A RECHERKE LG EDF E £ RE-TANG-1) A B R KA LG 4+ RE
2(ANG-2). iAA ANG-1 94k A fE AT RART 89, CERAT S 23 LA R A M F A, 48
X T, ANG-2 &k 2R FhE ER 34, L P S e ANG-1 49285 42 AR
PRI Y, d A W BN ST st oF A 155 F Bk B2 P A R A R R Z R
ATF.

WK, BAFAR T —skied) VEGF-A 2 ANG-2 44 3U4F Ftt Fuik (45)4e WO02012131078
F2 WO2014009465 ), $hn, ILA 64 34% F i ik 42t VEGFE #= Ang2 69T 4% £, HdF
S FERAK, FRERLHINERRELIK, 4300, TR HEMAK, @FEEEPIBR
WE R B T EIR, BEER VA HEME, R, MAEEHW, #FRAERNT
RER & 54 49 ¥216) VEGF-A F= ANG-2 &9 84F F 45 o0 1.

AANE

KK B IF A T # 64 ¥ed) VEGF-A 5%, ANG-2 49 VHH Fuik , vA B ) i 4t #F VEGF-A #2 ANG2
B BAF TS T . M, KLY GBS0 AR SAn ik, A B4
F%, MRARAZRAT, BREKEELS, BEAHKEG VEGF A #= Ang2 FLEFE M, #49% %
AL VEGFA #5369 B R mRigsi, Hik, KE\GoTFEEREEAR IR FLETE M,
FLAEO I R P AT AFIARIE ROR BB &, 3 ok 2 25 5 300 ) B, ARBRRA6 A (1]
Jo BB IRRR RS ) SR,

# B LA
B1RFT g Tosm.

B2 257 & A ELISA ® & #40 VEGF A VHH #uik 48 % A7 VEGF A 5 VEGFR2 94
A

7 o



WO 2022/253314 PCT/CN2022/096848

B 3 2~ T &M ELISA &0 8 ARAL anti-Ang2 VHH #ARFBET Ang2 & Tie2 4 4-494%
A

B 4 27 7 & A ELISA i%0E 4941 Ang2 VHH #u/R( A )F= A R4 Ang2 VHH #4R(B)
394 hAngZ—Fc 549 293-Tie2 o BB ALGIVE A .

B 5 277 & A HEK293-KDR reporter %4294t VEGF A VHH [l VEGFA # 7% KDR
ZAREGVEA .

B 6 %77 CCK-8 M & 44 VEGF A VHH #utk474] VEGF A 5% HUVEC ety 4 7%
FadG 7h 64 E A .

B 7 %5 7 & A HEK293-KDR reporter % # M| VEGF A/Ang2 4% 4 4 & o F
IEX04-012 LI VEGF #7#% KDR ZAR&94E A .

B 8 87 7 W4F 44 45-F IEX04-008. TEX04-010 #= IEX04-012 7 4] VEGF #5484
HUVEC % it/ 7& Fa38 75 694 7 .

B 9 27 T ELISA %0 & 49 W4 4 4 6 4--F TEX04-008. TEX04-010 #= IEX04-012 2
BT A Ang2 '5 Tie2 694545,

B 10 87 T A i m) ik ) 2 S 571 25 6 4-F IEX04-008. IEX04-010 F= IEX04-012
BT Ang2-Fc & Tie2 #9454,

B 11 27 T B AR 2| Jaem) ik w5 AR BF 649 SU4F Fk 48 A 4T TEX04-012 RSN 2K
4] hAng2-Fc %549 293-Tie2 BEERAL.

B 12 87 T A B 64 W F bk 25 4T TEX04-012 '5{% VEGF 55640 % /A & 4m i
W, Brd74) VEGF 5569 HUVEC @5,

B 13RFT#HAFFOREEFEREMSEE P 4R (B A) 23820 L (BB) #AL
B ERAF) 253,

B 14 27 T $OLHF 09 IR TR AT & A AARR o AU L B 4741,
B 15 857 T #0509 B IR & S LA R 5 0R @ AR it

B 16 7 T A HEF MRS IEN A T AR R EMEL HKE 2 & H (A) AR E @R
%+t (B).

B 17 27 T HObEF 69 PRASEFHT A (WA A IR R 2048 CD31 2 &l (A) Afaltmie
%3t (B).

&L

BT XA A A K B AT, R IR AR AK B R ARI P MR 094 ik 3. XA,
B X e sT A R AL, 0 AL AL R G RBALH T L BAR KR T L, mARTERS
REGTERE, AL G AT ARAER BIRA]. BRIAEFSAE L, KX PER TR AR FH
F ARG AL P BATR P S H ARA R @ 0 EA AR R 494 3L,



WO 2022/253314 PCT/CN2022/096848

AHTHRBAVE D, BEALTEL, FHLREBEY, D2 XA GARELTIE,
#FHH, FRARZIFR., BHBE, KIPTAHRIESGEA T #EBRGFEETE, FARE
BRATRAIE GG

RIBL” 2 5 HF HALTRAAE 0T 7 2 ik B A Yed8 A F HAL ) 5% T FRAn b8 2
HFHAT K 5% L R4S A 69 B0 F HAE .

o KX, AREFa/ R G T LI P 44E— KT 12T 4G AR S A RA.

o KL AR, KRB QAR OIE TR OB EFH ., FRHIT R, L REFRESTL
&, BHIRTE. AP, SEAKB QL RO, REFHIHY, TULZ
EHERGEE. BEHRTRUARGER . V4o, SRAQEENEKRFIGIRATE
RABF, 8 EihE sz AR F I EmGIAT ER,

RIFTR &G RiE “VEGF” Z45:0E 4 KEF. VEGF %R A &.45 VEGF-A. VEGF-B.
VEGF-C. VEGF-D. VEGF-E. J6# 4 K B F(PIGF)#= A 5~k Iz 47 4 49 VEGF(EG-VEGF).
VEGF #7& 7 X5 4k VEGF &R R & A Bl & Z AR S # 2 Z 4K, VEGF-A vhidid
AR AR A R GG AR AT A A 2. VEGF121. VEGF145. VEGF165. VEGF183. VEGF189
F= VEGF206. X R AP A £ 2 H LA BT H A EmAE, L+ VEGF165 2 £ &RIAMHA . £
—sk T E Y, AXIE VEGF A 45k § A8y VEGF A, #ldek § Aty VEGF 165, f£—
ANEHFET, KAL) VEGFA ¢ 8IS 5] 2 EFK 5 % P15692 (uniprot £48 % ) 498K
BT 5.

o KL FT A, KiE “ANG2” 35 A & R A& -2(ANG-2)(Fi£ 3.4 5 % : ANGPT2 3 ANG2),
4] 4= /£ Maisonpierre,P.C. %F A Science 277(1997)55-60 #= Cheung, A H. % A. Genomics
48(1998)389-91 F#4iX ., Angl F= Ang2 4 A % P H b sk Bk & A 09 B BB BE KAk Tie 89
PR A I, B AT AE 4 DA E A RE RERT . g £ R E-3 F2-4(ANG3 F= ANG4)
TARE N RAA P AIR LB 4G 732 % ARG 4. Angl A= Ang2 RAERLFIEH LI
RV A B A= TH] (£ F ANG1, £ Davis,S. 5 A Cell 87(1996)1161-69; % F ANG2,
£, Maisonpierre,P.C. % A Science 277(1997)55-60). 4~3f C4n b i & & £ 25 Tie2 44,
R FTaFTET, KEPH ANG2 Rk AW Ang2. E—RF_FEF, A Ang2 &4
A5 A 015123 (uniprot 48 & ) 692 ILBRF 7.

Rif “BHRFHELGHST” RIMEV RVFFHG S 4R LE ST, Bl it 4
ST, RS TOLEEVE —RRESRERE RRESR, KV E —RIFLESK
AP RATRRAUR BT R —Hird & K446 5 — R R Feir. B, RIBRALH 9T
Q43T 20 WA R BB RICAT4E e, RIBAL AT BE A S N edrss s
R/ 50 S 45 aT, Bl Rl dbsT. E—REHaFEF, KLY GREHF
T BT R SR

S RSP 4 KB 357 R A6 AT A 3R B A 2 00 T 0 R Rl 3 a9 12T o
F. ERRSTH,Z A ZENEFEGE K RO QIERE L FERTGRROY, A5
RIETFRZ ZB(PEG). KA B, REMWHRIK T B, KRB ERY. E—% L3k
£, BERAKEL, ERBAAERGFT, LVERIBEESTHE NS RER
B R AT % 3. Hlde, RELATUARLEESTHE —REbREHES
ZRATRE AR, Blde, MREEK AT AR IR G — I iR E R B 30, e aEeT
TRiEFEFTHTER, Kk, PR kiELBEAIFGKE, LAAEEMA IR, L5
KA EMAFTNAt TR £, 1217 R4 FF A2 0978 M,

JREERTA L QHERT AR LR OHEATERIABARK: Gly. Ser. Ala sk Thr, A A4y
BhROFEHRABR-LZARREESY, QIEH 4GS (GSGGS). (GGGGS)h. (GGGS)n F»
(GGGGSIG, £+ n2E Y 1(HALL 2. 3. 4. 5. 6. 7. 8. 9. 10)69%4k. A g4 kL
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OIEH RR-AERRROY . RAR-LARREOYF AT ML, H M3 a5 A
BRERRA, Bl4o(Gn, HF n R E Y 4(BHBHh 420, Hl4e 4. 5. 6. 7. 8. 9. 10 AR E
Z)eg RS, thikey, PTiAdEkZ(GGGGS)n, EF n=1. 2. 3 K 4.

ARIE AR K IR 8 RABMN R T AL ONT, Blho Btk F G A48 Z 5B #4155 Bk,
RiBEZM 240 @RS RERTELEES T Y HAEAANS ZAREAEELE (RIFLEEGK ),
ARIE AL B G W o T A E Y AN F AT AR Z My, Blde =4 ZH. W@H R
.

Jo KT PTG RIBFARE S RV AIE L 45 F 00T, Blhe W4T F I 00T 0 4o 4F
FIEARERIUR AGIEFT IR 5. BeATRLE S R T A RS ok R R B HRE G KT KAk 7 . &4
FeARsE A KT VA BA KT oA R EA 12 5 F BsAB 9 H R34 ZBeEM, JF BT A 24k
FARGE AR o Hdedr. Fetfs & R TTA R ZRRBAR, L ARG 8895 42 O Betk b 45 4
=

RiE “HAEA R QBT EREG 0. BRBGERTEP, REABRIRRES
P&

“RBRLESRAR B ZERKRTR QT LasTEIIRG—I g LGS TSR
P4k At 3R . AR A B89 6 F 6452 RIRT Fv, Fab, Fab’, Fab’-SH, F(ab’),; dAb(domain
antibody); &MEIR; BAEEFAR(PIde scFv); L4 HBRIARSGI 4o VHH; SRR | 5
A& GE AR,

“VHH” , XARA £ 3JZIAR (single domain antibody, sdAb) , ZA8d EEEHAT LR
( Variable region ) £ 493 F LA, HALEAF4TE X4 3 4~ HCDR. VHH %143H
49 3/~ HCDR st &40 /R 6945 Stk 3 A2 ), f-Bi@ L4k 0% & 6 /> CDR., Sh R A,
VHH &1 24~ B A B IR, EMTH%IIR VH LEREATE.

Ri& “¥ofn” RIGEESH T AT GRS, FARTARIER, LT AR RARKZ AR,

ARIBHR”AIR TN KR I B4 F XA Fo T8 B AT 67 BAUR = A RAF b R IR e
BE, RFAFEEA . BRARKBER, EFTRX0T, QEEARLTAGZERRAK, #T
ARAEIER . b, FRTIALATE f THARAE L DNA, Lo KILFTA, KRB R IRILER (5]
4=, VEGF 3 Ang2)¥ 5 ko 4% 5148 ZAR A 6930 4.

“HANKZ X7 K CDR R”X“CDR” Z AT RLEM XY L5 7] L3RBT RAELEHN
LAE AR (“RERIR) Fo/RAA FRBMEL (LBERE”) 69EK. CDR & %5
PR FEALLES . EHiA424E49 CDR 8 F A7 CDR1. CDR2 #= CDR3, A N-3#FF 4+ %
F . AL T HARE #ET R 4 MR A 69 CDR #474F HCDR1. HCDR2 #= HCDR3, s T ik4z
B 9T & 45 3R A 69 CDR 4 AR4% LCDR1. LCDR2 #= LCDR3, E—ANAEGBHETERRE
TR R BZIBRT S|, & CDR $# B BRF 51 4 J =T A A 5 % ~4e 69404k CDR 487k
FARE—FY RIS HE, PTIRIBIR R A 450 e KT Iuike) = 4 M F= CDR 3K e9454)
% #) Chothia (Chothia % A . (1989) Nature 342: 877-883 , Al-Lazikani % A, “Standard
conformations for the canonical structures of immunoglobulins”, Journal of Molecular Biology, 273,
927-948 (1997)) , # F#H 4R A5 7] 7 £ 4 49 Kabat (Kabat % A, Sequences of Proteins of
Immunological Interest, % 4 hk, U.S. Department of Health and Human Services, National
Institutes of Health (1987)), AbM (University of Bath), Contact (University College London), &
% ImMunoGeneTics database (IMGT) ({7 4 W L imgt.cines.fr/ L), VABZIFHIF K Eahihs
M) 843 AR A% 4% 58 K (affinity propagation clustering)#y North CDR & 3.

)4, HIETFE 49 CDR # %% %, #—A CDR #5834 TF ik,
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CDR Kabat 5 % | AbM 5 % | Chothia 5 % | Contact % %
LCDR1 | L24-L34 L24-L34 L26-L32 L30-L36
LCDR2 | L50-L56 L50-L56 L50-L52 L46-L55
LCDR3 | L89-L97 L89-L.97 L91-L96 L89-L96
HCDRI1 | H31-H35B | H26-H35B | H26-H32 H30-H35B
(Kabat %5 % %)

HCDR1 | H31-H35 H26-H35 H26-H32 H30-H35
(Chothia %5 % 4%)

HCDR2 | H50-H65 H50-H58 H53-H55 H47-H58
HCDR3 | H95-H102 | H95-H102 | H96-H101 H93-H101
(Kabat %5 % 4t)

CDR AT A3k F 5 A% CDR 5 3| (#)4e K& Y] 741+ CDR ZA4E—) £ A 48] 49 Kabat %
FALE A

Ak B, TMARLE T, RiBE“CDR’K“CDR 5 5|7k & vA L 4E—F 5 X5 %
#7 CDR F 71,

BAEZH WY, TUEARAY, SRBFATERFHRIMLE (LB ETHRTERK
KAtz pb T R RKI) B, £ 45/4E Kabat %5 24 (Kabat % A, Sequences of Proteins of
Immunological Interest, Sth Ed. Public Health Service, National Institutes of Health, Bethesda, Md.
(1991)) #9%54L%E.

HE—REHFEY, KL VHH ¥ 45 CDR 8B oA FHLN: 2+ HCDRI #:F AbM #
%, HCDR2 #= HCDR3 #: & Kabat # 5%..

KMiZEE, ATRRE G EGERFHE —FARG T & R 49 CDR #9345 4864 AT £ 5.
PP R 450k B 45 F 2 LA Bl —HuR T £ X 49 CDR A 508 P RE . Bb, &3 R AL 2L
#EAR CDR & 5| [ FURET, PTR SURGgSE Bk & T XA IR, LT R R 55| 4Pk
#9EIK CDR £, (22 0T EM T RE & E (Flhe RE 638k & LAV REE ) df-F5 3
P 7 #2464 CDR 5 AL B P72 L6 4k CDR LR F .

LA R 4F (B, A3t R R AR 64 TR ) 45 A4 B 8 FUR B A SR 69 CDR(AE ] — 45k
RH%T). R, A% CDR EHAIRE FAARZA A RF 4, 122 CDR A RA A MR F o9 R8I
1B BEA LG5I R4S, 148 Kabat, Chothia, AbM. Contact #2 North 7 i ¥ ¢4 £V #Ay, T
AR BN E & RIR, IAmREA TIRARESGRINELSEL, R34 A% CDR
g —/TF o, B RABIEARAARAT, @Bk imf=&airE, ToAHZ CDR 57
HAeHaeiRAk, Bk, KEHEH ERITTL B 9E4T CDR $9E 4K, #l4e, £—A4> CDR
HTART, RS F RABELT R RE, MR4E Kabat X Chothia & 349 H 4
CDR &I 7T AR F BABR 2R ALK,
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ARiE“Fc R7ERI TR T2 A 5BEREE E4E49 CH2 f= CH3 #9182 R3K, Z KBS
ARFH Fc RfTAR Fe R, RARIF AR Fo RIRALW%F= k05 tmfio & @ b9 R F) 4 Fo k4
&, MmEka% 5|4 CDC\ADCC\ADCP U Hhdt. sb XM B4 —RER Fc R5E464MH
BB HeFART B R)BRA, E—REHEGEF, Fo RAME R UM Z L CDC\ADCC\ADCP 242
Hhe. E—RFTHFTEF, Fo RAREEAH HAMAR L CDC\ADCC\ADCP 25 ) £

“ARAC” FAR R 45 4k B dEA CDR #9 RILFA K H Aok B ACFR 89 RILBR SR AL A9 Uik,
R ERHEFTEF, ARKTFAREFECASERKEAGE ) —A~, BN TELEMIR, L+
FTAT R L BT A 69 CDR(#4=, CDR)F A T AEAFARGAR L, H B ATA RILAR LPTA 4 FR
St FAFAREG AR . AR IR T A 42 ) — 8 R R T ARG TR EZ X .
Ptk (B4 dEAFAR) GG “ABALT X 245 O 2 BT T AR TR, “AFAR” R AR
R R CDARIAR” TTOA BAE R, A5 BA XA RIBR S 7 6K, P BIKBR A7)
3t LT TR ARG BILEL B 5], Pk Ak B AR A0 A R R IB T IEA KR, A AAR
PR REE AFARG I 5] . AFARG XA TS AR 8 JEASL R 25 A A 49 AR
1K,

e KT TR, RiB “H7. “4o7 R 4RHREE” BRESMEAMRRIUR L LE
e BT A S R R AE S 94 AR R A AL 5 B AT SARR AR A0 E
=T VA8 i BB S 5 B ) S iE (ELISA) S AAR 3K, €. 40 64 8 ALEE A9 2 ik o il 2 304 b S, 5 )
S (RIA) S A L B BT 35 M) 2 ik 3 MSD M ik KA @ E & -FiREIk% (SPR) ME.

RIBH B IAL PR ERA SRS XA G TR, TAE—RZ K
FEHMEHE, £FBET RN EH T & ATRIRCR.

GETIA BB ZNR F R E R R, AR EETERGE. BT
HEFHRZAG—ANT, EFIRARRIIR R R R AT XA TR RRE
TH e R . AR T AT AT &, SRR REI R H T EZLARIKLETEZTLRK
F OV A0%. EE FREE V) 50%. 55%. 60%. 65%. 70%. 75%. 80%. 85%. 90%
H;Z 100%.

“TREGA L BIEAE Z R FHFEE B AR, AR ERG &R, BT,
o TG HF AR P AR AR TF MR RA AR TN RAER, G A R EH T
BRAKE.

KiB“gE 2P, “f8 Lm0 R A58 L mI03E 1T I r Az R R 48 1 7 AR
BReGmpt, QIEXAmIeeE XK. B E@I OISR ot mit”, L aismBibe
tmin ek BT He e, mARF BERNEKE., BREBBRAZ LTS ERAGRITTE
HE, MATUGARE, ALY @IHERMIIGmICT hik RaB G BEAAR AL
W5 E e R BAREAX.

AT FTAE ) 64 RAB AT R AR AR AL A 3 8- R kA 29X 0 (4o $ A3 BRARAT ALK )
F BATHE P48 R kA 09X A A9 M A 1L B AL AW . AT AT T VAR ST A 44 (5] e,
AAT T B 5 F ARIT R I AATIL) R AR BEILATIT 9 FF DUF =T vAMEAL T AR 69 R A4 2K 44
P R . RiE B Rk AT A M RABER(EY, # 38 ZIRA RIUR R A B4R
TEARAT R IR A BB 1T 5 B EARITE F —FP XA B R R AR IARAT AR, B — sk R
%9, IFTA hFe AWM E.

AR RZ R ERILE . AL I RR T, RARSM(Fide, 4, F, 54,
FFe ), RKEFHY(Hlde, AFIEAR KEHWHAE), &, ABREEESHHB4, DR
KR), B—EEREFTEY, MRZIRFZA.

OB TARRS T RIEGIAIRS T, ACE5ERRARRG Ay 5B, %5k
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FEF, BHARSFHALEAIT 5% K 99% b E, 4oif i 4o ® ik (4o, SDS-PAGE, %
W IR Z(IEF), £@% wik)REH(Fle, BT 4R A48 HPLC)H 5 49.

Jo F #ATF 71 Z 0 B 5 B — 63

A E AN ZILBRF 7 RANAZBRT 5 6B — B 4k, AT A7) TR 8 49
Paxt (Bl de, TTUAK T RABWAT A —Feff ZEHRBF 5| LR 5| L —RZHF T FINEAL
R A A LA B AR RAF)). E—AMLEERETET, AR A G, Prustey R
Bl K ERZE Y 30% HEHE Y 40%. FAREHE Y 50%.60%Fa i £ FARERE D 70%.
80%. 90%. 100%# 2% /7 51 K. FUS WA ZIRBRAL B SAZ oA B AL o) BURBR 9%
KM HFR., BHE—FI T E R FE 55 Pt Ar E AL 6948 B 2B SRR KA R & 4%
B, MPTiEoF XML E A ZAIF 49

T AR BCF Bk RILAS 5 R 6 5 e A B — il A8t . B ML R
FEF B 2 ERE GCG M .69 GAP A2 4 ¥ 9 Needlema F= Wunsch ((1970) J. Mol. Biol.
48:444-453) F-i% (F£ http://www.gcg.com =T 3k 4F), 4% Blossum 62 4B 4 X, PAM250 4E 4 e 2 45
HE 16, 14. 12. 10. 8. 6 R4 FKERE 1. 2. 3. 4. SR 6, HEZBHNRILEF 7 X
BR—HE ., EX—AMREGERTEFT, #EA GCG M & F ¢ GAP £ 5 (£
http://www.gcg.com 7] 3£ #F), 1% NWSgapdna. CMP 4E % F= {24 %E 40. 50. 60. 70 2 80
Fak ERE 1. 2. 3. 4. SR 6, HEZAMIFRSF 7 ZAFE —E o5, FFAkike &
HESFRAEH ST N B G — AN A ESRRA DA 4 120 BALIEAR T 4 4
Fa#s B 453 4 5 49 Blossum 62 7 4-4EME . BT A4E ] PAMI20 AR A dk . EAKE N o
12, F425 4 4), FIA 82 A ALIGN # 5 (2.0 #2) % E. Meyers #= W. Miller 5%, ((1989)
CABIOS, 4:11-17)# & A~ RIL RS 5] A F BT 5] Z R 69 B) — B o4k, SR At e,
T A — W5 R R PTE A BRT 5] A i @ R T IR A <18 5 507 A AT 3t R R B ATAR
%, DAl TR R R A B B AR 7.

KB FTE GG CIRIRIRIR ih B B KA IR R A (Bl X LR A G RIA ), #)
Yo 55 fl AT A A AE K B BRER IR R

A2 R S 38 5 & W — AR SRR LR (Bl e b RAEF (L 2R R A1),
WRIG A EARRAEE A 5.

RIBHPLLASW IGEA GG M, AR @A 3P 6975 MR 6 L W 5 7% A 2L
HRGAE, F BT QAN FTid 64 4 Z XA BA T 32 69201 69 5 Sh e Ry

B FALE, 98738 E. P, [MiF. SR, 1Rk, K. REHCHEEGER.
FRIE IR IR SRR A BT B,

B TFTARIES, “FAFG” Q455 fk Ja 3mSR 5 Tk R 3R 69 S5 IR 69 £ R RG34

RABBAR G AR F AR 0T R AE 48538 70 5 AR 04 5 — BRI ER T, EARE
QI A O BRI BB TR RLE S B LR FINIL 0978 T m e e B 48 F 68k, —
S HAREL S 45 5 5 LT RAE AR R A BR A R K. AR A BARAE AP AR A R R AR,

CFRFH B H IR I E S RTIRE I E) 0 R AR B A R R m AR S8y
BT ARFARLLR, 5k BFTE . TR 0970/ RARA 69 358 AL LA 50 BE AL 0 T R
Sy R RAFAT AR L A, R, e B, BUBRR. AR, FIRARGEK). BIBR(A
Ky R, KO ZRFOEIRRE TN R mit. £—FkiET, A8ELE
IRIRLELLR, Blhoskidik, BT E T, FH2RRIIF KR, AEELTROASE
A AR T RATRGEGRENAEY, #eBREA. WA, 47, BEA. E4&8.
rE. FF.

SR AT R
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1. 3. VEGF A & VHH 4k

AL BA A VEGE A 49 VHH Uk, E—8 R385 E ¥, KL 494 VEGF VHH €,
Ao F 44 3 4~ CDR, HCDR1, HCDR2 #= HCDR3, f ¥

HCDRI1 @4 SEQID NO:1 Ff a4 /751, 2 AT i& /7 5 4R
HCDR2 &4 SEQ ID NO:2 i #9471, 1 Frik /4 5 48 A%
HCDR3 .4 SEQ ID NO:3 Fr R84 /5 %], b Tk 5 7 4L,

RA

HCDRI1 &4~ SEQ ID NO:6 Fr = #9/55, i Frid 4 5 40 A
HCDR2 &4 SEQ ID NO:7 X 10 B a4 57, 3R o BT i 5 51 4 A%
HCDR3 @4 SEQ ID NO:8 Fr #9531, 3l Pk 5 51 4.,

F—skeF &Y, Bk VHH 6,4 SEQID NO4. 5. 9 X 11 FrR e 8 LEBR AT, K&
A5 P7i& SEQID NO:4. 5. 9 3% 11 Frik 84 RBABAF 7] A £ 0 90%. 91%. 92%. 93%. 94%.
95%. 96%-. 97%. 98%3X 99%F —M e RIABF ), Hd SEQID NO4. 5. 93K 11 Fiik g
RILBRL AR,

FE—EHFEYF, Frik VHH €45 SEQID NO:4. 5. 9 K 11 Ff 7 64 B IL 85 5 48 1k
BA —ANBIUA (AR AT 10, 9. 8. 7. 6. 5. 4. 3. 2. 14N) BREGELBREF], AT
RREG| 4o B, SR KRB, KRB, HllefkF ik,

A T EF, FERERAFLET CDR, %4 HCDR1. HCDR2 3 HCDR3
¥,

IL. 3 Ang2 % VHH 4k

KA BAST Ang2 49 VHH ik, £—3 5675 % ¥, KL P4 Ang2 VHH €44
T4 34 CDR, HCDR1, HCDR2 #= HCDR3,

HCDRI1 &4 SEQ ID NO:16 Ff 764 /5 7], Tk 5] 20 %,
HCDR2 @4 SEQID NO:17 X 20 Fi =84 5 5], Kb P ik 5] 20 A%,
HCDR3 &4 SEQ ID NO:18 Fi 44 /% 3], S W Frid 5748 K.,

f—s g FEF, Prid VHH €4 SEQID NO:19 & 21 Frid W) 8L B A7), Xes 5
Fri SEQ ID NO: 19 3 21 Frik 64 8B AF 71 A £V 90%. 91%. 92%. 93%. 94%. 95%.
96%. 97%. 98%K 99%F| — M 64 BB A7), Rdr SEQ ID NO: 19 3 21 FT ik 44 R L BR 20 A%,

gk FE Y, Brid VHH @45 SEQ ID NO:19 & 21 Fr = 64 8 LB F 7| Atk LA
—ANBIUA (B FRAZT 10, 9. 8. 7. 6. 5. 4. 3. 2. I1AN) BREHERLEBRES, AR
T4 B, SR R BHn, A EY, P4k ik,

SRR EY, FEARRARHFET CDR, 44 HCDR1. HCDR2 £ HCDR3
¥

III. 3t VEGFA x ANG2 85 FHaa40-F
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ERLE R —ANFr @, KEPF R 4%4A VEGF A #= Ang2 #90F i ss b1, L84
45 7t 254 VEGF A 09 5 —Feifsd & Rt ek & Ang2 95 —deinst &K, A+ F %
AR%EE K &4 Ang2 49 VHH, 4|4 K& 8 694w L PTiE 6940 Ang2 VHH.

E—d Rk EY, AR —RAnE S RiLh
4% k2454 VEGF A 49 VHH:

4 4E A VEGF A 89 ARG LR LE A H X, 4o scFv, 4o Pk Ak A A A TR R A
B R

45 FM 454 VEGF A 49 VEGF %4k ( VEGF R) X JLA0 oM 45 M 3% 3% 604 S I 91 45 Hy 30
BAEEG, Bl EMIRE Fe thikb gy,

F—RTRFEF, FAEAUBRFEFUEELTELE 1A 2AKIANIRANE —RE
ZRAREA R, E-BRAFTREY, ARXPHRFEFULESSTEE 24 3R 44N HedF
AR, E—BEETREFY, ALY FRESSTEMAX I MR 4 M8, £—
B TATTREY ARY BT LE B 5T H WA 7 BUR.

BEALRG =T @, AL FEE ST, oW F AR A oA T 454
. VEGF #Lk 93244 7T B X VL-4% k-3 VEGF #6944 7T & X VH-4 k-3 Ang2 VHH

U VEGF 4R 89 4497 & X VH-4% % -30 VEGF Juik d #2447 & R VL-4% k-3 Ang2 VHH;

H ¥4 Ang2 VHH &4 HCDR1, HCDR2 #= HCDR3, ¥ HCDRI .4 SEQ ID NO:16
BT 6955, w1 Prik & 71 4 sk; HCDR2 €.4- SEQ ID NO:17 3 20 Fi &9 57, b ik
J7 %148 5%; HCDR3 @4 SEQ ID NO:18 Fi w4955, iy ATk /540 Ak,

kR, ERVE RS STl 1A KRB 1B Frw. £—EkET
£, LASFFRES s Th AR, AR FTEY, LERBFEFRELS ST
ZHe,

fE—sEFE Y, L VEGF Fukegi244+ £ X VL @4 LCDR1, LCDR2 #= LCDR3,
# ¥ LCDR1 &4 SEQ ID NO:31 AR 49 5 7] 3 b 405 ; LCDR2 €4 SEQ ID NO:32 Ff 749
B o) R w28 %, LCDR3 &4 SEQ ID NO:33 Ff 84 5 7 &, o HL 48 A%

f— i E Y, # VEGF #uiktg &4 % X VH €4 HCDR1, HCDR2 # HCDR3,
¥ HCDRI €4 SEQ ID NO:35 A7 49 5 7 2 h 3L 40 5% ; HCDR2 €,4- SEQ ID NO:36 Ff 7= 49
%) 3w 220 5%,; HCDR3 &4 SEQ ID NO:37 B 64 /5 71 3%, oy E- 2R 5%, .

TG EY, REPEI VEGF Hiked E4T £ R VH &4 SEQ ID NO:34 Ffik
BB F 5], R4 5 FTiE SEQ ID NO: 34 Frik ¢ 885 5] A £ 90%. 91%. 92%.
93%. 94%. 95%. 96%. 97%. 98%3K 99%[] —I 69 RIEL A 7], A& SEQ ID NO: 34 ffit
HRILBRIAR,. B EAFEF, TR EHTER VH &4 5 SEQID NO:34 Ff 7 64 RILBR
B3 AL B — AN RIUAS (MR TRAIL 100 9. 8. 7. 6. 5. 4. 3. 2. 14N) REMHELAR
o, P RES4oB W, sRRFAn, KA EH, GlofhF B, E—R40E0 RkT
£, PR RE RAE4ETF CDR, %4 HCDR1. HCDR2 3 HCDR3 ¥ .
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FE— TR W, KK B 940 VEGF k6942487 % X VL &4 SEQ ID NO:30 Ffik &4
BEBFT], R4 5FTE SEQID NO: 30 Fiid ¢ B E B 5 5] BA £ 90%. 91%. 92%.
93%. 94%. 95%. 96%. 97%. 98%3K 99%[F — 41 BRI AF 7], A d SEQ ID NO: 30 Arit
HRILBRIR,., BT FTE T, FTiEETER VL &4 5 SEQID NO:30 Ff 7 64 &L B
B oAb B — AR (RE AL 10, 9. 8. 7. 6. 5. 4. 3. 2. 14) REMGRLR
B, P RES B W, sRRRFAn, KA EH, GlofhF B, E—R4LE00 RkaT
¥, PR RERAE4AET CDR, #l4e LCDR1. LCDR2 2 LCDR3 #.

T —3k Tk P, KA A 4940 Ang2 VHH .4 SEQ ID NO: 19 2 21 Pk 44 RILBR 5 71,
R A5 PriE SEQ ID NO: 19 X 21 AT g RILER A 7 B A £ 10 90%. 91%. 92%. 93%. 94%.
95%. 96%. 97%. 98%3X 9% — 49 RIS 7], Kb SEQID NO: 19 K 21 Ak a9 &I
BRZA AR, FE—3FkFEF, X VHH .45 SEQID NO: 19 X 21 F)T%é’]f&%ﬁi/%§ Aa L
BA —ABIA (FERAIL 10, 9. 8. 7. 6. 5. 4. 3. 2. 14) REMRLBKRFF, FF
RREF Ao B, SR F A, WL EH, el B, -2 REEm5EP, BT
®RERA AT CDR, #)4e HCDR1. HCDR2 & HCDR3 ¥ .

Fe—se g, Pk 84 SEQID NO23 WAL AFF), Rditmm. £—ik
kT ET, EI VEGF Uik ey 24T TR fo & 467 & R Ja] 69 4%k 4 SEQ ID NO:23 ¢4
FHBF S, b AR, o #lde n=4, £ KT £ T, #L VEGF 7T R K 54t Ang2 VHH
Z_[A) #9453k €14 SEQ ID NO:23 #9 8L BF 71, R Haam, HFHlden=2 33, #l4=3.

g FTEF, KXY I VEGF A x ANG2 8 34F F 44 45-F €4 SEQ ID
NO:28 ¥ BB 7], K45 FriE SEQ ID NO: 28 Fiik ¢4 BB F 5] B £V 90%. 91%.
92%. 93%. 94%. 95%. 96%. 97%. 98%K 99%F] — i #) BRI B F 7], R SEQ ID NO: 28
i BB R, E—RREFEF, FERGFFELEESST 45 SEQID NO: 28 ﬁfﬁ‘
BRI P A B — AR (K RABE 10, 9. 8. 7. 6. 5. 4. 3. 2. 1A R
HRIELBF ), IRAREGl B, BRI B I, Kk B, ¥lefkT Tk, E—*%%ﬁ
W FAFTEY, PR RE RELTFH VEGF Fudk+T % X f23t Ang2 VHH # CDR ¥,

EAK S — AT @, R 0SSR 6T, e S b SR LA DL 44
% —3#. VEGF VHH-# 3k -% =4t VEGF VHH-##% 3k -4t Ang2 VHH,

# ¥ 3t Ang2 VHH #.4-HCDR1, HCDR2 #= HCDR3, # ¥ HCDRI #.4- SEQ ID NO:16
b9/ %], b Arid s 7 4em; HCDR2 @4 SEQ ID NO:17 2 20 i w8977, Hdprid
Jr7)285%; HCDR3 &4 SEQ ID NO:18 Fi <69 551, i ATk 7 5 28 3%,

F—kgEGEY, LA FEEES S THEMeE 1ICHiT, E—RRATEY,
RS FRE LSS TH AR, BTG E T, LA FHELS ST AH M.
f—skFE %Y, % —4% VEGF VHH 5 % —4#. VEGF VHH 48] & R R,

JE—k gk %Y, 3 VEGF VHH &4 HCDR1, HCDR2 # HCDR3, X+ HCDRI &,
4~ SEQ ID NO:1 Fi w89 55, R PridF )48 m; HCDR2 €4 SEQID NO:2 Ff =4 571,
R TR 7 20, HCDR3 &4 SEQ ID NO:3 Fi T894 5, 3t FTik 5 71 2H A,

Rk

10
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HCDR1 &4 SEQ ID NO:6 Fi =& /5%, w1 Fiik & 7|48 %; HCDR2 .4 SEQ ID NO:7
10 BF &894 5], RGPk AFFI48m; HCDR3 &4 SEQ ID NOS8 Fi a5 7], S prik &
7] 28 A,

FE—sEFE Y, PRI VEGF VHH €4 SEQ ID NO:4. 5. 9 X 11 Frik ey BRI B
5], XA LHHE SEQIDNO:4. 5. 9 3 11 Ak g A ILBE 57 LA £ 90%. 91%. 92%.
93%. 94%. 95%. 96%. 97%. 98%3Kk 99%F] —H & BAILEF 5], K d SEQID NO:4. 5. 9
R PR ey BRIBRLE R, E—RERFEY, Fid VHH .45 SEQIDNO: 4. 5. 9 X 11
BT 69 BIL BT S AP B — AN JUAS (HRi2 R A8 100 9. 8. 7. 6. 5. 4. 3. 2. 14Y)
REGRIBRT ), TRR Tl B, SRR, KidEi, OloRT B4, £k
ik ty EHFEY, ik RERAELET CDR, 44 HCDR1. HCDR2 3 HCDR3 ¥ .

F—ak g% i VEGF VHH .4 HCDR1, HCDR2 #= HCDR3, i ¥ HCDRI1 &,
4~ SEQ ID NO:6 Fi =4 5 5], P& F 528 5%,; HCDR2 @4 SEQ ID NO:7 2 10 Ff =44 /%
7], RbyPrik A28, HCDR3 €4 SEQ ID NO:8 Fi =64 /5 7], ATk 5 7| 4L K..

Je—3k 7% ¥, Piiddt VEGF VHH .4 SEQ ID NO: 9 X 11 Fiik ¢4 8B AT 5], R
4 5 Frid SEQID NO: 9 2 11 Frid ey 8B 77 A £V 90%. 91%. 92%. 93%. 94%.
95%. 96%. 97%. 98%3X 99%F] — It B ILEF 7], AR d SEQ ID NO: 9 2 11 Frif sy R
R, E—REAEFETY, Frid VHH €45 SEQ ID NO: 9 X 11 Fi = 64 2L B 5 5| AR L LA
—ABIUA (KR TAIL 100 9. 8. 7. 6. 5. 4. 3. 2. 1A) REMHELBKRET], FIER
T4 B, SR Rifdn, HEM BB, kT S, ARG ERFTEP, AR
R4 4F CDR, 442 HCDR1. HCDR2 £ HCDR3 ¥.

JE—3k T3k £, KA B 6940 Ang2 VHH €4~ SEQ ID NO:19 2% 21 P ik ¢4 RIL B 7 51,
R4 5 PriE SEQ ID NO: 19 5 21 ATk g BABAF 7] A £ 0 90%. 91%. 92%. 93%. 94%.
95%. 96%. 97%. 98%3k 99%F| — ey RAB S 7], K SEQID NO: 19 2 21 Ak #g &L
BRZAAR,. FE—SEHFE T, Frid VHH €45 SEQID NO: 19 3 21 Fi & 4§ RILER 5 5] 48 1k
BA =B (R RA2E 10, 9. 8. 7. 6. 5. 4. 3. 2. 1A) REMALBF], Ff
RREF Ao B, AR KA, it B, BlofRT Bk, ARk EhFTEF,
R R % RAH /LT CDR, 44 HCDR1. HCDR2 % HCDR3 ¥ .

F—se g EY, FrifdEk 8,4 SEQ ID NO23 49 A LM A7), Rbim, £—ik
LT E P, % —3 VEGF VHH #= % —3. VEGF VHH X ] 4945k R % —#. VEGF VHH 5 ¢
Ang2 VHH Z 3] #54% 3 €14 SEQ ID NO:23 ¥ R BF 7, Kby 20K, 4o n=2.

Ry EY, KLYPEIR VEGF A x ANG2 4 ¥4 5t 45 4 4F 8.4 SEQ ID
NO:22 89 8B 5 5, R &4 5P7iE SEQ ID NO:22 ik ¢9 AL B 5 7] A £V 90%. 91%.
92%. 93%. 94%. 95%. 96%. 97%. 98%K, 99%F] —k #y B I E F 5], K& SEQ ID NO: 22
Fridd BB R, E—R TG ET, PFEEFRMLELS 5T €45 SEQID NO: 22 Fi =
8 BILER T AL B — A RIUAS (i AL 10, 9. 8. 7. 6. 5. 4. 3. 2. 14Y) BRE
HRIALBFF), IRAREG B, BRI B I, KRB, PlefrkT T8, £kt
W EHFEF, PTERERE LTI VEGF VHH #2347t Ang2 VHH #) CDR ¥

11
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BEREPG B —A T @, KL GIUF LSS0 T @b —F R A& T
VEGF R @8 9h 45 #3%-Fe-4 % -3 Ang2 VHH

H ¥ 3 Ang2 VHH ¢.4-HCDR1, HCDR2 #= HCDR3, # % HCDRI .4 SEQ ID NO:16
B w6955, b AT F 54, HCDR2 .4 SEQID NO:17 & 20 Ff =845 5], Hdrrid
F5) 48 m%,; HCDR3 @4 SEQ ID NO:18 Fi T 9 /5, 3w P ik /51 48 %,

BTG RY, LR RS T B 1D FF R, ARG R,
LR RS T R R, ARG Y, LR F LSS T AW,

B3 T E T, PriR499L Ang2 VHH €4 SEQ ID NO:19 X 21 Ffif 6§ &AL AF 7,
R AA LA SEQ ID NO: 19 3 21 ATk 89 RIEBR A 7 A £ 0 90%. 91%. 92%- 93%. 94%.
95%. 96%. 97%-. 98%3 99%F| — ey RABF 7], Ky SEQID NO: 19 2 21 A #g &L
BRZAAR,. FE—SEHFE T, Prid VHH €45 SEQID NO: 19 3 21 Fi = 4§ RILER 5 5] 48 1k
A — /AR (iR RAZIL 10, 9. 8. 7. 6. 5. 4. 3. 2. 14N) REMELBREF, AT
RREF Ao B, SR F I, KL EH, Hlleffs T, A8 EEhsyEP, FF
#®RERAATF CDR, #)42 HCDR1. HCDR2 5 HCDR3 #,

JE—k 7% ¥, VEGFR JAIME MR h & G A8y VEGFR 80 s sk, f£—k 3%
F%& ¥, Prid VEGFR Je.o)4: #)3% 6.4 VEGFR1 % —Ffk A 25 3% (44 FLT1 domain 2) #=
VEGFR2 % = HURAE 45 Hy 38 (%) 4= KDR domain 3). f£—3#k %375 £+, Frid VEGFR fRsh4
#1364 A VEGFR1 % —HARAE 25 My 3R Fa A VEGFR2 % Z AR5 MR — B B3 5 £ P,
FiX VEGFR @514 #3% 6.4 SEQ ID NO:26 49 8B /7 7], R &4 5 ik SEQ ID NO: 26 Ff
R BABRF T EA E ) 90%. 91%. 92%. 93%. 94%. 95%. 96%. 97%. 98%K 99%
— g BB F 5], Kb SEQ ID NO:26 Ffik ¢ RILBRLA AR, £ —2 T35 £ F, Ffid VEGFR
fosh4E MR &4 SEQ ID NO: 26 B 7~ 04 2R BR T 911 A8 B LA — AN UAS (it R A8 10, 9.
8. 7. 6. 5. 4. 3. 2. 1) REMARBAEY, IEARTH B, SR KT, Hitk
B4, BlhethF Hik, HLMPTIE VEGFR IO HIRARE 5 SEQ ID NO:26 FT 7= 64 45 #3548
Ak () A £ Y 70%. 75%. 80%. 85%. 90%. 95%. 96%. 97%. 98%. 99% ) 445 VEGF
LS F AT .

fe—se L E T, Bk Fo HRBRTFAIgGL. IgG2. 1gG3 X IgG4 #) Fe, 4o AR
Fo, RAARKL4n8) Fe iR, 835 E ¥, Pk Fc &4 SEQID NO:27 98K B+
7], 45T SEQ ID NO: 27 Fri e 2 LB A 7 LA £ 20 90%. 91%. 92%. 93%. 94%.
95%. 96%. 97%. 98%3K 99% | — it eg BILER A 7], K1 SEQ ID NO:27 Ffik 49 R A BRLE AR..

JE—3 T3 E P, Prid VEGF R @54 #3%-Fc 4 VEGFR Josh 45 #3855 Fe 89 kb &
&, fil4e Aflibercept R EATAEY.

Jf—Z %, Brid VEGF R Jash 4 #3%-Fc &4 SEQ ID NO:25 ¢ 5 LB 5 51, X,
.45 P& SEQ ID NO: 25 ik 69 8BS 71 B A £ 90%. 91%. 92%. 93%. 94%. 95%.
96%. 97%. 98%3K 99%F] — M4 RILE A7), K d SEQ ID NO:25 Ffik ¢ R IL B4R, f£—
k&%, Prid VEGF R s #3%-Fc €45 SEQ ID NO:25 ﬁfrfaﬁa%ﬁx/w A8 v B
A —ABIUA (R FTAE 10, 9. 8. 7. 6. 5. 4. 3. 2. 14) REMALBEF], Ak
REG S B, KK, ML E IR, HlhofRF B, Kt PTiE VEGF R ook 4 #13%
-Fc #2855 SEQ ID NO:25 Ff = ¢ 4 M 3Aatl (Bl B A 210 70%. 75%. 80%. 85%. 90%.
95%. 96%. 97%-. 98%. 99%) 415 VEGF #4446-F4 7).

12
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Je—3k Tk &, PriddEk 6.4 SEQID NO:23 ¥R EBF 5], b H LK, #l4e n=3,

s T EY, KEPI VEGF A x ANG2 g 3Us il sk &0 F oy — 544
SEQ ID NO:24 4§ £ LB 5 51, 3, €45 AT SEQ ID NO:24 Frif g 8L 85 7 A £1) 90%.
91%. 92%. 93%. 94%. 95%. 96%. 97%. 98%3K 99%F] — 4y R LB F 7], Rw SEQID
NO: 24 Frik & BILBRLE R, JE— 3L RFEH £ T, AT R4 14560 F 45 SEQ ID NO: 24
B 77 6 RIS BT DI AR B LA — AN JUAS (s AR 100 9. 8. 7. 6. 5. 4. 3. 2. 14)
REGRIRT ), TR R ROl B, SRR P, KidwFEi, Ok B4, £k
Wik by EHFEY, HERTAAFETH Ang2 VHH 49 CDR F. E—EEHFEF, L
HA R4 44 VEGF R Ao 45 M35 -Fc %8 5 SEQ ID NO:25 Ff 7 4 & M3 Aa4 (Bl BA 2 1)
70%. 75%. 80%. 85%. 90%. 95%. 96%. 97%. 98%. 99%) 445 VEGF #9446 F= 7.

BEARER—/NEFEF, KRIRGTARES ST UL ANRENRIABEE,
ARG EY, RARRTOFELAARGER. BARSK. Hikey, KRG RL
BRECE A BRI B4, HidMART F ik,

B FEH T ET, REAPPTEMEIER R R L A £ CDR S R 3R (#l4efE FR F ).
H—EmFTEY, RAVTENEABRR LA A ERAERETR, o Fc B L, Ehid
89T, Prid Fo K Ly RURBR R T H| 35 MR T Lk 69 ADCC #=/3, CDC 4% A,

E—ZHGEY, BRARTHRER. RTFERIZHBZ-ANBARZMHRE X N6 H —
BHBRE, Bl NREIIAREZ Y —BRERIAR TR, —PDREEIARE H —mit Rk
BREH, R—MNPHAEERER —PHEARE S,

BTGRP, TAERILPHREFIRG Fc R IIA—AREANEEABRRE, it
A Fo REAR, PABCEFIRG—Fr R E AP iaF i, Bldote i ¥R 00, AMRE S, AMKR#HM
Mimfo At . Fo R AR oA/ RIURAR M m e & k. Fo R ERT @358 —RE AN RABL
B bR AR R R (4 Ei2)8A Fe RAF 7| (B4 A 1gGl. 1gG2. 1gG3 & IgG4 Fc X).

XU FTEF, THREEZFRAGTERBFTREAT A 54, St as =
FRAE R T 49 scFv.

BB EHRFTEF, KX PHREGIRRLE ST TH—F B840 448 AR T &
sn B 32 R AT HAAE &G 3. EOPTRATA R 93 o adE, BRRT, REERES
Wy, KRRS04 AEFRAIE L6 035, 12 RRT, BT _B(PEG). L_B/A_BLEN.
BRYEG G E. FRME. ROUHEE. RUHWARE. R-13-2. R-13,6-Z%. LH/B
R EREF B . BRAABCIRY I TINE T, AR BAE R (n- T A& B B T B
AZERY . BRARR/ BN CHL RS . RACHEI S LB wob), ROHE. &
HRAM.

IV. AL VHH Fdk S R4 Fodk g -0 T 69 R

BB REFEF, KRELYPH Ang2 VHH SR LB 4F F 14 A Ang2, 4o A Ang2, 4
4 A %%;F‘Jﬁ o

13
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JE—de T &, KK 495 VEGFA VHH Fu/k 69545 4 44 VEGF A, #lde A
VEGF A, #l4ad ZEH27.

B TR, ARK Y S A I T B4R 44 Ang2 #= VEGFA, 4=
A Ang2 F2 A VEGFA, Hldeid &F A7,

JE— R £, KE I Ang2 TR R VEGFA Fuh A 4F it st o 0F B H —
AF RS AP A TR

(i) #t Ang2 FARRAGF F 4 A 5F 3T Ang2 5549 Tie2 BrEALEA W FI/ER ;
(ii) #T Ang2 FUIRRBAF FhE 25 S0 F 21T Ang2 5 Tie2 XA 456 FA FLETAE A ;

(iii ) #L VEGFA $uth R 4% 12 45 65 F 27 T VEGFA A8 X L ARME 5 18 35 B A7 L by
YEA , 4eid i KDR reporter #7;

(iv) # VEGFA Fdk 4% 1 45645 #F T VEGFA 55 VEGFR X [4] 45 &~ A7 FLBT4E ) ;

(v) # VEGFA AR R F F 1 48 b 4F - T VEGF A #5569 mfie (BB R4, )
o E R R B, e AFEEIK N R i, )4e HUVEC ) 494 7& Fa38 78 B4 604k A ;

(vi) SFFtE g AT 3t A R mie (5 AF30K A R e, %4 HUVEC ) %k
EA bR

(il ) S LE AT AR A ARSI 337 2 B0 B 7RI R, A5 o 4] BRR AL
W I ik 2% ﬂ%%frim@%t ) e ) H7 & A 5| AL A9 HR, Bl defRIP R E TEH

V. REAHEBRIAR AR5 L m

T @, AZPREET B E AT VHH RS o 25 A o F R BT — 54 09 A0 B8 .
BEANEHRFTEY, REOATEHRROBIAR., E—ANERFTEF, BARZELBK, Hldo
AMEABIR, BARQEBERBRTRE. Fk. k. VERARRBEEALLEEKR(YAC). £
— ARG ET, BAREZH] 4o pcDNA3. 1, E—ANRFEHTET, RAEOASITEALRRXITE A
EEmi., E—AERFEY, BEMRAAEY., EH—ANEKRGEFY, BILEILE
B dmfie,. vl FLE0 40 4a R (F) 4= CHO 4mfi.(#)4= CHO-S)2X 293 4m e, ( #)4= 293F 3 HEK293 41
JO))BER THEARIL R RG L Emie., EH—NEEFET, BELmRL /ALY, #)
Yo KIAATH , #l4= TGL.

Blde, KE AL QA% A SEQIDNO: 4. 5. 9. 11. 19. 21. 22. 24. 28 ¥4%
—IRE RBP4 R, R L5iEH SEQIDNO: 4. 5. 9. 11. 19. 21. 22. 24. 28
PAE—IR P R 8 RILET 5 B A £V 85%. 90%- 91%. 92%. 93%- 94%. 95%. 96%-. 97%.
98% 3R, 99% 84 5] — M 64 R BR 5 51 69 45 BR .

BEAEkFTEF, RECAHBRBRGE Z@ie. BT LB AR%S VHH K04
SO T BARGIE S E Lm0 0 R FR 0 RAZREAL 0. Hlde, VHH T AESE
YA, ARIAE, VHH AAT ARG LF Y, AT AL —F 8L,

14
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B—NEHRFEF, BLEPEREY, Pletmd, PleXBiTE,. ¥l TG,

FE—AFERTETY, BEMICRILY., EH—AKRTET, BEmICL BT miE.
WIS @I RE A TR EIARL R R emie. Hlde, ABMAEDE LKL EH X
HFHR X T RHABARGEIRGGSE L BERALE L. Flde, BIMEZCEZBT ARG E
B Fe B A A ARF BT A BA R AN AKX IR, T REAE BACTIRGY 18 £ 4w
JOAT A B % iR A RS M s dh). LT A mIC RS £, #lde,
TR BEAESTEF ARG HILSMmICE . ARAGHILHE T mICR G E R
512 ) SVA40 #5189 42 B CV1 A (COS-7); AMEE %A (HEK293. 293F & 293T @fe) 4. #£¢&
AR HILS M E L mieF a5 B4 AP £(CHO) @fe, @45 DHFR-CHO /2. CHO-S
mfit,. ExpiCHO % ; AR E#B@ItE 40 YO, NSO = Sp2/0. AATIR Cukeid A 7 A ikl
THILSh M B T A .

VI. RE A VHH IR 45T 69 4 > Fasbfl

BE—AEFTER, RETHERELR VHH IV F b0 T o7k, Lk
heLaE, FEiE4A VHH U0 T RAMEA X GHMHT, BARas%mBATiE VHH X
VA FEE ST (BletEE— 5% kA / RS 55 MREE) IMBRR LA TR IR 6 £ A
BARGGIE LB, do b TR, AATR R PTR IR T mA0(RAE T w0 S ) s AT
VHH R 34% 7 464 .

AT EUFERLRGHT, 5B BAREL I VHH S 4F 1420 F (1) 4o L X A48
HeGoF, BlielFE—4 S kA / RS 45 KRR, FHEBA—ANRS ANEIR, A
T Emfe bt — E AR E L, SRR G TR T AL B AN T,

Jo KT E 4] %49 VHH ST F 4 AT T vAiB 1T E4n 69 ILH F AR Hw F 20848 &35
BT B BB, FREM . KDHMEMFLL, A kR RO R R A
HRROE T 4R AT, Bokit, FRRFRE, FLEEFRREAARRERH L. T
VA it % ke AT T ik B9AE—FF T ik A AR R AR TSR, PTIR S de T I ik
QIERTHIMEN . BIREK. S0 ELF.

VII. R|Z &%

T A AT ARARR P T4n G B AP A X ARSI P R4 69 VHH RSF e o T 3T S
., i, XA EA/RAMFFR. —F @, ALY VHH R 51
AT MR Lt AR (Bldadil/B ) EATEM, Fldei@ il O Aoty kB AMBEE ETHH K.
ELISA, 4 k¥tAT. TTALM AARR C4n T ik RN E 3 VEGE A /38, Ang2 69454, AP
F T Bk, BT EP, 10 BAE R E N E (RIA)R AL BT 3 w72k R
MSD & ik R AT H B FREHRE (SPR) AR @ ANE.

AL RERBET R F U A £ FE M) VHH KU 7RS0T enle ik, A4
FIE ML G Hlde

(i) 3T Ang2 FAR KRG F 4 A4 F 3T Ang2 #5549 Tie2 BRERAL &40 HIVE A ;
(ii) # Ang2 FURRIUAF F M S0 F 25T Ang2 5 Tie2 X ] 45609 [LETAE A ;
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(iii ) . VEGFA #AR R F Ft4 25 A F %1 T VEGFA #U7E A8 X % 12 518 34 0 FLETAE
JA, #]4wi@ it KDR reporter #42;

(iv) 4t VEGFA #uth B 04¢ 1445 44T 45 T VEGFA 5 VEGFR X [A] 454664 FLBTAE ] ;

(iv) ¥t VEGFA #AR R BA4F - 4560 F 4T VEGF A #5569 40e (#lhe B R 400, 5]
o dn B B R iR, Bl e ARERR N R e, Bl4e HUVEC) 894 7& A=38 74 64 39 ) 4E

(Vi) B4 Ba T R R mfe (Flde AR-HAR A E @08, ¥lde HUVEC) Bk
435 IAE 5

(vii ) MAFF ML AT AR A ARSI 3T A B0 a9 B VE L, 4] dodp )] BRJR AL
JE Bk % ﬂ%%friﬁmﬁ*ﬂc 45'1 ué‘fl’%lJ%frim%élﬁééﬁ’é?‘%, ) 4ot 37 dn i 7,

AEAEAT B ARG kAR R 6y e A R R mie R mft &, QiR ARKZRITRIX Ang2
ZAR (#]4= Tie2 ) 3 VEGFR ( #]4= VEGFR2, BP KDR) #j%mfe, 4)4eid & ik Tie2 3 KDR
449293 4mfi, 44 HEK293 2, Expi293; g A & mfieL, ) ko A #2k 1 & 4w fies, 45) 4= HUVEC.,

B T FEP, ME VAR A F R hFe FA7idd 34T,
STVABERR GG, REBAE R AR KRR A SR A R A E ML R GG 40 Ak AT LR sk,
VIIL. % EBRESBFtHmins

B TR, KEPRET @8 AL A HER VHH RR4F F 11248 &0 F 9 R
o, ik, PTRRRREY Qe —AF R Z A A6 77 F RArieds.

T FEY, RNE PR QA KT PTRIESR VHH R4 S 4 o5 F 69484
MR RAN T, IR HLLOM A Y. E—AFskFET, PR MT a4 R
A, E—AERHRGETY, L0, Hide, Hpasd, QA KRLYE VHH R4 74
ST, VABR—FRR S AT 6T R b0 b-.

AL BRI Q5 @8 AL 4 VHH K3 5 éé ST 8 e (LI5S IR
AKX IS REG W A R LT VL LASIE G R EH, e RKATUR P C4n Y 25 0 Bk,
HRABF A, QIEE AR

Yo RXHTA, “BRARR QIFAEE LARFERMAIER . AR FER AR
FERF) 5,

st 25 A S A48 R AR i&, 78 AL “Handbook of Pharmaceutical Excipients” |5 /K,
R.C Rowe,P.J Seskey #= S.C. Owen, Pharmaceutical Press, London, Chicago.

AL PGB R B RFIF T ST ZAH X, X X bl @35, FERAE]
WHNA, SR SERA(Blde, EHRKIERR). BN RRER . PERARF At 4Rk 89
T RIBUR T GG 76 AL X AFig J7 A 18, Hlde, KA Y G985 R W 8P 7 T LR B IR

ARG BA BT E R 4G AL 69 VHH 0 A4 5 —FF R S A Eik 69 2
FEEARA R B S @A KL A 6 VHH RR4F 7250 T K417, Rkl kT
) RAK B AGT K.
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KB 6 408 3R B M) AN KB T vA LA AR I —FPE MRS, PR E MR R AKIE IT 89
4% 8 1E FLAEFTE 69, %ﬁﬂ—ﬁTAT% | AR L R 0 EANE AR R . Flde, A
éﬁﬁk;}i'ﬁi—ﬁt EisJ7

T BTGB R . BB RIR] 09AE K LIS R G BRI S 09 £ 5
EHA, Fﬁkﬁ/ﬁiﬁkﬁ/%w, 15 o TR R A% ET K.

AREHERAET e’a%éﬂ/\&eﬁ%éﬂ o, 64 KK B VHH R UF 724 5F,
AR —FPRGF L ECHBFTH . REPAERBT Q4R GMmb I mEL &, Bl % R RE
%ﬁﬁﬂ*@%ﬁ@é.

- AR QA KRK P 6 VHH RBUFF 20T 0 BBty % — R %,
- AR OALTEF ARG EME AW F 5 R,

IX. A i&fedy ik

AL —F @B T AT RKE T RE 7T R FERGGF ik, 0356 TRXFE#-EA 7&1‘?5(52;
89 A% B 4930 VEGF VHH. A% B 6930 Ang2 VHH SR L B 69 4 i es o0 F, Reb
B9 LLE ) R PG H B H F

T~ THTT R, TR & T B (Hldott K0, Bl BB R & E R K-F 49 VEGF,
#l4= VEGF A, #2/3, Ang2.

B REFER, PrRRR R OIEERRT 508 L 24X GRIEA, Hloh A
JEERT A o AR K 4G BRI SR A

BT, PRRIRSRE R KX B TR RE G AT 49 VEGF, 4=
VEGF A, #=/3 Ang2.

FE ATy &, ALK RREAL R 694 VEGF VHH. A4 PR 694t Ang2 VHH 3K A% B 69 3%
M SN TROUSILGBMEWEL FREE BT AR &, PTEBH AT ARIATELY R
&, e B T IR o6 7 ALIRBAGHA K Sk IR KR IE .

F— TG EF, KLY MH VEGF VHH. KL 9 694 Ang2 VHH AL 9 44 38U 7
o T R @A GG R W B AR 23R R E Fa/ R JaJEAR K G IEIR 89 K AE .

HE—¥ T %P, ALY 494 VEGE VHH. A& #4940 Ang2 VHH AL B 69 30 F

e %aﬁAﬁaIJéﬂ/\%wy%w FE ALy —AF R AP 2T 57 R 4008 5 XA/
ﬁb TRV AAFR, BT ARG R &, ke B T A/ 08 I AR IR R AG A8 IR R
FRIE

A& B 44 VEGF VHH. A% B 8450 Ang2 VHH A K B 6 4F Fo bk 25 &0 F R 6
QLM R BB F] 6936 R R R RARYE T ik, e, %%%ﬂ,%%&mmﬂ\ﬁﬁ
., kg, BIEHREAEA.

X. A FH AR 67 ik fatl b4
FERE g FE Y, AL PR Ang2 VHH FART oA A AR Ang2 4 4 M AE &
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HBE, EXEiiyEd, K PIR4E6940 VEGFA VHH #k T w4 A F40 VEGFA £ 4
YAt se PG, EERTFTE P, KPR IRIGF F 4565 F T AR T4 Ang2
Fa/3 VEGFA £ A WA S b eh 515,

RABAER A T AT, 52 FRANIAEN, TP 7 T v 3 B J5 4047
W5 R mieAe s . R @A (B4, FACS). utksF 4 6-69 442k . ELISA M % . PCR-
FARH)H, RT-PCR), AEXBLEEFT LT, LD RARRIRIAALR, Bl wilEHRR,

FERBEFETEY, TRk OER AWM S KLATE G VHH R4 F 12400
FAEAHFLE Ang2 R VEGFA 448940 THA, H4mE1Z VHH S L4 A0 F f
Ang2 X VEGFA XM & W RE A4 . A5 RATHE Ang2 3 VEGFA, %7 %7 A
AR BAARA T R, E—ANEETEY, KLY GIAA TRFEEAM ALY 69 VHH R
WGF S AT b 9T 89 iR A, Blde L Ang2 3 VEGFA & A TPk X4 69 £ WA
.

R EEFTEY, REIFITH VHH X 0F TR A 0T, fFtais e mT, #i
FERE M GG AR LRI (R T AT £ E R ARIT. TR EARIT. W F L ARSI ARID),
VABAR B AW 09204, hoBER BN, Plde, BIEBER B RoTHEINER., E—REs
£F, PrAFRLslo s E R hFc FAriedh.

BRI PR — RT3 ET, HFou AR ALP G VHH R4FF L S0 TFi6 57
Z R RAFE ., Bk T s E P, AR AT R AT RIF. BT TE Y, #H
T RS AT ks AR, RE R EAb T RS 7 B AR,

F—R AT EY, EBITZAT, Blde, EARMLIETT AT RESTT RS GERRETZ
A4 Ang2 F2/23, VEGF A.

BTG R, RET A6 RE YRR T ik, Pridor ik ads: ik (e,
BN Bl 4e, ZiRE BT Ang2 F2/3 VEGF A 49 4 4, B @ # % Ang2 #2/3, VEGF A 18,
¥ Ang2 A2/3 VEGF A 185 3 FAAE (4w B 5 MR P 6948) Heds, FF B4R Ang2 /3, VEGF
AMEX T BAE, W& ZiRE 0857 H K E WL S —FP RS A b7 R0 609 KL A P
49 VHH I 4F F 1260 F, BfmisyT ik k.

AR B 4 ISk DA RIS Ty @ A S e B AT B (B R iR B B YA o T AG R B R
132 HGE F LA BT AT L3607, LA BEANRE F P TR 69447 K PTA S AT A
RE PG EF R F EPUA, ATFEAG AT HARELY, K, AL EESL LB
F AE PR 8G 7 Xk, ARSI ARA R T oA AT % 152

KA 1. ARRREEN G
F R RIRA RIFEM

1.1 SR B B AR Be (AR ARIT b 58] )2 R, 4% 0.5mg T 40%& & #L/8 VEGFA 3 Ang2( it
TOUNE] ) B KA d 11 BeBIREG, FEE T S S0 T ALE FI, EAAEWR,
SR A 2 B,

18



WO 2022/253314 PCT/CN2022/096848

1.2 K& 50ml F3esh Bl fe, B HREMIE, #RBE 2.5 107 A& af2sm A 1mL Trizol X
F, KA R RERILIE kiR RNA. IR 10ug RNA #E A 424K, 4% PrimeScript i %
FiK A& (Takara 23] ) #ATREEF. +5 cDNA M AR HATH —4 PCR B, A ER7]
4 Alp-VhL F= R &) 5| 4 Alp-2b/2cR, 3K4F% —4 PCR ##. 55 —4t PCR =15 A AR it
T8 —4# PCR R AL, 128 £ 5|4 Alp-VhF F= R &) 5|47 Alp-JHR-Sall, 3455 —4 PCR &
4. % pC3-HF #H kA= =4 PCR =44 #4# A Sacl #= Sall ( Thermo 3] ) #AT B4,
Ban =4 N T4 %38 (Thermo 23] ) R, Wikt TGl AL AR, M VHH kL
B, ¥ HERE-80CHA.

A R RBEA £ 100ml YT-AG 33504 (_BifA T3] ) F, fe A MI3KO7 $HEh75 1
HBATAL, M 2x YT-AK $55 (_LifA TE) ) E€&HA, 37C 200pm iR, 1k
E3x A Pk KA PEG/NaCl g 7 ik 4] & & v B K.

1.3 &0 H AR M A M E ARid/E VEGFA (ACRO 23] ) & Ang2 (b7 N3] )
HAT 3 R E %, BF A SOul M280 ##k ( Thermo 2 3] ) FeiE T A M FAFCIR, £k
HE 30 0475, A 1x102 cfu TS FRE RN EH 16T, HFRF RSP A 1ml PBST
Pk 10 K, FRBREANR 5 54, BN 0.5ml pH2.5 HRBME ViR, A RELNE
Y E K, B TGl SRR, $I&FHEEHIK, AT T —#A%kELHHFALZ K VHH
8 TGl i %K.

1.4 Binding ELISA A& £ &7 M A= LM 5

RATI VEGF A, Ang2 L& (L LUN3) ) A PBS &4 BAA R 0.5ug/ml .4% 96 3L
ELISA #., 4Chk#ALE. #/B QMMM PBST 73 i, ImAIHFE 300u/3L, FTH#E
HH] 1B, PBST # 3 #, Ana 80ul 21 Fl#|+20ul i 1.3 52 45Fat: VHH 4 TGl # 49 %
kb, BBES 1E.

PBST %t 3 #&, An A M F##49 Anti-Flag/HRP =4t ( Sigma 23] ) 100ul/3L, EEE %
40 4F. PBST % 6 i, A TMB 2 & & ZE 100ul/3L, BRI & 5-15 54F. FAmA 100ul/
FU IR . BEARBLESL, ME OD450nm BAAE, EIRIEE KT 0.5 4940 LA 2R N A,
RIEH ST VHH 7 69 TGl B £ 4L mAH i, ATF-80CKkA.

F#hb 2. RBIAMREEFFsitl, BARNL

AL BAAR o F A FH AR, KIFH VEGFA 3K Ang2 M E KT 746571, 5]
L 3RAFEG4A FAE VHH 89 TG # L R A 43R 1F VHH #uik & G .

B 1 572 094K VHH &L R 465 TGl i, 8475 800ml LB-Amp 3£ 5c 4+, 37C
200rpm 3% 7~ £ OD600 14 0.5-0.6. WA ImM IPTG -5 &3&, 28°C 200rpm 3 Frit &,
WEER L, BSBEmAN 1SmlPB+Imgml $#HEEEmE, FAB S, 022um JEE
ik, @@ Z MR AL 1 mlNi Sepharose b4, AN PBS % 2 K, AnA 0.5M skek it
BLEARE G, AEMEMNTEGRE. R BIFRGREINENEEGRE, 7¥EEE
F-40 FAFRA . RIFHTARBIRE SR A .

KK A FHRAF49 2 A~4L VEGF A VHH Futk (LA42F8 #= LA46E11) #= 1 4~4L Ang2 VHH 4t
#& (LA24C11) &) CDR. #= VHH 648K BA 5], ARF %5 H 5 ILE 5] 4.

Z 5 ERRAF O B E Bk LA42FS, LA46E1l, LA24C11 Huh ARG, B4 T

@ Z CDR ER&EHy;
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QENFY F 5 5| B B Ky R BA VT RIRAKE| RIEL G FR 55
Qffit T4 4244 R LR AFE A AR RAK SR LR X,

@ K4t SR8 CDR RMZEAMBERE L;

O F 3| Fatb AFAE, #E B RE P ALF|4EH CDR H e ey LB E ;
@EHEAETEZGFIVELERTOLRE (B BMARERER ),
DA o1 5. b BIR R,

KE B FEIFE 3 ANARALILAR S B IR A RAL VHH #L/&k LA42F8.5, LA46E1138,
LA24C11.10 4 CDR. Fo& 44+ & R e8I BT 735 2 ILFT 5 51 &,

L i#£ LA42F8, LA46E11l, LA24C11 A= ARMCHLIR LA42F8.5, LA46E11.8, LA24C11.10
B AT 9 R A G T

FIN b S RAF G A RACITAR R 7 5% B pcDNA3. 1(Invitrogen), 553k 1F LA F 71 69
JR kL,

ARIE I 55 e Ak A4 4R, Expi-293 20/, (Invitrogen ), #5437 — R min B EHEE 1.5
x 1004~ 2mfit/ml, 5 5 R 4w iR 55 /5 29 A 3 x 108/~ m i /ml, BRELARAR 1/10 4 F17 3% 3 3( Gibco,
A13835-01) e AR E Fik, mAERGHAERLK, RY. i)n/\:ééﬁf‘faa};ﬁ?lk}lﬁc(PEl)
(Polysciences, 23966) 2| fAi+ (45 PEI 49t fe 293F afieF 4 1:3), RABSEZRHF
10 min, 3 4% DNA/PEI ‘&4-4. & DNA/PEl o & &E@mitE, 365C, 8%44 CO,. 24h
& AhAndE Je R AR 2%64 FEED ( Sigma), F 36.5°C, 120 rpm, 8%#) CO, &1 Tk, #4iE
REH 6 RREWLEH < 60%0, IKEmhp bi#F#ATeb,

F b AR 09 & HARAE A 0.5 M NaOH i AL 2, S #LE F R BK s 4 5 4 180C-F 4%
4h, RFFAAAE. AT LR & ey e L7 4500 rpm &8 30 min, FiPmie. B LA
128 022 pl ey Edik. 48 10 ml &E&% & (B8R4 20mM. NaCl 150mM, PH7.0) -F
#7 Protein A 4% ( Hitrap Mabselect Sure 5*5ml, GE, 11-0034-95), Hid/E )5 &9 EF m Atz
AR 15 ml 6% BT, dn Sml B A R(ATBRHATAR BR4M 0.1M, pH3.5), L%
PR, 1 ml Bl 80 ul Tris-HCL, Bl £ 44 Fuih A8 08 K % 223 5] PBS ( Gibeo,
70011-044) ¥, FAARMERE. A3, B2, B 4A FB SA ¥ o9 TN KL AR, &

e R AFRIR R L, LB T TR 69 3ARE S b A gh Ak aG Ak,

KMy, TS IgG. FEi4s) B8 Bl-anti-VEGF. BI836880. Faricimab (5 %] LA %] & )
8 9 FHAZ BRI B pcDNA3.1 &, $54 Expi-293 MG, RIKFLhIikF, FikF Faap 2

R#H 3 AYREETIEARNZEL AN RERAERRGE LN ¥

KR A R T m) & R (ForteBio) M & A K B #LAR 45 & A Ang2 49 -F #5718 B % 2K
(KD). ForteBio &A=/ Ml% 5B ILA 697 i% (Estep, P % A, High throughput solution Based
measurement of antibody-antigen affinity and epitope binning. MAbs, 2013.5(2): % 270-8 @ ) it
17,

FITF4EFT AN, ARBHEEHKF, RAEH S AMQ (Pall, 1506091) ( A FH &
Kol ) 3 AHQ (Pall, 1502051 ) (] F Faiesd @A) ) 4 2% %232 56 -F SD buffer (PBS 1x, BSA
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0.1%, Tween-200.05%) ¥.

100 pl 49 SD & ik, EX KM 2 F 41469 VHH Fuik. SUBR[ELIEA Ang2 (JLF X
), BA VEGF165 (R&D) ], &A% 96 5LE &I K LH FE#MILIK ( Greiner, 675076)
¥, RBEHBILE AR, AFERBILE., LB E SM AT 54753 Baseline. Loading
~1 nm. Baseline. Association #2 Dissociation; & AN BRIEATH F Ik FASBE AR ik
B, ik 400 rpm, #EE A 30°C. 4%/ ForteBio 547 444047 Kp 4.

B B EFTA G Y, FREF R ok 1 P

#_ 1. ForteBio #2471 B LR BN 4560 F A= F 3 (FHR B F40)
ik EW Kb (M) Kon(1/Ms) kais(1/s)
LA42F8.5 VEGF 165 | ND ND ND
LA42F8 6.11E-09 1.89E+05 1.16E-03
LA46E11.8 ND ND ND
LA46E11 7.741E-09 | 1.84E+05 1.42E-03
LA24C11 Ang2 2.18E-09 | 7.61E+05 1.66E-03
LA24C11.10 ND ND ND
ND & 7 &AM
4 2. ForteBio #4708 FLIk A 560 35 A ) F 4k (PRIR B % 40)
ERES PR Kp (M) Kon(1/Ms) kais(1/5)
LA42F8.5 VEGF 165 | 2.00E-10 1.06E+06 2.13E-04
LA42F8 8.43E-10 | 2.37E+05 2.00E-04"
LA46E11.8 7.88E-10 | 4.21E+05 3.32E-04
LA46E11 1.11E-09 1.79E+05 2.00E-04"
LA24C11 Ang2 8.67E-10 | 2.31E+05 2.00E-04"
LA24C11.10 8.28E-10 | 2.42E+05 2.00E-04"
“RAENE B % %48 3L ForteBio A MMk

%364] 4 3 VEGF A VHH 34k ELISA FALBT £5

AR He45) mﬂwﬂmm VEGF A VHH #f F hVEGF A 5 % /& KDR 4469 FLE VA .
SA (Thermo %5 21125) ## & lug/ml, 100ul/3L4H T BeARmF 4°'Cid&. PBST %3 :ﬁ,
N 3% BSA%]LPH 1.5h. PBST #t3 i, AnA S0ng/ml A #F47it4) VEGF A165 (ACRO
5 VES-HS8210), 7% 1.5h, RATHIAR (REREH 150ug/ml, 3 42 A8 ) éﬁ?ﬁ@f%
&4 LA42FS L. LA46E1l £ A=fA st B IgG, vAR APt Bl-anti-VEGF ) 50ul
5 VEGFR-Fc (b7 304, 585 : 10012-HO02H gx,zw 0.2ug/ml ) & 20min /& mAA&F . PBST
7% 3 #&, AmAFL human Fc HRP 4k (Bethyl 55 : A80-104P) (1:10000) %% 30min. PBST
% 6#, TMB 2 & Smin, #1E/5 OD450nm 44,
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ALK AF49 3 A4t VEGF VHH Huik fLlr 4 R4 2. B 2 87 71249 T LA42FS,
LA46E11 #/R48% 7.4 FLE¥7 VEGF A 5 VEGFR2 £ 4~

F#4] 5 # Ang2 VHH 34k ELISA LB £5
R EHAA|EE T AL YA Ang2 VHH #F T hAng2-biotin (R&D 5% : BT623B/CF)
5 Tie2 & @ 454 44 [T 4 A

% Tie2-Fc (b7 U8 585 : 10700-HO3H ) ##% A, 2ug/ml, 100ul/3UL4% T B4R F 4°Cid
7&, PBST #t3 &, #mA 3%BSA #1H] 1.5h., PBST #t3 &, #RATH LM 2 F 4 & 65410
# LA24C11.10 5 FA A+ B IgG & 50ul 5 hAng2-biotin ( 4K Z 0.2ug/ml) % 20min /& AnA
#%F. PBST #t3 i, smA Avidin HRP ( 1:2000 ) % F 35min. PBST #t 6 #&, TMB £ & Smin,
ik 5 OD450nm 44,

RAE P FRAF 4 Ang2 VHH Futk FABT 4 R4e & 3, 1E2i£ 49T LA24C11 *F Ang2 T %4k
Tie2 £6-4 FLETAE A

& 3. thALFARE & blocking ELISA

Ang2-Bio Ang2-Bio
Ang2-Bio(Sino) | (R&D #%%5: | (R&D #5:
BT623B/CF) BT623B/CF)
110 | 1100 | 110 UL:100
g%m: Wik | MR | MR
ik 1 LG + S 5 - - 4
| SRR TR gk g | gk | RSB | Blank (AU
G i
£ | (mgmD | (gpy | (OP | (OD| (OD | (OD450nm) (OD450nm)
450nm | 450n | 450nm
50nm)
) m) )
24
Cl 0.556 0.09 | 020 | 0.07 | 0.07 0.12 345
1

VAR R 38 L6 2 H) B S BRAZ L3, AR IRE A 0.556mg/ml, JE4E42 1:10 & 1:100 ##;
2 b2 e k2 ubALE Bk B,

5 5za64) 4 4069 (EA Ang2-Bio (R&D %5: BT623B/CF)), @i ELISA FHLEf 5% &
#r T LA24C11.10 BT Ang2 & Tie2 #9456 691E M, % R4l 3 17, T, LA24C11.10
st Ang2 F %4k Tie2 4544 FLIFVEA .

£#4) 6 3 Ang2 VHH Fikey s IL L8

KL IIE T AL B8 FARIL Ang2 VHH Futkst T hAng2-Fo #5349 Tie2 AFBRALIT 4]
1.

hAng2 ¥ -5 49 B BRI 52 1
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KRN FothFE 40 hAng2-Fc & & 3 F) 9% 3 i & 3A Tie2 #9 Expi293 #mfies 293-Tie2, i@ it
MR Z P BRERAL Tie2 4948, MAd R At R E A%t hAng2-fo #5549 Tie2 BB 11
.

i@ 1L %) Expi-293 @/ (Thermo) #4 R H ALK E S 4.5 MCS 9 A Tie2 A E (bR
S 5 HG10700-M ) 49 pCHO1.0 #4& (Invitrogen ), /4 id &3k A Tie2 #9 Expi-293 4@
2, 293-Tie2 mfit.

it R IR A Tie2 49 293-Tie2 40fes, ##F £ 2*%100 49 fie/ml, 43U 100ul A\ 96 FLR, 400g
%8 Smin, # L.

1% F Expi293 32 Fx 4 (Thermo 5 A1435102) Fe & L33 k. A Am Al iXFuak (52
45 2 ) &4 LA24C11(24C11)4= LA24C11.0(hz24C11.10), vA R IA M2 B IgG, Fo FA 2T
P& Nesvacumab (4&R4E CN202010573625.2 414 ) ), AL HIRE # 60ug/ml, 4K 1:2 F et
hAng2-Fc (47 X #: 10691-HO2H ) 4K E % 2.5ug/ml.

B30 100ul £33k A mie, 37CHE 15min,

B IRIER L, Ann 100ul A 1%% & B4 Thermo ¥ 5 : 78442 )& # BA B4 %) )( Thermo
P5: 78442) &9 NP-40 gk (E=X, #5: PO0I3F), 7k £ F 30min, 2000g &,
WEEEG L, A T-80 Bk Ak,

PR AFERAL Tie2 ELISA X% & (R&D #5: DYC2720E) #4#LBA4Mm pTie2 RE, 4%
XA &P 69 R IUR A dug/ml IRE AR Z B4R £ 4 CiZ &, PBST A =k, 5%BSA 41
lh, Ae Ak ekey E—F R348 % G L 100ul, AR pTie2 (R&D % 5: DYC2720E) AT
SR E WK TR E 2h (GEAES pTie2 R L E, ABid ELISA #0I58 B 6y aHiE, T 354%
# A M BAT 2~3 45 FE ). PBST #eik =K, AnA 100ul 464 HRP #4945 pTyr #/4k (R&D
5 : DYC2720E) , 2% % 2h. PBST %% 6 &, A=A 100ulTMB ( Solarbio %5 : PR1200)
R.&, 15min /& Ar A 100ul 122 4% (Solarbio §¥5: C1058) bR . A % P 4eBE4r
AL SpectraMax i3 M| 5& OD450-0D620. 345 & A JLHE 4A (24C11 2 L 364) 2 F 41 &89
LA24C11 BAZ &k st £ ) =18 4B,

B, KA B EH Ang2 VHH #4R LA24C11 A= LA24C11.10 39 5T vA AR SN A 237 46
hAng2-Fc # 49 293-Tie2 mfe B8R4,

%34 7 3 VEGF A VHH #4k KDR reporter FELEf 525

VEGF A T 2L 548 % %k VEGFR2 (KDR) #4-, #7%& VEGFR2 1z 5@ %, #F0% A
EmiphE, EALTHFMAM, KA A A KDR reporter % B4k 2, 42
NFAT-RE-luc2P/KDR HEK293 4mi& ( Promega Cat CS181401 ), #-l4# & ## 69 54kt VEGFA
BOE AR ZARZ 5B IS4G [LBT VR A .

K¥eTr kAT (Promega) LU

FIRAT 3 R R F IR (4 10%FBS # DMEM 3% 5x 2 ) #4 NFAT-RE-luc2P/KDR
HEK?293 %n ik, R IR B33k, A PBS %k —k, 25 M 1 ml Accutase solution ( Sigma 5t
5 A6964-500ML ) JHfbmft, A EmAERBLEE, A 5Sml AR AL LR T, HIREIE
EHQE P, 1000 rpm F 8 5 min, R, ImA 10 ml B3 IR (4 10%FBS 49 DMEM
B TEmI, RABITH, @ILFERFAE 0% L. AR AR RE@REELZE 0.8
x 1054~/ml, 50 ul/3L3RR A Bhe A 96 L& & mit3Efir T,
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At B JRZ 4 100ng/ml VEGF A FeAf B ARG F MR RA R, #EF 30min, 50 ul/3LAH
mpEy 96 LG EmItIE R T, RN 3TC. 5% _RALHITHRAMFHE 6h. P, HFnlHEs
4o 7F: TAERT R8 IgG; Fa/MExT M8 Bl-anti-VEGF; LA42F8;LA46E11;LA42F8.5; LA46E11.8; Blank:
LA HHREIEIR I, & VEGF A, LIK; VEGF A 100ng/ml: 424 100ng/ml VEGF A.

N RACHERIE IR AR P I I 6 h &9 96 ILE & m iRt SRR, A7 10~15 min 2 EiR.
R AT S o T4 £ 217 49 Bio-Glo Luciferase Assay System 4% 52 307 & 100 u 1/3LAn A 96 3L
15 éélﬂﬂbialf‘*&‘#’ > i/mﬂ&}ﬁgﬁ%—ﬁ- 5 min.

150 % 2h G B AT AT R AR, AR R E T F AR R AR AT Sk,
WA A AKRK, BRIVMER K, FFILETR A 1000 ms.

VA EMZ R R Y, g Ewd 5 27, # VEGF VHH 3tk LA42FS,
LA42F8.5, LA46E11, LA46E11.8 34+ ¥ VEGF A #4549 KDR 12 %@ 353%5% .

%74 8 3 VEGFA VHH #4%| VEGF A #$4 HUVEC FE¥E L%

VEGF A 48 A T4 A H 8 F VEGFR 48 £ 69248, Rt B N R mfefiE, ¥4
Fait 5, S AE LTI, KE®R LT VEGF #-5 AR A @it (HUVEC) 4% f=
Y5, AN FARST VEGF A 5504 8 AR 0 ie 5 7E Fa 38 74 64 49 51V 7 .

NFE AR AT CCKS&WJE’HUVEC W AGERISHE, BERFke T BAT—RAALEmIE
HUVEC (Allcells %5 : H-001-CN), 2000 #mja/3L4%5F 96 JLIzHMm ¥, #AA37C. 5% =
SALRIZ AT BF 24 B,

HimfpNE R, B B AYORE A 10ng/ml VEGF A b EARFR G FuiR ( 56400 2 F 4449
LA42F8, #2%4KE 80ug/ml 1:3 FrbHiks, Mkt IgG, Fatst 8 BI836880, 124 10ng/ml
VEGF A #4.(VEGFA), VAR KL VEGF A Fe#iikifiinty Blank ) £33k, FEH# 96 JLIR P
MR miRdE AR, AN 3TC. S% BRI R T IHE 72 N,

10 u I/3UAm A CCK-8 A& ( Bl4=4b% 5. CK04), A 37C. 5% _—ffusiz s
PIEE 12~24 A,

1% 8 % o) 88 B AR ATR HE ODaso-ODeo 3218,

BEVA EME R R, g Rl 6 5, MBFTLESE, 3L VEGFA #ik
LA42F8 4845 7% 4474 VEGFA #-34) HUVEC afo G & fa3g 74,

FE#&H 9 R VEGF A/Ang2 R&EF M4k HEK293-KDR reporter FLET K5

s KK B B A S 4E AT 69 4% TEX04-008. TEX04-010 F= IEX04-012 ( 554551 %

P ) 6bEA 5] peDNAS 1 ik, do 260 2 P ik A2 293 anfl A A A AT i S St
#oT.

K 527647018 it HEK293-KDR reporter 523469 7 3t VEGF A/Ang2 4% f i Hiik 3t VEGF
A G PRETAER . B kAR L) 7

B 6 4584 RS A T
Blank: 7 VEGF A, Fuik;
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VEGF A:  100ng/ml VEGF A;
bt R 1gG: 4o kAT ik )4

FEPAET A8 Faricimab: 4o L ATk 41 4&-, #246KEH 13.5ug/ml, 1.3 B EHHE;
FEbEst P8 BI-836880: 4o L ATiA ATk 44, AL4EIRE A 13 Sug/ml, 1:3 #EHF
IEX04-012: 4o b Pk 4%, AIIKRA A 13.5ug/ml, 1:3 #EAHE,

Ao gk R4 7 B, M4FSF2E A -F IEX04-012 #74) VEGF %% KDR 12 518 %%
&, Gtk BIS36880 A0k, EA P AL &G04 4

F7#4] 10 3 VEGF A/Ang2 S 4449-F HUVEC ¥4 L8

A7 18 32 HEK293-KDR reporter 52 ¥4 7 4L VEGF A/Ang2 4% 53 M 45 &5 F =t
VEGF A # %) HUVEC %086 7% A=38 75 69 30 FI4E A .

SR Ty ik de e 8, AL A AR T

B A A28 IRE A 20ug/ml,1:3 4 HuAaAE 64 4o L PTiA 4] &-69 TEX04-008. FAMEAT R IgG,
FEP 2 B2 Faricimab #= BI836880, % @ 4 Blank ( BP £3ifkf= VEGF A ), vA% VEGF A 48 ( B
AL 20ng/ml VEGFA )

B B: AL46IRE H 80ug/ml, 1:3 5ty de b FTiA ) 449 I M43+ B 1gG. Bl-anti-VEGF .
IEX04-010. = & % Blank( BF L3k F= VEGF A ), vA % VEGF A £8( BP4LFAn 20ng/ml VEGFA );

B C: AHIRE A 200M, 1:3 S HbAffad 4o L ATk 4] 449 IEX04-012. [ MEATRE 1gG, FA
V£ %+ B2 Faricimab #= BI836880, = & % Blank ( #f £ difkf= VEGF A ), vA% VEGF A 48 ( Bp
A5 7m 20ng/ml VEGFA ),

Homgk Rbo B 8 FT 2, WA4F 4546 4F IEX04-008, IEX04-010, TEX04-012 ¥4 4]
T VEGF 54 HUVEC @& A=38 74 , 55 2} B8 4704k BI836880 #= Faricimab #8 kb, IEX04-012
89 1Cso A&, BA TAEGI7 448

%364] 11 3 VEGF A/Ang2 S R34k Ang2 FLBF 25

Ang2 7T 5} R R ZAK Tie2 454, AAF 708 i ELISA i 4= FACS %429 T 4t VEGF A/Ang2
AF Fr bk 4 Ao F2F Ang2 5 Tie2 X i) 45 Ay FLIF

(1) ELISA

i@ if ELISA # T IEX04-008, IEX04-010 F= IEX04-012 vA & %} B 34K BI-836880 #=
Faricimab L7 A Ang2 5 hTie2 564948 7).

¥ hTie2 & & (AbF3U8) 428 PBS &AM £ 2ug/ml JRE, @ ZBARRITR. 14
JA 5%BSA # 1] 1h, 4% 4 #% #u/& Recombinant Biotinylated hAngiopoietin-2 & & (R&D) #
B Z 600ug/mIM, 50 pl/3L. FHFdw B ATiE )& 694k (IEX04-008, IEX04-010. IEX04-012
VA PR T BB 44k BI836880 #= Faricimab F= [l 3t B8 IgG ) AR &R & 300nM 1: 2 5 pbAh
e, 8 AR 12 WA, S0 W/3L, T PBS A& L HE 30 min, AHEIERLIRE 300ng/ml.
Fdo L PTiE RAF 6 FOR IR A RIH R 854K 90min, PBS =0k, F L, An 1:10000
e 100 pl Avidin-HRP ( Invitrogen ) /3L, 7 % 30 min, An PBS #t75K. 48 100ul/3L TMB
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B &% (solarbio) £ & 1 min, FFA%1E% (Solarbio) 100ul/3L 1k,
L JF B AR AT A 3Lk 2L ODaso, ODe2o.

FasE R A (AILE 9), TEX04-008, IEX04-010, IEX04-012 vA B3+ B 34k BIS36880
HEA AR R, H ALK B4 A0 F 44 1Cs0 3 B2 T bt B AR,

(2) mA@fetn (FACS)

i it FACS 42 7 IEX04-008, IEX04-010, IEX04-012 vA & A%} B2 34k BI-836880 #=
Faricimab 7= [l b %F B8 IgG FALEF A Ang2-hFc 5 it & & &9 Tie2 46494

FHR hAng2-Fc &4 (LU, 5: 10691-HO2H ) ## £ 4ug/ml, 50 pul/3L. 4=
LB ) &g Ak (TEX04-008, TEX04-010. TEX04-012 vA R Pt 3t B d4k BI-836880 A=
Faricimab #= [ M5t B8 IgG ) ik & RE 800nM FF 46 34T 2 424 EAnkE, 3k 12 AN,
50 u1/3L, T PBS K L9 F 30 min, #L/& hAng2-Fc & @ 4K JE 2ug/ml, B NARR SLIRE
400nM. 4 L P iE 4] 4569 293-Tie2 @A A H £ 2 x 105 @f2/3L, 100 ul/4L, @feF 300g &
& 5min, FEFE, EETFREFKREESE. K EHF 30min, s PBS 100 ul/3L, 300g &
& 5 min, PBS 7%k 1K, Am 1:200 ##49 100 1l Goat anti-human IgG-PE  ( SouthernBiotech )
/3L, k520 min, An PBS 100 pl/3L, 300 g #+~5 Smin, PBS A%k 1.k, A 100 plPBS &
&, AR (BD Biosciences ) A4 4l 5 XAZ 518, AR4EIL MFI, A GraphPad #1467k
FBAR# &, Rl 10 i, B 2T, W4FFHLEESSTF IEX04-008. TEX04-010 F=
TEX04-012 #REEA 2L FLIT A Ang2-hFe 5 Tie2 #9454, H ICso kT FabExtRe.

L4 12 3 VEGF A/Ang2 S F-H 4 4-4-F 4 Ang2 BB L7 &) £

AR A Bl T A ) A S 450 F AT T hAng2-Fe %5549 Tie2 BB 1L G 4146 A,
F R T hAng2 ¥ -F 09 BEBRIL 52 3,

KA R NG A 45 o T A= E 40 hAng2-Fc & & 3£ B % § i & A Tie2 49 Expi293 4mf&,
293-Tie2, BiTArMI4k & FBEERAL Tie2 4948, Ad B B R #utkzt hAng2-Fc #5549 Tie2
BREERACAT BV .

Pbo b 44043 Rk 293-Tie2 @@, ##E £ 2%10cell/ml, £3L 100ul An A 96 FUHR, 400g
%8 Smin, F B,

1% A Expi293 3 7: 4k (Thermo %5 A1435102) BB ZH3z ik, H P HsmA T MiX
PR (4o L4449 IEX04-012. FEME%t R8 BI-836880 #= Faricimab. /AT 1gG) & 4K
JE 4 60ug/ml, K 1.2 FeAiEs, hAng2-Fe( 367 U8 585 10691-HO2H )R Z 4 2.5ug/ml.

430 100ul e A A FEEmit, 37 EME 15min, HSEBRIEHRL, s 100ul 4
1%7% &) B B BRBA B4 4] 7] &9 NP-40 2L ff%, 7k 3 F 30min. 2000g &<, MEEEG LF,
AT -80 kAR A4k

B AR AL Tie2 ELISA X% & (R&D DYC2720E ) #LAAMM pTie2 KE, HHKILk
VA dug/ml JRE AR ZBEEARAR L 4 TR, PBST 2tk =k, S%BSA 3] 1h. An A4 &
100ul, %+ pTie2 (R&D DYC2720E) A F#/E47 4 &R EEME 2h (FH 5 pTie2 KA
i$&, AT ELISA A2RTE B 69 iiE, T3 RAF 69 RAH AT 2~3 434#F ). PBST ik =k,
A 100ul 424 HRP #3345 pTyr #u/k (R&D % %: DYC2720E) , iR % 2h. PBST stk
6 K, A 100ul TMB 2 &, 15min &An A 100ul Kb R4l R, KA 4 %00
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% #-3L84 0D450-0D620.

Tt R4 B 11 Piw, K FAR IEX04-012 7T VARSI 247 %] hAng2-Fc % 549
293-Tie2 #5EAL, H ICso 48T FREATRE

%34 13 i VEGF A/Ang2 S F AT Ang2 oo W K SIEB RGP H £ %

A58 i HUVEC-Tie2 3 52 3% 2 3t VEGF A/Ang2 SAF F e 45 Ao F 3 8 1 K 28
5 A A Fa 2 B

1% 12 9% A 45 2 HUVEC 2m i Allcells %5 : H-001-CN )3k #53€ & 1A Tie2 49 HUVEC-Tie2
i)

1% 8 mini-well 96 FLiEAN X3/ F B4k EGM-2 3%~ 2 300ul, /A Accutase ( Sigma) 74
A HAF HUVEC-Tie2, 1%/ EGM-2 3K EE £ 1*107 49/8/ml, 100ul/3L48 T35 5 m £ &,
1% 24h BH T T4 (EGM-2385R0 ), 24 B B T EITHRA A FHITHE, Frid
R IEFRAAR AT

Blank: EGM-2 ¥ ## (Lonza % %: CC-5035),
VEGF A #8: EGM-2 ¥ ##+20ng/ml VEGF (R&D % 5: 293-VE)
IgG %8 ( VEGF A+IgG): EGM-2 324~ 3+20ng/ml VEGF +10ug/ml IgG;

Angl 41 ( VEGF A+Angl ): EGM-2 3 7~ 3£ +20ng/ml VEGF (R&D % 5: 293-VE)
+200ng/ml Angl (R&D H5: 923-AN);

IEX04-012 48 ( VEGF A+ IEX04-012 ): EGM-2 ¥+ # 3 +20ng/ml VEGF +10ug/ml
IEX04-012;

BI-836880 21.( VEGF A+ BI-836880 ): EGM-2 i%f]‘)it\-FZOng/ml VEGF +10ug/ml BI-836880;
Faricimab £ ( VEGF A+ Faricimab ): EGM-2 3 7 #+20ng/ml VEGF +10ug/ml Faricimab.
F b I RIKE T 37C. 5% COx 347,

24 BB B F B 3E AR KB 5L Ae A Lul FITC-Dextran ( Sigma 5 5 : FD2000S-1G )
(4mg/ml), K EF 37C. 5% CO230min FIRTF £3FFci, 14 PBS ## 110 HHE T % 2
BRBEARAUE, R RIK K 488nm, KA RIE K 535nm.

FIhsE R4l 12, £ 87 KL\ HAK [EX04-012 4698 & %1% VEGF 5509008 M X
fRABE

LA 14. BOLHF 0 IREBLAT 4 £ B 1025 XIS

AR e R R 18 AR T 0 IS AT A A AR M R K B 6 WA et O F
TEX04-012 &) 347 & s & eAE A

T8 A :

B taF R, R EE A, KE: AR E 330~4.20 kg, #EARATIRE 3.35~4.35 kg;
KR AR R A A H A TR, A FHTIES: SCXK(11)2019-029, Z#h4 /R &
S ¥R 5 No.0023356;
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AR R O B s a AR R F P S Wb, FFIRARGERETH A, EIH5A
KRG IERT A i KOG Sh AR, RBAT ROREE 20 AT RAFRRME EHH) 2
AR, ARG 20 REFKE (SEEEF) 4 5 4, R AR AT R4, [EX04-012
1&F Z4L. IEX04-012 #7&40L. Elyea 1. Faricimab 28 5 48, A0 4 RME, MHgEF,

REEH 21 R, AWM R AT H FUATS Y, WIRICERIZH LT IEX04-012,
Eylea (Bayer) X Faricimab ( 347&-F 0.9%&AL4M 24 ), AR STRRLL 5 SIR449 0.9% R
feAhES R, SAFMaRTF4HE 7. 14, 21, 28 RIATIREH G840, RAFRRKLF
#F (BRE% T A% R @A 0 E ) (Robin J Goody, Wenzheng Hu, Afshin Shafiee 4 A,
Optimization of laser-induced choroidal neovascularization in African green monkeys. Experimental
Eye Research, Exp Eye Res. 2011 92(6):464-72 ), J 3 A48-F by 42444 (OCT, Wang Q, LinX,
Xiang W % A, Assessment of laser induction of Bruch's membrane disruption in monkey by
spectral-domain optical coherence tomography. British Journal of Ophthalmology, 2015,
99(1):119-24 ), MUEARIK Fox T RS IRHT £ B 093941 F 0L, TAHE 29 RERLRUER
BIRBAT R BLAE (HE) R EHURFLSE,

ikt A
28 5 bl LR R #thor
st BE, / / X mg/ml
[EX04-012 &5 &  10ug/ik 50ul/Akk 0.2mg/ml PIBREL T,
IEX04-012 $#% &  30ug/ik 50ul/BR 0.6mg/ml FBRRE LT
Eylea 10ug/8& 50ul/8% 0.2mg/ml HBARREL P
Faricimab 30ug/ik 50ul/Bk 0.6mg/ml PIBR R

R4l 13-15 77, REPBGF RS, T AL 28 RGH BT B35 694047 £
AR, WBRR R (B 13A) fo = 2 W AAR LS (B 13 B) #5425, IEX04-012
LR Y, S5 RARKERE Y TR Al B 5. OCT £ X2+, IEX04-012
B AT, MRS ERAK, AP, AR ATR (B 14).
RAFRAELE RBLERIET, [EX04-012 677 HRRSHEARDEEIK, LERMTF AL
%+ #8 Eylea #= Faricimab ( B 15), HLEAAK B HAKAE B 5 #4187 £ o 7| AL/, 7 LAT
W, EI AR B AR KK B SRR A FL VEGE 37 %) #2100 5 5 69 IR R 1 4 B LA B .49
bR, BB EA R e T .

AR 2h 29 RGARIEAR T AR B P2 R B (R BRIEA 29 30 mg/kg, “TARIE S iE
RIVIAEFZ ), B EFHIRRIR S IRA M R I, BAT KRNI, S R IK

oS PR VA B R 69 Davidson® s B) 2R B &, BROIZA, RIS EAER 3K
FATEIHE &, CD31HC # & 540403 3403,

KK B FARLAAE SR TE ) B, AA%t 4L VEGF S£%54 77, AR R T RIRBE RV, AW
JEAKAP ISR, RIS RIR L8 A Y, R BT T TR BELSFRE(LALA 16),
) T AL JEAREIEHT A ik, IR T i MR (B 17).

GRIE 3
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SEQ ID | ik %4k | LA42F8 ( VEGFA VHH)

NO

1 HCDR1 | GFNLDYYPIG

2 HCDR2 | CISSVGSTNYADSVKG

3 HCDR3 | DPLCSALILPPPFLS

4 VH QLQLVESGGGLVQPGGSLRLSCAASGFNLDYYPIGWFRQAP
GKEREGVSCISSVGSTNYADSVKGRFTISRDNAKNTVYLQM
NSLKPEDTAVYYCAADPLCSALILPPPFLSWGQGTQVTVSS

FARG R | LA42F8.5

1 HCDR1 | GFNLDYYPIG

2 HCDR2 | CISSVGSTNYADSVKG

3 HCDR3 | DPLCSALILPPPFLS

5 VH EVQLLESGGGLVQPGGSLRLSCAASGFNLDYYPIGWFRQAP
GKGLEGVSCISSVGSTNYADSVKGRFTISRDNSKNTVYLQMN
SLRAEDTAVYYCAADPLCSALILPPPFLSWGQGTQVTVSS

AR L AR | LA46E11 ( VEGFA VHH)

6 HCDR1 | GSIFSINAMG

7 HCDR2 | TMIGGSSTFYADSVNG

8 HCDR3 | DVTGRSGTSIWNKRDDY

9 VH QVQLEESGGGLVQPGGSLRLSCVASGSIFSINAMGWHRQAP
GSQRELVATMIGGSSTFYADSVNGRFTISRDNAKNTVYLQM
NSLKLEDTAVYYCYADVTGRSGTSIWNKRDDYWGQGTLVT
VSS

FARL A& | LA46E11.8 (VEGFA VHH)

6 HCDR1 | GSIFSINAMG

10 HCDR2 | TMIGGSSTFYAESVQG

8 HCDR3 | DVTGRSGTSIWNKRDDY

11 VH EVQLLESGGGLVQPGGSLRLSCAASGSIFSINAMGWHRQAPG
KQRELVATMIGGSSTFY AESVQGRFTISRDNSKNTVYLQMNS
LRAEDTAVYYCYADVTGRSGTSIWNKRDDYWGQGTQVTVS
S

AL AR | LA24C11 (Ang2 VHH)

16 HCDR1 | GFALDYYAIG

17 HCDR2 | CISSGDGSTYYADSVKG

18 HCDR3 | DSRGDDVACEGLRRNEYDY

19 VH QVQLVESGGGLVQPGGSLRLSCAASGFALDYYAIGWFRQAP
GKEREGVSCISSGDGSTYYADSVKGRFTISRDNAKNTVYLQ
MNSLKPEDTAVYYCATDSRGDDVACEGLRRNEYDYWGQG
TQVTVSS

FAR % AR | LA24C11.10 ( Ang2 VHH )

16 HCDRI1 | GFALDYYAIG

20 HCDR2 | CISSGEGSTYYADSVKG

18 HCDR3 | DSRGDDVACEGLRRNEYDY

21 VH EVQLLESGGGLVQPGGSLRLSCAASGFALDYYAIGWEFRQAPGKG
LEGVSCISSGEGSTYYADSVKGRFTISRDNSKNTVYLOMNSLRAE
DTAVYYCATDSRGDDVACEGLRRNEYDYWGQGTLVTVSS

FAR L AR | TEX04-008
LA46E11.8(VHH)(T %] £)+4&k (#24K) + LA46E11.8(VHH)(TF
X £k)+ LA24C11.10 (#H4K8)

22 Sk EVOLLESGGGL.VQPGGSL.RLSCAASGSIFSINAMGWHRQAPG
KQRELVATMIGGSSTFY AESVQGRFTISRDNSKNTVYLQMNS
LRAEDTAVYYCYADVTGRSGTSIWNKRDDYWGQGTQVTVS
SGGGGSGGGGSEVQLLESGGGLVQPGGSLRLSCAASGSIFSI
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NAMGWHRQAPGKORELVATMIGGSSTFYAESVQGRFTISRD
NSKNTVYLOMNSLRAEDTAVYYCYADVTGRSGTSIWNKRD
DYWGQGTQVTVSSGGGGSGGGGSEVQOLLESGGGLVQPGGS
LRLSCAASGFALDYYAIGWFRQAPGKGLEGVSCISSGEGSTYYAD
SVKGRFTISRDNSKNTVYLOMNSLRAEDTAVYYCATDSRGDDVA
CEGLRRNEYDYWGQGTLVTVSS

PARG AR

IEX04-010
VEGFR M5 4E #1384+ Fe+d: 3k (TR ) + LA24C11.10 (4H8)

24

2K

SDTGRPFVEMY SEIPEIIHMTEGRELVIPCRVTSPNITVTLKKF
PLDTLIPDGKRIIWDSRKGFIISNATYKEIGLLTCEATVNGHLY
KTNYLTHRQTNTIDVVLSPSHGIELSVGEKLVLNCTARTELN
VGIDFNWEYPSSKHQHKKLVNRDLKTQSGSEMKKFLSTLTID
GVTRSDQGLYTCAASSGLMTKKNSTFVRVHEKDKTHTCPPC
PAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPE
VKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQD
WLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPS
RDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPP
VLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHY
TQKSLSLSPGGGGGSGGGGSGGGGSEVQOLLESGGGLYVQOPGGS
LRLSCAASGFALDYYAIGWFRQAPGKGLEGVSCISSGEGSTYYAD
SVKGRFTISRDNSKNTVYLOMNSLRAEDTAVYYCATDSRGDDVA
CEGLRRNEYDYWGQGTLVTVSS*

Aflibercept
( VEGFR sl M3% ( FRIK ) +Fc (#HR+#L4K ) , E & FLTI
domain 2 # T X4, KDR domain 3 # T X| Z&-+HL4K )

25

SDTGRPFVEMY SEIPEIHMTEGREL VIPCRVTSPNITVTLKKF
PLDTLIPDGKRIIWDSRKGFIISNATYKEIGLLTCEATVNGHLY

KTNYLTHROTNTIIDVVLSPSHGIELSVGEKLVLNCTARTE
LNVGIDFNWEYPSSKHOHKKI.VNRDLKTQSGSEMKKFLS

TLTIDGVTRSDOGLYTCAASSGLMTKKNSTFVRVHEKDK
THTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVV
DVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSV
LTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGOPREPQ
VYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGOPEN
NYKTTPPVLDSDGSFFLYSKLTVDKSRWQOGNVFSCSVMHE
ALHNHYTQKSLSLSPG

26

VEGFR
Mesh 25
B

SDTGRPFVEMY SEIPEIIHMTEGRELVIPCRVTSPNITVTLKKF
PLDTLIPDGKRIIWDSRKGFIISNATYKEIGLLTCEATVNGHLY
KTNYLTHRQTNTIIDVVLSPSHGIELSVGEKLVLNCTARTELN
VGIDFNWEYPSSKHQHKKLVNRDLKTQSGSEMKKFLSTLTID
GVTRSDQGLYTCAASSGLMTKKNSTFVRVHEK

27

Fc

DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVV
VDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVV
SVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPR
EPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQ
PENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSV
MHEALHNHYTQKSLSLSPG

IEX04-012
A Z 7i4E R T 89 Ranibizumab scFv+3Ek (HE4K ) + LA24C11.10
(&R )

28

DIQLTQSPSSLSASVGDRVTITCSASQDISNYLNWYQQKPGK
APKVLIYFTSSLHSGVPSRFSGSGSGTDFTLTISSLQPEDFATY
YCQQYSTVPWTFGCGTKVEIKGGGGSGGGGSGGGGSGGG
GSEVQLVESGGGLVQPGGSLRLSCAASGYDFTHYGMNWVR

30
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QAPGKCLEWVGWINTYTGEPTYAADFKRRFTFSLDTSKSTA
YLQMNSLRAEDTAVYYCAKYPYYYGTSHWYFDVWGQGTL
VTVSSGGGGSGGGGSGGGGSEVQLLESGGGLVQOPGGSLRLS
CAASGFALDYYAIGWFRQAPGKGLEGVSCISSGEGSTYYADSVKG
RFETISRDNSKNTVYLOMNSLRAEDTAVYYCATDSRGDDVACEGL
RRNEYDYWGQOGTLVTVSS*

A ZFAE R 49 Ranibizumab scFv

29

scFv

DIQLTQSPSSLSASVGDRVTITCSASQDISNYLNWYQQKPGK

APKVLIYFTSSLHSGVPSRFSGSGSGTDFTLTISSLQPEDFATY
YCQQYSTVPWTFGCGTKVEIKGGGGSGGGGSGGGGSGGG
GSEVQLVESGGGLVQPGGSLRLSCAASGYDFTHYGMNWVR
QAPGKCLEWVGWINTYTGEPTYAADFKRRFTFSLDTSKSTA
YLQMNSLRAEDTAVYYCAKYPYYYGTSHWYFDVWGQGTL
VTVSS

30

VL

DIQLTQSPSSLSASVGDRVTITCSASQDISNYLNWY QQKPGK
APKVLIYFTSSLHSGVPSRFSGSGSGTDFTLTISSLQPEDFATY
YCQQYSTVPWTFGCGTKVEIK

31

LCDR1

QDISNYLN

32

LCDR2

FTSSLHS

33

LCDR3

QQYSTVPWT

34

VH

EVQLVESGGGLVQPGGSLRLSCAASGYDFTHYGMNWVRQA
PGKCLEWVGWINTYTGEPTYAADFKRRFTFSLDTSKSTAYL
QMNSLRAEDTAVYYCAKYPYYYGTSHWYFDVWGQGTLVT
VSS

35

HCDRI1

GYDFTHY

36

HCDR2

NTYTGE

37

HCDR3

YPYYYGTSHWYFDV

23

Hk

(GGGGS)n, £+ n=1. 2. 3 X 4

Fa bt P8 ik BI836880 ( VEGFA 3% )

12

VH

DVQLVESGGGLVQPGGSLRLSCAASGRTFSSYSMGWFRQAP
GKEREFVVAISKGGYKYDAVSLEGRFTISRDNAKNTVYLQIN
SLRPEDTAVYYCASSRAYGSSRLRLADTYEYWGQGTLVTVS
S

Fel bt B8 L4k Faricimab

13

HC 1

EVQLVESGGGLVQPGGSLRLSCAASGYDFTHYGMNWVRQA
PGKGLEWVGWINTY TGEPTYAADFKRRFTFSLDTSKSTAYL
QMNSLRAEDTAVYYCAKYPYYYGTSHWYFDVWGQGTLVT
VSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVS
WNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYIC
NVNHKPSNTKVDKKVEPKSCDK THTCPPCPAPEAAGGPSVF
LFPPKPKDTLMASRTPEVTCVVVDVSHEDPEVKFNWYVDGV
EVHNAKTKPREEQYNSTYRVVSVLTVLAQDWLNGKEYKCK
VSNKALGAPIEKTISKAKGQPREPQVYTLPPCRDELTKNQVS
LWCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFL
YSKLTVDKSRWQQGNVFSCSVMHEALHNAYTQKSLSLSPG
K

40

LCI

DIQLTQSPSSLSASVGDRVTITCSASQDISNYLNWY QQKPGK

APKVLIYFTSSLHSGVPSRFSGSGSGTDFTLTISSLQPEDFATY
YCQQYSTVPWTFGQGTKVEIKRTVAAPSVFIFPPSDEQLKSG
TASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDS

KDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFN
RGEC

14

HC2

QVQLVQSGAEVKKPGASVKVSCKASGYTFTGYYMHWVRQ
APGQGLEWMGWINPNSGGTNYAQKFQGRVTMTRDTSISTA

31
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YMELSRLRSDDTAVYYCARSPNPYYYDSSGYYYPGAFDIWG
QGTMVTVSSASVAAPSVFIFPPSDEQLKSGTASVVCLLNNFY

PREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTL

SKADYEKHKVYACEVTHQGLSSPVTKSFNRGECDKTHTCPP

CPAPEAAGGPSVFLFPPKPKDTLMASRTPEVTCVVVDVSHED
PEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLA

QDWLNGKEYKCKVSNKALGAPIEKTISKAKGQPREPQVCTL

PPSRDELTKNQVSLSCAVKGFYPSDIA VEWESNGQPENNYKT
TPPVLDSDGSFFLVSKLTVDKSRWQQGNVFSCSVMHEALHN
AYTQKSLSLSPGK

41 LC2 SYVLTQPPSVSVAPGQTARITCGGNNIGSKSVHWY QQKPGQ
APVLVVYDDSDRPSGIPERFSGSNSGNTATLTISRVEAGDEAD
YYCQVWDSSSDHWVFGGGTKLTVLSSASTKGPSVFPLAPSS
KSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAV
LQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKV
EPKSC

Fe Pt B Fiik BI836880 ( VEGFA/HSA/Ang?)

15 VH DVOLVESGGGLVQPGGSLRLSCAASGRTFSSYSMGWFRQAP
GKEREFVVAISKGGYKYDAVSLEGRFTISRDNAKNTVYLQIN
SLRPEDTAVYYCASSRAYGSSRLRLADTYEYWGQGTLVTVS
SGGGGSGGGSEVQLVESGGGLVQPGNSLRLSCAASGFTFSS
FGMSWVRQAPGRGLEWVSSISGSGSDTLY ADSVKGRFTISRD
NAKTTLYLQMNSLRPEDTAVYYCTIGGSLSRSSQGTLVTVSS
GGGGSGGGSEVQLVESGGGLVQPGGSLRLSCAVSGITLDDY
AIGWFRQAPGKEREGVSAIRSSGGSTYYADSVKGRFTISSDN
SKNTVYLQMNSLRPEDTAVYYCAAVPAGRLRY GEQWYPIY
EYDAWGQGTLVTVSS

B VErt 78 1eG

38 i3 EVRLLESGGGLVQPGGSLRLSCAASGFTFSNYAMGW VR
QAPGKGLEWVSAISGSGGSTY YADSVKGRFTTSRDDSK
NALYLQMNSLRAEDTAVYYCARGGPGWYAADVWGQG
TTVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDY
FPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTV
PSSSLGTQTYICNVNHKPSNTKVDKKAEPKSCDKTHTC
PPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDV
SHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVV
SVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKG
QPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVE
WESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQ
QGNVFSCSVMHEALHNHYTQKSLSLSPGK

42 Bk DIQMTQSPSSLSASVGDRVTITCRASQSISSYLNWYQQK
PGKAPKLLIYAASSLQSGVPSRFSGSGSGTDFTLTISSLQP
EDFATYYCQQADLPAFAFGGGTK VEIKRTVAAPSVFIFPP
SDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSG
NSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACE
VTHQGLSSPVTKSFNRGEC

FaPERT BB 34k Bl-anti-VEGF

39 DVQLVESGGGLVQPGGSLRLSCAASGRTFSSYSMGWFRQAP
GKEREFVVAISKGGYKYDAVSLEGRFTISRDNAKNTVYLQIN
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SLRPEDTAVYYCASSRAYGSSRLRLADTYEYWGQGTLVTVS
S
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AR
1. # Ang2 %) VHH 4tk , HL&.44=F 4y 3 4~ CDR, HCDR1, HCDR2 #= HCDR3, 3

HCDR1 &4~ SEQ ID NO:16 Ff R84 5 51, K 1 FTik 5 5] 4K
HCDR2 .4 SEQ ID NO:17 &, 20 Fi =845 5], b ATk 5 5] 40 A%,
HCDR3 .4 SEQ ID NO:18 Ff R 69 /5 51, R b ATk 5 5] LB K.,

2. BAIZR 165 VHH 34k, H ¥ F7id VHH

(1) &4 SEQIDNO:19 3% 21 P g RA B A 5], R L4 5PFiE SEQ ID NO: 19 3 21
P i 6 R BT 5 BA £ 90%. 91%. 92%. 93%. 94%. 95%. 96%. 97%. 98%3K 99%
Bl — ey BILELF 7, Rd SEQID NO: 19 K 21 AT & R I B LE A% 3K,

(2) &4 5 SEQID NO:19 3 21 B 69 RILEF 7 A bk B — /SR JUAS (Hhit RAR T
10. 9. 8. 7. 6. 5. 4. 3. 2. 1/4) RENRABAEF], AR EO BB, K Fm,
Fak B B I, BT Bk,

3. %4 VEGF A #= Ang2 693U 60T, L e84 71144 VEGE A 495 —¥#iF
AR fadd s A Ang2 495 —Fe AR R, “P YA R ARAIER 1 R 2 TR
%) VHH #uik,

k¥, HPH SRty
4 31254 VEGF A 4 VHH;

EF 45 A VEGF A 89 FARBI TR 454 B, #lde scFv, #dapiid Ak 4 AR RA
BALIIR; R

4& 324 VEGE A 89 VEGF %4k ( VEGF R) R ALfas MR & FL S 4 #3844
BAEEG, Blhei s MRS Fo i btgg.

4, BA|ER 3 GUFF s A0T, 2A W IR,
5. BAIER 3 R AR FRLESST, EAH M. ZhRwned.
6. BMAIEK 4R 54 FeEs T, EEAUTE

. VEGF /R 695245 9T & X VL-4# 3k -30 VEGF $uik 69 €449 & X VH-42 k-3 Ang2 VHH
5

#U VEGF #utk 69 E44 7T R X VH-4 % -#L VEGF Futk 694248 5T L X VL4 3k -#t Ang2 VHH.
7. BAER 6 ey ST, AP

# VEGF #uik 89424565 £ X VL €4 LCDR1, LCDR2 #= LCDR3, 3 ¥ LCDR1 &4 SEQ
ID NO:31 Ff = 44 /7 %)) 3t 228 5% ; LCDR2 €,4- SEQ ID NO:32 Fff 7= 44 4 %) 3, & 248 A% ; LCDR3
#.4- SEQ ID NO:33 Ff w84 /5 71 b H 4k, A=/

¥ VEGF 3k bty E4 % X VH 6,4 HCDR1, HCDR2 # HCDR3, H+ HCDRI1 &4~
SEQ ID NO:35 Pi# /%) & H 28 s%,; HCDR2 .4 SEQ ID NO:36 Ff 7= 44 5 5] 2 o 28 A%,
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HCDR3 &4 SEQ ID NO:37 Ff =84 / 7)) 3, vy 28 A%,
8. RAIER 6 R 7T HVIFFHELNTF, L

# VEGF k69 & 44T % X VH €4 SEQ ID NO:34 Frif a4 R B 5 5], R4 5pTiE
SEQ ID NO: 34 i 9 BB F ) A 20 90%. 91%. 92%. 93%. 94%. 95%. 96%. 97%.
98%X, 99% ] — it 49 E LB F 5], Kb SEQID NO: 34 Frik 4 R LB A, TR FHTE
X VH .45 SEQ ID NO:34 Ff 69 8L B8 5 2 AR b B — A RJUAS (4R R4 10, 9. 8.
7. 6. 5. 4, 3, 20 IA) REGRABRE S, AR EH B H, XX PMm, KE®WE
P, BlhofRs E I,

# VEGF #u/k 6942467 % X VL &4 SEQ ID NO:30 Frid 6§ R A B A 7], KA LHAiE
SEQ ID NO: 30 Ak 4§ B AL BT 5 BA £V 90%. 91%. 92%. 93%. 94%. 95%. 96%. 97%.
98%3K, 99% ] — M #g E LB F 5], R d SEQ ID NO: 30 Ak g SAL R4 AR, R AT eadk~T
R VL @45 SEQ ID NO:30 A T #9 RILBR 5 7 A A — A HIUA (4R 7 A&3E 10, 9. 8.
7o 6+ 5. 4. 3. 20 IA) REWERRT ], TEREF e B4, X RFm, KAWE
P, PlhethF B,

9. MAIER 6.8 FAE—TT R MBI TR ST, b

(1) Frik46-4>F o4 SEQID NO:28 9 2IL B 57, &K &4 5 Frit SEQ ID NO: 28 AT
HREB AT LA E Y 90%. 91%. 92%. 93%. 94%. 95%. 96%. 97%. 98%2X 99%)
—W e E B A7), Kd SEQID NO: 28 Frik ¢y AL BRZE AR, &

(2) Pridk 4% F i 2 &5 F 6045 SEQ ID NO: 28 B = 44 R AL B A 7] 48 blﬁﬁ—i}‘w—/\ EY0
AN (i FRAE10. 9. 8. 7. 6. 5. 4. 3. 2. IAN) REWAREBKRGZ), PIEARTH4wE
. Bk BORA, ML EIE, FlefkTEH.

10, AA|EZK 43R S 4EFHEEsT, REAATE
% —3#. VEGF VHH-# - % —#. VEGF VHH-# 3% -3t Ang2 VHH,
% % —3#t VEGF VHH 5 % =4t VEGF VHH #8F] & T F) .

11, BAFIER 10 6§ 4F 20 0F, L% % —3t VEGF VHH X % —#. VEGF VHH ¢,
4-HCDR1, HCDR2 #= HCDR3, #i+

HCDRI &4 SEQ ID NO:1 i #4545, K dprid A7) 40 m; HCDR2 &4 SEQ ID NO:2
R85 5, od Prik & 71 48 5%; HCDR3 .4 SEQ ID NO:3 Fi w64 5 51, Ry Prik /4 51 48

HCDR1 &4 SEQ ID NO:6 Ff =95 %), 3 dFTid 5 548 %&; HCDR2 €4 SEQ ID NO:7
AR08 5 %), AP A7 40, HCDR3 .4 SEQID NO:8 A =& /45, R Fiid
5 20K,

12 R 3R 10 3K 11 893U 28 0-F, 7 % —31 VEGF VHH & % —31 VEGF VHH
£.4 SEQID NO:4. 5. 9 & 11 FFE e RHABRF 7], ReLe5P7id SEQID NO:4. 5. 9 & 11
PRk ey BE BT 7 BA £ 90%. 91%. 92%. 93%. 94%. 95%. 96%. 97%. 98%3X 99%
Bl — ey BABF 5], Kb SEQID NO:4. 5. 9 R 11 Prid ey RILBRLA AR, A P& VHH .4
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5 SEQIDNO: 4. 5. 9 & 11 Ff =8 B8+ 7] #ﬂbbﬁ—ﬁ”/\i}b/\ ($it R4t 10, 9. 8.
7. 6. 5. 4. 3. 20 1IAN) REVRIABRAES], AR LTHl4wE ., SRR, it E
P, PlhefRy B,

13. BAEK 10-12 PAE—RGSE FHEL0F, £

(1) FrigsA45-F @4 SEQID NO:22 8L B 7 7], R4 5PriA SEQID NO: 22 Ff
R REBRFHEH ZE Y 90%. 91%. 92%. 93%. 94%. 95%. 96%. 97%. 98%2% 99%
—M R B F 5], Ad SEQ ID NO: 22 Frid i B AL BR 2B AR K

(2) Frid 4F it 45 6-9F 645 SEQ ID NO: 22 ﬁﬁﬂﬁﬁ%ﬁ;}%% A EF —AHJL
A (KL ARAIL 10, 9. 8. 7. 6. 5. 4. 3. 2. 1A4) FELHERLBRET, FFEAREH4E
P, Ek HoRde, KRB, FldetRF Bk,

14, RAEZK 3 49045 F 2 650TF, Lab—FRAEUL T
VEGF R fi#29} 45 #)3% -Fc-# 3k -3L Ang2 VHH.

15. B A ZR 14 9 04F Ft 2 6-0-F, 27 Prid VEGFR JAsh s M3 4 & § A4y VEGFR
éﬁﬂaﬂl‘ MR ik H, PTiE VEGFR 914 Hy3k €4 VEGFR1 % —#uR 4% 45 M3k F= VEGFR2

ZHAREEE M, FEM, PTid VEGFR JAs 4 H13% &4 A VEGFR1 % — UK BE 25 #y 3%
%u/k VEGFR2 % = #/RHFE 25 M 3%,

16 B F1Z R 14 K 15 0445 F M 45 64F, ik VEGFR o9k 4 #y3% &4 SEQ ID NO:26
HEILBEF], REAL5HTiE SEQ ID NO: 26 Frif 4 5B 5 7] LA £ 10 90%. 91%. 92%.
93%. 94%. 95%. 96%. 97%. 98%3K 99%] — it ey B ER A 5], Rd SEQ ID NO:26 Ffik
9 BILBR LA AR, .

17. BAZR 14-16 PG B4 144 E5F, L PPTE Fe HRBAIgGl. 1gG2.
IgG3 X IgG4 4 Fc, ik, PFif Fc 04 SEQ ID NO:27 ¢4 8L EF 5], X &4 5Pk SEQ
ID NO: 27 ik 89 BB 5 5 A £ 90%. 91%. 92%. 93%. 94%. 95%. 96%. 97%. 98%
R 99%F] — M BB A7), Rd SEQ ID NO:27 Fiik & R I BRLE AR,

18. BAIE K 14-17 PAE—TG W4F 14465, L F Frid VEGF R Jesh 4 M38-Fc 4
VEGFR J4t 45 #1385 Fe #98k4%& G, 4= Aflibercept R AATAEY, #l4e @4 SEQ ID NO:25
HELBA ], R4 5P SEQID NO: 25 Frik ¢4 885 51 B £ 90%. 91%. 92%.
93%. 94%. 95%. 96%. 97%. 98%K 99%F] —It &y KB F 5], b SEQ ID NO:25 Arik
) BILBR LA AR, .

19. A 2K 14-18 PAF—T G 4F F M5 40F, P

(1) Prid44-4F 64 SEQID NO:24 49 RIBR A7), K145 Frid SEQ ID NO: 24 Ff
KRB FEFEA E D 90%. 91%. 92%. 93%. 94%. 95%. 96%. 97%. 98%K 99%
— M BRI F 5], Kb SEQ ID NO: 24 Frik ¢4 R AR AR, K

(2) i & Frtt s A4 F 6145 SEQ ID NO: 24 Ff =t BIL B F 5] A b B — AL
A (#iERAT 10, 9. 8. 7. 6. 5. 4. 3. 2. IA) EEHALBES, IREEEHwE
P, BRR BRI, LM E IR, Btk T BB,

20, RAEK 319 PE—RGREF LSS T, ¥ itk &4 SEQID NO:23 4
AEBFT), R
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21. 4L VEGF A 4y VHH #utk, H&&4=F¢) 3 A CDR, HCDR1, HCDR2 #= HCDR3,
L

HCDRI1 &4~ SEQ ID NO:1 i #9571, 3 Frid A 5 4L,
HCDR2 &4 SEQ ID NO:2 Fra~ 4955, 31 BTk & 5] 20 A%
HCDR3 €.4- SEQ ID NO:3 Fi R #4551, 1 ATk 5 5] 4%,

E%

HCDRI1 &4 SEQ ID NO:6 Ff 84 5 51, v AT ik 5 51 28 A% ;
HCDR2 &4 SEQ ID NO:7 X, 10 Ff =64 5 7], K &1 Frid 5] 2B A%,
HCDR3 €4 SEQ ID NO:8 Fi #4471, 3t ik 5 71 40 K.

22. BAER 21 45 VHH 3k, £

(1) &4 SEQID NO:4. 5. 9 & 11 Frix 6§28 BR A 7], K eus5Prik SEQID NO4. 5.
9OX 11 A ALBEF LA ZE ) 90%. 91%. 92%. 93%. 94%. 95%. 96%. 97%. 98%
R 9% — M R EE AT, KE SEQIDNO4. 5. 9K 11 Arid ey R A MR, K

(2) &4%5 SEQIDNO:4. 5. 9K 11 A =t BRI BT 5]k B — A RIUAS (iR
it 10. 9. 8. 7. 6. 5. 4. 3. 2. 1A4) REWMEREBRFS, FTAREH B, KK
A, Rk E B, PldefRs B,

23, MENF, EBARAIEER 1R 2 K21 K22 PHE—TFE VHH ik, SAF|EEK
3-20 YA —IR 6 F T4 AT RATIE 4 Ao T a4,

24, RIEBAIK, LOARAIER 23 B ST, ik, PR REHIRA pcDNA3.L.

25, B EmiR, HOAMFEK 23 TR ST I FIER 24 BTk e £ A BAK, K
b, PTE IR T 0% BAL R AL, BlemE e KBATE @le, 4 TGl; K 293 @it
5] 4= 293F 2, Expi-293 fmjt.

26. HIEAFIER 1R 2 K21 K22 PAE—T ) VHH F/k, RAF|ER 3-20 $AE—R
G S ST o7k, Pk ka3s, EES PR VHH KRR B4FF 4S50 T
AR KRG EM T, ZARABRAEK 25 695 L@, AR IPTE G £ @it 1E L@
3ERA)EL AT iR VHH R AUF 4 55T

27. REBAEY, LA FAIER 1R 2 K21 K22 PAF—F4 VHH ik, RAFZ
R 3-20 PAFE— IR G W AF S LE ST

28. B REIF, EaABRAEZR 1R 2 K21 X 22 PA—AE VHH Fuik, K
BAF|ER 320 PAE—IR GG SAF RS H5F, ABRAFE—FP R S AP M55 7], v BRATL
e 24 A AH AT,

20, EZiXE PR RETTIRIERGG T F, QAT RERAHLTHRAELR 1 X
2 3R 21 X 22 PAE—T 4G VHH 3uik, RARAF|EK 320 PG RF F L5, A
R 27 8 R IR BN I A) TR 28 8- B .

30. BAIEZR 29 897k, B PTRRIRERL A D E K A KGRI ER, Blaeb A
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TR AT A& A AR K 0 BRER IR R

31. BAIEKR 29 R 30 6975k, EPAREEEA (fldftHKFe, plleizBREd
JRK-F4y) VEGF, #lda VEGF A, #2/3 Ang2.

32. BAIER 29-31 PAE—TG Tk, EPATAFHE OIS EEEA —FPRE 5Tk,
436 47 7 A/ B8 677 7).
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